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BACKGROUND OF THE INVENTION

Interstitial lung diseases
15 Reliable diagnosis of is of critical importance for disease
management, research, epidemiology and development of spe-
cific therapies.
Interstitial lung diseases (ILD) are a heterogeneic group of
chronic inflammatory reactions of the lung. Different forms
20 of ILD are known which comprise, for example, of idiopathic
pulmonary fibrosis (IPF}, hypersensivity pneumonitis,
sclercderma, Systemic Lupus Erythematosus, Rheumatoid Arthri-
tis, Churg-Strauss syndrome, Wegener’s granulomatosis, and
Goodpasture Syndrome. This process is characterized by a com-
25 bination of injury and exaggerated but futile attempts of
tissue repair that transforms the regular maintenance of cel-
lular growth into progressive development of scars. Charac-
teristic features of this reaction are: repeated damage; in-
tensified proteolytic activity and change in the composition
30 of extracellular matrix (ECM) components. This combination
leads to a shifted cellular immune response and a relentless
induction of mesenchymal growth.
Cytokines, such as tumor necrosis factor-o, and mediators of
growth, such as transforming growth factor B: (TGFB.), have
35 1long been implicated in this process. Of these mediators,
TGFB: has probably become the most important one, due to its

strong activity to stimulate mesenchymal growth and its abil-
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cyt oki nes, such as iInter- o
ferent mechanisms of initial damage. Recent investigations
have demonstrated that progressive scarring in idiopathic
pulmonary fibrosis is accompanied by a shift of the cytokine
balance in T lymphocytes that favors the formation of the so-
15 called T helper type 2 (Th2) reaction. This reaction is char-
acterized by an increase of ‘Th2’ cytokines, such as inter-
leukin (IL)-4, IL-10 and IL-13, and a reduction or even a
complete loss of interferon gamma, the main mediator of the T
helper type 1 reaction. In blecmycin-induced lung fibrosis,
20 transcription of the interferon gamma gene decreases from day
7 onwards and is no longer detectable on day 28. Recipro-
cally, transcription of IL-13, which also has fibrogenic ac-

tivity, begins to increase on day 7.

25 In contrast to the chronic inflammatory reaction in fibrosis,
acute inflammation of the pulmonary interstitium as a result
of infection with M. pneumoniae is characterized by a simul-
taneous transcription of both Thl and Th2 cytokine genes,
i.e. IL-12 and interferon gamma, and IL-4. In addition, this

30 reaction includes an increased transcription of TGF-B;,
probably as a sign of activated tissue repair.

Unfortunately, as a result of the usually late recognition of
IPF, the early cellular events in this disease are virtually
impossible to assess. However, analysis of mRNA accumulation

35 for IL-4, interferon gamma, and TGF-P; in an individual with
familial idiopathic pulmonary fibrosis, with symptoms of
breathlessness on maximum exertion.of..less than a year, al-

ready demconstrates the shift of the immune balance and the
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Even if the causative agents were known, at present organ fi-
brosis cannot be sufficiently treated with any medication.
Millions of people are dying from slow destruction of vital
15 organ systems owing to pathological restructuring of func-
tional organ tissue. This relentless process is kneown as fi-
brosis or tissue remodeling that is primarily due to
fibroproliferative mechanisms. The only remedy is organ
transplantation, which is associlated with numercus costly
20 complications.
The fibroproliferative reaction concerns all organs of the
body. In the gas-exchanging lung tissue 1t is known as lung
fibrosis, in the bronchi it is known as bronchial asthma, in
the liver as cirrhosis, in the kidney as glomerﬁlosclerosis,
25 1in the general circulation as arteriosclerosis and coronary
artery sclerosis, and in the pulmonary circulation as pulmo-
nary hypertension.
These conditions are collectively known as fibroproliferative
diseases. In fibrosis, healthy tissue is progressively re-
30 placed by components of the connective and supporting tissue
of the human body. This process is based on the pathologi-
cally accelerated growth rate of tissue cells, which would
normally accomplish regular wound healing. Thus, fibroprolif-
erative diseases may be defined as uncontrollably accelerated
35 wound healing. In fibrosis, the replacement of functional or-
gan tissue continues until complete loss of organ function
occurs. The currently available modes of diagnosis and treat-

ment for all fibroproliferative diseases are inadequate.
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hibits antiviral activity and together with other cytokines

it plays an pivotal immuncoregulatory role within the human
immune system (an immunostimulating or an immunosuppressive
15 effect, dependent on cell activation and location}. Effects
of IFN-y include the induction of MHC class II antigens,
macrophage activation, increased immunoglobulin production
from B lymphocytes and enhanced NK cell activity.
The general antifibrotic properties of IFN-y are well-
20 documented. It has already been demonstrated that IFN-y
causes a reduced expression of TGF-B: together with a reduc-
tion in the amount of fibrosis. When using IFN-y under clini-
cal conditions, the transcription of TGF-P1 and that of CTGF
are significantly diminished after six months of therapy. The
25 simultaneous improvement of lung function in individuals suf-
fering from IPF receiving IFN-y provides additional support
for the hypothesis that the mesenchymal activation in indi-
viduals with lung fibrosis depends, at least in part, on the
continuous overexpression of TGF-P, and CTGF (EP0795332A2.).
30 Moreover, these results suggest that an acquired deficiency
of IFN-y may be one reason for the exaggerated wound healing
process characteristic of progressive organ fibrosis.
IFN-y was shown to be the first clinically applicable anti-
fibrotic drug. As any endogenous substance, IFN-y has plei-
35 otropic effects dependent on the existing conditions within
the body. In case of an exaggerated, yet non- or low-
inflammatory wound healing, such as in IPF, the drug exerts

powerful highly beneficial anti-fibrotic properties. However,
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wWith a reduc- tion in the anmpunt, of fibrosis. VWen using ['FN-y under clini-
the first wvague discriminator between fibrosis as 4 result of
deregulated wound healing itself, versus fibrosis as a result
of intensified inflammation. The first attempts to analyze
gene expression patterns in pulmonary fibrosis in animal mod-
15 els demcnstrate the power of this tool to discriminate be-
tween the fibrotic process itself and accompanying mechanisms
(Kaminski et al.,2000; FRatsuma et al.2001). A medication
which combines the molecular diagnosis (transcription analy-
sis in diseased ILD patients compared to control populations
20 - healthy individuals or patients suffering from different
lung diseases - with a distinct quantitative, specific ex-
pression difference to those) with proven effectiveness of a
antifibrotic drug like IFN-y under clinical conditions pro-
vides the essential step for the first bic-medical based

25 treatment of these multifunctional diseases.

To sum up, the real effectiveness of IFN-y therapy mainly de-

pends on four conditions:

(a) the proof of IFN-y deficiency in pulmonary tissue;
(b) the control of infections or other inflammatory
30 conditions, either pre-existing or acquired during ther-
apy:
(c) the gene expression profiling of the patients sus-
pected tc have an interstitial lung disease;
{d) the duration of disease-related symptoms, reflect-

35 ing the extent of completed scarring.
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inten 10 prove the treatment of lung diseases, especially ILD and its
various subforms with novel pharmaceuticals using IFN-y in
pharmaceutical composition with a diagnostic airay of candi-

date polynucleotides (genechip).

15 Disease-related gene expression profiles

With the completion of the Human Genome Project sequencing,
biomedical research will be revolutionised by the ability to

carry out investigations on a genome wide scale:

20 Arch Ophthalmol 2001 Nov;119(11):1629-34
Microarray analysis of gene expression in human donor cor-

neas.

Jun AS et al.

25 Ann Surg 2001 Dec;234(6):769-78; discussion 778-9
Identification of disease-specific genes in chronic pan-
creatitis using DNA array technology.

Friess H et al.

30 DNA Cell Biol 2001 Nov;20(11):683-95
A gene expression profile of Alzheimer's disease.

Loring JF et al.

Pharmacogenomics J 2001;1(4):272-87

35 Molecular classification of psoriasis disease-associated
genes through pharmacogenomic expression profiling.
Oestreicher JL et al.
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of the expression pattern of the bioclogical samples. Thus,
the genome-wide gene expression analysis provides new in-
sights into causes of disease, and elucidates the as yet un-
15 known biological gene expression variations between seemingly
similar diseases in defined detection ranges, leading to a

new classification system valuable in accurate diagnosis.

Important applications include:

20 (a) development of a more global understanding of the
gqualitative and quantitative gene expression profiles
that contribute to disease processes;

(b} discovery of new diagnostic and prognostic indica-
tors and biomarkers of therapeutic response;

25 {c) identification and wvalidation of new molecular tar-
gets for drug development;

(d) provision of an improved understanding of the mo-

lecular mode of action during lead identification and

optimisation;
30 (e) designing more specific and efficient treatment
strategies:;
(f) prediction of potential side-effects during devel-

opment and toxicology studies;

: {(g) confirmation of molecular modes of action during
35 hypothesis-testing clinical trials;
(h) identification of genes involved in conferring drug

sensitivity and resistance;
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for individual patients, given the functional complexity of
10 most diseases, especially those involving fibroproliferative
processes. Considering the fact that inflammatory diseases
reflect qualitative and quantitative changes in the activity
of certain genes and/or gene clusters, the molecular assess-
ment will allow for a higher specificity and efficacy of
15 medical treatments and will be cconsidered integral part of
the therapeutic composition.
To achieve this goal, new molecular markers and markers of
progression are needed for improved staging and for better
assessment of diagnosis and treatment of complex diseases.
20 Gene expression profiling techniques in combination with
therapeutics offer the opportunity to discover such patho-

physiologically relevant markers of disease.

In the context of this disclosure, a number of terms shall be
25 utilized.

The term "polynucleotide" refers to a polymer of RNA or DNA

that 1is single-stranded, optionally containing synthetic,

non-natural or altered nucleotide bases. A polynucleotide in

the form of a polymer of DNA may be comprised of one or more
30 segments of cDNA, genomic DNA or synthetic DNA.

The term "subsequence" refers to a sequence of nucleic acids

that comprises a part of a longer sequence of nucleic acids.

The term "immobilized on a support" means bound directly or

indirectly thereto including attachment by covalent binding,
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applicationsiahel ude: 20 (a) devel opnent of a nore global understanding of
the qualitative and quantitative gene expression profiles that contribute
to di sease processes; (b) discovery of new diagnostic and prognostic

i ndi ca- t orBo byl &l enfuidkerer oPNRAharapeat censésponde;la2§e( qunitdent idf c2¥A on

and valigatm@reolisevspl ecdl &1 4 dystematic order on a solid support or
substrate such as a nylon membrane, glass slide, glass beads
or a silicon chip. Depending on the size of each DNA spot on
the array, DNA arrays can be categorized as microarrays (each
DNA spot has a diameter less than 250 microns) and macroar-
15 rays (spot diameter is grater than 300 microns). When the
solid substrate used is small in size, arrays are also re-
ferred to as DNA chips. Depending on the spotting technique
used, the number of spots on a glass microarray can range
from hundreds to tens of thousands.
20 '
DNA microarrays serve a variety of purposes, including gene
expression profiling, de novo gene sequencing, gene mutation
analysis, gene mapping and genotyping. c¢DNA microarrays are
printed with distinct ¢DNA clones isolated from cDNA librar-
25 1ies. Therefore, each spot represents an expressed gene, since
it is derived from a distinct mRNA.
Typically, a method of monitoring gene expression involves
providing
(1) a pool of sample polynucleotides comprising RNA
30 transcripts of target genes or nucleic acids derived
from the RNA transcripts;
{2) hybridizing the sample polynucleotides or nucleic
acids derived from the RNA transcripts to an array of
probes (for example, polynucleotides obtained from a
35 - polynucleotide library including control probes, and
(3) detecting the hybridized double-stranded polynu-
cleotides/nucleic acids. The label used to mark polynu-

cleotide samples is selected from the group consisting



gets for drug devel opnent; (d) provision of an inproved underst i
the nmo- |ecular node of action during lead identification an éﬂ%ﬂe%ﬂb&onoe

opti m sati orMB-3DL{E) designing nore specific and efficient treatnent
strategies; (f) prediction of potential side-effects during devel- opnent
and toxicol ogy studies; (Q) confirmati angof’ nol ecul ar nodes of action
during 35 hypothesis-testing clinical trials; (h) identification of genes
involved in conferring drug sensitivity and resistance; 14 Septenber 2006
PMB-0101 0 -8 ( §d|ct|on of tients nost |Ike|é to ben f|t from the
drug and use in %% 2? FOBRAMfEe o IS i /e s SR AKT t?ESUFP Ul @t

t echnol ogi cal i nprioterenticsn, drialyumndasead: genethiqse sddit blegose, essent i al
part for clinical in- terventions in identifying and quantifiying

i ndi vidual gene- expression patterns for purposes of patient-oriented

t her apy, i AnesnabPNskieAgtesmatliiod or apy edicdvinng lebrildacyl idfradnugss

for indiyi %@évﬂﬁiéﬂnt&s@f%ﬁtﬂ%fé‘ﬂ?téﬁ@ p&OIRb EXEAYi @ls 10 d0Shnob ~

di seases, especially those i nvol V|ng |bropro I ferative processes
CDnS|der|n&ﬁ?ﬁ9f%Etatﬁﬁ §hf PARRRFbr i WEiedest O r EPFBCE Rt TRUETSRE BRI
quantltatlw&nﬁﬁanges in the activity of certain genes and/or gene

;lngsél?ll";scaz:%:eo aﬁocjl_“ a{hgsggggorgels selec% |dO\¥ for t% hi hoeL{p S c?r?sljfsligirg
of a nylon membrane, glass slide, glass beads, or a silicon
10 chip.
The invention relates to a polynucleotide library useful in
the molecular characterization of a fibrotic interstitial
lung disease like Idiopathic Pulmonary Fibrosis (IPF), the
library including a pool of polynucleotide sequences or sub-
15 sequences thereof wherein the sequences or subsequences are
either underexpressed or overexpressed in IPF diseased cells.
Preferably, a DNA microarray on solid support will be manu-
factured employing a set of sequences selected from oligo- or
polynucleotide probes having a sequence defined by, or corre-
20 lated to, or derived from the group of genes consisting of
candidate genes indicated in the following list, representing
increased gene expression levels of IPF cells versus cells
from patients with a different lung disorder:

25 PTH-responsive osteosarcoma Bl protein, AF095771.1

matrix associated, actin dependent regulator of chromatin,
subfamily f, member 1, AF231056.1

30 deleted in lung and esophageal cancer 1 (DLEC1},
NM 007337.1

major histocompatibility complex, class II, DQ beta 1,
AW276186

35
SB classII histocompatibility antigen alpha-chain, AI128225

mucin 4, tracheobronchial, AJ242547.1



15 nmedical treatnents and will be considered integral part of
t herapeutic conposition. To achieve this goal, nem/nDIecuIar'ﬁ%§€§F§n%%%2006
mar kers of P¥Bogi@essi on are needed for inproved staging and for better
assessnment of diagnosis and treatnent of cogplex di seases. 20 Cene
expression profiling techniques in conmbinatiron with therapeutics offer the
opportunity to discover such patho- physiologically relevant nmarkers of

di sease. In the context of this disclosure, a nunber of terns shall be 25
utilized. The term "pol ynucl eotide” refers to a polynmer of RNA or DNA that
is single-stranded, optionally containing synthetic, non-natural or

al tered nucl éotkbealdabes. JA pobidlcl evtbdd7i.d the form of a pol yner of DNA
may be conprised of one or nore 30 segnments of cDNA, genom c DNA or
synthetic DNA. The term "subsequence” refers to a sequence of nucleic acids
that conpri se¥Pathaticel mrpbager FEdglehee BY_AdéPéiclacids. The term

"i mmobi l4 zed on a support” neans bound directly or indirectly thereto

i ncl udi ng attachneni by coval ent binding, 14 _Septenber 2006 PMB-0101 0O -9
hydr ogen bondfRgen# n?éeFﬁféFaEF?Bﬁ?rHQg?BBhSBF ofnbeFact FEASS SR8 et her wi se.
An aspect of the invention relates to polynucleotide arrays, 5 which

o QR L UL PLLELY SN UL LLELLYEL Yo pLCY, TR B ession | evel s of

sel ected can at e genés i n human

10 proline oxidase homolog, AAQ74145
mucin 5, subtype B, tracheobronchial, AI697108
golgi membrane protein GP73, AF236056.1
15
ATP citrate lyase, U18197.1
NG22 protein, NM 025257.1
20 cDNA DKFZp434A2322, AL137706.1

hepatocyte nuclear factor 3, alpha, U39840.1

major histocompatibility complex, class II, DQ alpha 1,
25 X00452.1

myosin regulatory light chain 2, smooth muscle isoform,
J02854.1

30 plexin Bl, AV693216
pyruvate kinase, muscle, BC0OC0481.1
tetraspanin TM4-C, AF133425.1

35

insulin-like growth factor binding protein 2 (36kD),
BC004312.1



Pol ynucl eoti de or DNA arrays consist of |arge nunbers of DNA14%§%%ﬁﬁﬁ5%pfﬁb6
spotted in a systematic order on a solid support or substrate S as a
nyl on nenbreM@;0g0ass slide, glass beads or a silicon chip. Depending on
the size of each DNA spot on the array, DNA arrays can be categorized as

m croarrays (each DNA spot has a di ametier- 1 ess than 250 m crons) and
macroar 15 rays (spot diameter is grater than 300 microns) . Wen the

solid substrate used is snall in size, arrays are also re- ferred to as DNA
chi ps. Dependgi t sp iLng I us nunber of spots on a
gl ass nicroa?;g33gg% ?gﬁgegﬁépgthgﬁggggggpg’tgﬂ%6ggﬁghousands. 20 DNA

m croarrays serve a variety of purposes, including gene expression
profiling, d S of Y| i 0 i'$, gene napping
nd genotypi He S ERA ot by barraye axaBIBomYAZh, "I BRZRLY (ENA ol ones
isolated fromcDNA |librar 25 ies. Therefore, each spot represents an
expresses gepp24skNgfRall trhfsdeebyedrBronpa distinct mRNA. Typically, a

nmet hod of nonitoring gene expression involves providing (1) a pool of
sanpl e pol ynucl eoti des conprising RNA 30 transcripts of target genes or
nucl ei ¢ aci desydetheedcafir ppotbénRNATEBANScr Nt 825(2) . bybri di zi ng the sanpl e
pol ynucl eotides or nucleic acids derived fromthe RNA transcripts to an
array of probes (for exanple, polynucleotides obtained froma 35

pol ynucl eot i déutabhaeyei Actudnageconer¥l pmobede) an¥6f3P9dét ecting the
hybri diggd doubl e-stranded pol ynu- cl eotides/nucleic acids. The |abel used

to mark pol ynu- , . . .
cadherin 1, type 1, E-cadherin (epithelial), IL08599.1

NTT5 protein, AF265578.1
15 lipocalin 2 (concogene Z24p3), NM 005564.1
myotonic dystrophy kinase (DM kinase), L08835

uncoupling protein 2 (mitochondrial, proton carrier),
20 U76367.1

dynein intermediate chain 2, NM 023036.1

discoidin receptor tyrosine kinase isoform b, discoidin
25 domain receptor family, member 1, NM 001954.2

sperm assoclated antigen 6, AF079363.1

hypothetical protein FLJ23049, NM 024687.1

30
nasopharyngeal epithelium specific protein 1, AF094758.1
nuclear receptor subfamily 4, group A, member 2,
NM 006186.1

35

hypothetical protein FLJ22215, BC003543.1

non-specific cross reacting antigen, M18728.1



cleotide sanples is selected fromthe group consisting 14 Se 06
PMB-0101 O -10 of radioactive, colorimetric, enzymatic, nD|2%ﬁ$§$ﬁgﬁeer2006

plificati onPMBt+@leh nescent or fluorescent |abel. The invention rel ates

al so to any polynucleotide library as 5 previously described wherein said
pol ynucl eoti des are i mmobi- |lized on a-g@-i ¥ support in order to forma

pol ynucl eotide array. Preferably the support is selected fromthe group
consisting of a nylon nenbrane, glass slide, glass beads, or a silicon 10
chip. The invention relates to a polynucleotide library useful in the

nmol ecul ar characterization of a fibrotic interstitial |ung disease |ike

| di opat hi ¢ Pampbaaey Eilbhesild:(ERE)Yvarke (AMYbAAr yNMnGD&OBAgla pool of

pol ynucl eoti de sequences or sub 15 sequences thereof wherein the sequences
or subsequences are either underexpressed or overexpressed in | PF di seased
cell's. Pref ERABE)POCHPPNANATcRBALPE) ~6R18BPAdCShppadhedirn Belaarbe ©

facturedsenpkﬁwhnggacgeacoﬁrsggueeggﬁiﬁglgﬁt@geﬁ onBebDEnH 8oL

pol ynucl eoti de probes having a sequence defined by, or corre 20 lated to,

or derived fromthe group of genes consisting of candidate genes indicated
in the fol |l ogingathsbner 8ptesenfengsei aabeased4géne expressspp kegebs.of
| PF cells versus cells frompatients with a different |ung disorder: 25
PTH r esponsi ve ost eosarcoma Bl protein, AF095771.1 matrix associated, actin
dependent regdBatentainghgopuetain SH3GLB2, AF257319.1

10
KDEL (Lys-Asp-Glu~Leu) endoplasmic reticulum protein reten-
tion receptor 1, NM 006801.1

anterior gradient 2 (Xenepus laevis) homolog, AF038451.1
15
sv7-MUC4 apomucin, mucin 4, tracheobronchial, AJ242547.1

stratifin, BC000329.1
20 connective tissue growth factor, M92934.1
cytochrome P450-IIB (hIIB3), Mz29873.1

filamin A, alpha ({(actin-binding protein-280), AW051856
25
membrane glycoprotein LIG-1, AB(050468.1

E74-like factor 3 (ets domain transcription factor, epithe-
lial-specific ), U73844.1
30

elastin (supravalvular aortic stenosis, Williams-Beuren
syndrome), M36860.1

ephrin receptor EPHA3, AF213459.1
35

fibrillin 1 (Marfan syndrome), 113923.1

discs, large (Drosophila) homolog 1, U13896.1



subfamly f, nenber 1, AF231056.1 30 deleted in lung and eso ne
1 (DLEC1), NWDO07337.1 major histoconpatibility conpl ex, claggﬂggshﬁﬁﬁﬁf 6
1, AW7618BMB508Blcl assl| histoconpatibility antigen al pha-chain, Al 128225
mucin 4, tracheobronchial, AJ242547.1 14 Septenber 2006 PMB-0101 0O -11
forkhead box JI (FOXJ1), 069537.1 hypotthetical protein FLJ21616,

NVD24567.1 5 neuronal specific transcription factor DAT1, AF258348.1
henmat opoi eti c PBX-interacting protein, BF344265 10 proline oxidase honol og,
AA074145 mucin 5, subtype B, tracheobronchial, A1697108 gol gi nenbrane
protein GP73, AF236056.1 15 ATP citrate |yase, 018197.1 NG&2 protein, NM
025257.1 20 ¢PNAlDREZE484A2322, IALLEXY06, 1LAGpAGotyt e nucl ear factor 3,

al pha, U39840.1 nmjor histoconpatibility conplex, class Il, DQ alpha 1, 25

X00452. 1 myosin regulator¥ |ight chain 2, snmooth nuscle isoform J02854.1
: calumenin, U67280.1

5
male germ cell-associated kinase, NM 005906.2
plectin 1, intermediate filament binding protein, 500kD,
254367
10
peroxisome biogenesis factor 1, AF026086.1
mast cell tryptase beta III, AF099143
i5 ataxia-telangiectasia group D-associated protein,

AF230388.1

.hypothetical protein FLJ10921, NM 018272.1
20 bigilycan, BC002416.1

BLu protein, AC002481

CGI-92 protein, AF151850.1
25

~adaptor-related protein complex 1, mu 2 subunit, BC003387.1

keratin 15, BC002641.1
30 B7 protein, U72508.1

S100 calcium-binding protein A2, BC(002829.1

MUF1l protein, BC004953.1
35 cholesterol 25-hydroxylase, AF(059214.1

cytidine monophosphate-N-acetylneuraminic acid hydroxylase

(CMP-N-acetylneuraminate monooxygenase), AF074480.1



30 plexin Bi, AV693216 pyruvate kinase, nuscle, BC000481.1 n
TM4-C, AF133425.1 35 insulin-like gromh factor binding prote ﬁégs%%!% 2006
B0004312. 1 mp-Sgpienber 2006 PMB-0101 0 -12 FLJ13945 fis, clone
Y79AA1000969, AUL160041 hypothetical protein DKFZp586I\/|1120, NM 031294.1 5
CD24 signal transducer, L33930 hypot hetijgale protein FLJ23571, NM 025111.1

gl utathione S-transferase M2 (nuscle), M3509.1 10 cadherin 1, type 1,
E-cadherin (epithelial), L08599.1 NIT5 protein, AF265578.1 15 lipocalin 2
(oncogene 24p3), NM 005564.1 nyotonic dystrophy kinase (DM ki nase), L08835
uncoupling protein 2 (mtochondrial, proton carrier), 20 076367.1 dynein

i nt er nedi at enehadpi Pin B} ORB038839dlscoi di n receptor tyrosine kinase
isoformb, discoidin 25 donain receptor famly, nenber 1, NM 001954.2
sperm associ ated antigen 6, AF079363.1 hypothetical protein FLJ23049, NM
024687.1 30Faasbpharyageay eprihethuerspeei kivape ol ei honeodFBOuTSSs. 1

5 interacting protein kinase 3, AF305239.1

a disintegrin and metalloproteinase domain 28 (ADAMZ28),
transcript wvariant 2, AF137334.1

10 cDNA DKFZp434A119 , AW663632
complement component 6, J05064.1
cytokeratin 17, 219574
15
wingless—~type MMTV integration site family, member b5A,

AT968085

matrix metalloproteinase 7 (matrilysin, uterine},
20  BC003635.1

leiomodin 1 (smooth muscle), NM 012134.1

Cipl-interacting zinc finger protein, AB030835.1

25
cyclin-dependent kinase inhibitor 1A {p2l, Cipl),
BC0O00275.1
integrin, alpha 7, AF032108.1

30
DKFZE586G011 protein, BGZ89527
fatty acid binding protein 6, ileal (gastrotropin),
U19869.1

35

glutathione S-transferase M4, MS96234.1

Ras-related associated with diabetes, L24564.1



nucl ear receptor subfamly 4, group A nenber 2, NM 006186.

hypot heti cal protein FLJ22215, B0003543.1 non-specific cros 4§§§@Fﬂmfr2006
antigen, MBTR801014 Septenber 2006 PMB-0101 -13- anyl ase, al pha 1A
salivary (AMY1A), NM 004038.1 carC|noenbryon|c antigen-rel ated cel

adhesion nolecule 6 5 (non-specific crass reactlng antigen), BC005008.1

gl utat hi one S-transferase subunit 4 (EC 2.5.1.18), X08020.1 SH3-contai ning
protein SH3G.B2, AF257319.1 10 KDEL (Lys-Asp-d u-Leu) endoplasnmc reticulum
protein reten- tion receptor 1, NM 006801.1 anterior gradient 2 (Xenepus

| aevi s) honol og, AF038451.1 15 sv7-MJC4 aponucin, nucin 4,
tracheobronchlalidiAl242BBU0071d4ttatifin, BC000329.1 20 connective tissue
grow h factor, MB2934.1 cytochrome P450-11B (hl1B3), M9873.1 filam n A,

al pha (actin- blndlng protein-280), AWS51856 25 nenbrane gl ycoprotein

LIG 1, ABOSOEI@BJ?P{Eﬂﬂtﬁflképa‘faﬁﬁéﬁage(é@s gdonaralyeansér i pECEAZPAStE or ,
epithe- dial-specific ), Ur3844.1 30 elastin (supraval vul ar aortic

stenosis, WLllja Beur en
. flbuggn 2, NM 001998.1

serine threonine kinase 11 (STK1ll}, AF035625
10 eukaryotic translation initiation factor 1A: AF000987.1
DEADH (Asp-Glu-Ala-AspHis) box polypeptide: AF000985.1
ribosomal protein S4: AF116711.1
15
ubigquitin specific protease 9: AF000986.2
SMC (mouse) homolog: U52191.1
20 myelin basic protein: L18865.1
5100 calcium-binding protein: NM 005980.1
Jagged? (JAGZ): AF003521.1
25 .
latent transforming growth factor beta binding protein 4:

NM 003573.1

microtubule-associated protein, RPEB family, member 3:
30 AB025186.1

Unknown (protein for MGC:2854): BC(003629.1
clone=IMAGE-2406340: AI830563
35

AQP3 gene for aquaporine 3 (water channel): AB001325

cDNA DKFZp434A119



syndrone), M36860.1 ephrin receptor EPHA3, AF213459.1 35 fi | i
(Marfan syndrone), L13923.1 discs, large (Drosophila) honol 2‘3’% %{%62%06

14 Sept enbePMR2OOBO1PMB- 0101 O -14 |ysyl oxidase-like 1 (LOXL1l), L21186.1
cal unenin, U67280.1 5 male germ cell -associ ated ki nase, NM 005906.2 plectin
1, internediate filanent binding proteid41,7-560kD, 2754367 10 peroxi sone

bi ogenesi s factor 1, AF026086.1 mnast cell tryptase beta IIl, AF099143 15
at axi a-tel angi ectasia group D-associated protein, AF230388.1 hypothetical
protein FLJ10921, NM 018272.1 20 biglycan, BC002416.1 BLu protein,
A0002481 CGE-92 protein, AF151850.1 25 adaptor-related protein conplex 1,
mu 2 subuni fendOO03B8I-dndhehal ial 15inBed026AIciuBEE B7opedh ei AELEN25P81 1

S100 cal ci ugrbindi ngpiRb £l Ny Ay ¢ BEP02829. 1

5 LUNX protein; PLUNC (palate lung and nasal epithelium clone);
tracheal epithelium enriched protein (LOC51297): AB024937.1

RAB, member of RAS oncogene family-like 2A: AF095350.1
10 chromosome 11 open reading frame 16: NM _020643.1
hypothetical protein FLJ23049: NM 024687.1
hypothetical protein FLJ11767: NM 024593.1
15
dynein, axonemal, intermediate polypeptide: AF091619.1
brain specific protein (LOC51673): AF132972.1
20 MUC4 apomucin, mucin 4, tracheobronchial: AJ242547.1

myotonin protein kinase (DM): M87313.1

cytokeratin 4: X07695.1

25
KIAAQ362 gene, MCF.2 cell line derived transforming se-
guence-like: AB002360.1
cytokeratin 17: Z19574

30
LIM domain protein: BC003096.1
E74-1ike factor 3 (ets domain transcription factor, epithe-
lial-specific ) : U73844.1

35

fatty acid binding protein 6, ileal (gastrotropin): U19869.1

sperm associated antigen 6: AF079363.1



MJUF1 protein, BCO004953.1 35 chol esterol 25-hydroxyl ase, AF05
nicac Zﬁﬁmﬁsﬁﬁ%ﬁ S&d@

nonophosphat e- N- acet yl neuram ni ¢ aci d hydroxyl ase (CMP-N-ac
nonooxygenaB¥B-0AFD74480. 1 14 Septenber 2006 PMB-0101 -15-0 neuropilin 2,
AF022859.1 Fas-interacting serinethreonine kinase 3, homeodomain- 5
interacting protein kinase 3, AF305239.-lga disintegrin and

net al | opr ot ei nase domain 28 (ADAM28), transcript variant 2, AF137334.1 10
cDNA DKFZp434A119 , AW63632 conpl enent conponent 6, J05064.1 cytokeratin
17, 719574 15 wi ngl ess-type MMIV integration site famly, nmenber 5A,
A1968085 matrix metal | oproteinase 7 (matrilysin, uterine), 20 B0003635.1

| ei onodi n leyssroaivhemus (Peysopi DAR 1Bdmdlo@i Ht -Uht 29acti ng zinc finger
protein, AB030835.1 25 cyclin-dependent kinase inhibitor 1A (p21, G pl),
BC000275.1 inte al pha 7, AF032108.1 30 DKFzZP586CG0 | protein, BG&289527
fatty aC| d B %h@tbqib@e@‘ﬁl@ PhozRatyast F¥Re opf n)BC002806. 1

epoxide hydrolase 2, cytoplasmic: AF233334.1
tubulin, beta, 2: BC002783.1

10 heat shock 105kD: D86956.1
villin 2 (ezrin): J05021.1

a disintegrin and metalloproteinase domain 28 (ADAM28), tran-
15 script variant 3: AF137335.1

deleted in lung and esophageal cancer 1: NM 007337.1
arachidonate 15-lipoxygenase: NM 001140.1

20 ' .
UDP glycosyltransferase 1 family, polypeptide Al: M57899.1

hypothetical protein PR0O2834: AFi119903.1

25 1lectin, galactoside-binding, soluble, 7 (galectin 7):
L077659.1

B7 protein: U72508.1

30 ephrin receptor EPHA3: AF213459.1
forkhead box Jl: U69537.1
BLu protein: U70824.1

35

aldehyde dehydrogenase 3 family, member Al: BC004370.1

NG22 protein: NM 025257.1



U19869.1 35 glutathione S-transferase M4, MI6234.| Ras-relat associ at
with diabetes, L24564.1 14 Septenber 2006 PMB-0101 0 -16 cll S%?Wseﬁ‘?be'%e
AB000714. 1 PéB+0XkOhet al | oprot ei nase 10 (stronelysin 2), B0002591.1 5
fibulin 2, NM 001998.1 serine threonine kinage 11 (STK1l), AF035625 10
eukaryotic translation initiation factoer gbA: AF000987.1 DEADH

(Asp-d u- Al a- AspHi s) box pol ypeptide: AF000985.1 ribosomal protein $4:
AF116711.1 15 ubiquitin specific protease 9: AF000986.2 SMC (nouse)

honol og: U52191.1 20 nyelin basic protein: L18865.1 S100 cal ci um bi ndi ng
protein: NM 005980.1 Jagged2 (JAR2): AF003521.1 25 latent transform ng
growt h factsmabktmdiathhyg pyotlkeine 4subNMDOBE78. {Cys €Cps ubuherlass ot at ed
protein, RREB d@m y, 1 menber 3. 30 AB025186.1 Unknown (protein for

MGC: 2854) : BC003629.1 cl one=I MAGE- 2406340: A1830563

5 c¢ysteine-rich protein 1 (intestinal): BC002738.1

putative GTP-binding protein similar to RAYRABIC: BC000566.1
integrin, beta 4: NM 000213.1

10
serine (or cysteine) proteinase inhibitor, clade B (ovalbu-
min), member 5 (SERPINBSH): U04313.1
Ras-related associated with diabetes: L24564.1

15
hepatic leukemia factor: M95585.1
keratin 15: BC002641.1

20 nuclear receptor subfamily 4, group A, member 2: NM 006186.1
sialyltransferase: U14550.1
glutathione S-transferase M2 (muscle): M63509.1

25
hypothetical protein FLJ13110: NM 0229812.1

5100 calcium-binding protein AZ2: NM 005978.2

30 collagen, type VII, alpha 1 (epidermolysis bullosa, dys-

trophic, dominant and recessive) : L02870.1
claudin 3: AB000714.1
35 insulin-like growth factor binding protein 6: BC003507.1

fibroblast growth factor receptor 2 (bacteria-expressed

kinase, keratinocyte growth factor receptor, craniofacial dy-



35 AQP3 gene for aquaporine 3 (water channel): AB001325 ¢ FZp434A

14 Septenber 2006 PMB-0101 -17- fenestrated-endotheli al H\Iﬁﬁ%eé%pﬁ%rﬁnz)ﬁ
protein (FBEE®-0RVL protein (PLVAP): AF326591.1 5 LUNX protein; PLUNC
(pal ate lung and nasal epitheliumclone); tJacheal epithelium enriched
protein (LOC51297): AB024937.1 RAB, nenper of RAS oncogene famly-1like 2A
AF095350.1 10 chronosone 11 open reading frane 16: NM 020643. 1

hypot heti cal protein FLJ23049: NM 024687.1 hypothetical protein FLJ11767:
NM 024593.1 15 dyneipn, axonenml, internmediate polypeptide: AF091619.1

brai n speci TT25B1 b1 ol (1 CCeTs b o 758 2 S5F VUG B oTFE SRt n 4,

t racheobr oriédi =t : s AIRAB)7: IMEMyD4 ahin protein kinase (DM : MB7313.1
cytokeratin 4: X07695.1 25 KIAA0362 gene, MCF.2 cell |ine derived
transform ng se- quence-like: AB002360.1 cytokeratin 17.: Z19574 30 LIM
domai n pr ot Er$12 1 BCobBoveunoEA - Fakleos abtopci@t s MM T ahiscri ption
factor, gpithe- lial-specific ) : 073844.1 35

insulin-like growth factor binding protein 2 {36kD): M35410.1

ataxia-telangiectasia group D-associated protein: AF230388.1

10 keratin 5 (epidermolysis bullosa simplex, Dowling-
MearaKobnerWeber-Cockayne types): M21389.1

Duffy bloed group: U01839.1

15 transforming growth factor B;: NM 000660

wherein each oligo- or polynucleotide probe is obtainable on
the basis of structural information mediated by the sequence
data provided by the respective accession number set out for

20 each candidate gene.

Yet ancother set of sequences 1is selected from oligo- or
polynucleotide probes having a sequence defined by, or corre-
lated to, or derived from the group of genes consisting of
25 candidate genes indicated in the following list, representing
decreased dene expression levels of IPF cells versus cells

from patients with different lung disorder:

sorting nexin 10 (SNX10), AF121860.1

30 phospholipase A2, group IIA (platelets, synovial fluid),
M22430.1

hemoglobin alpha-1 globin chain (HBAl), AF349571.1

35 macrophage scavenger receptor 1, AI299239



fatty acid binding protein 6, ileal (gastrotropin): UL9869.1
associated antigen 6 AF079363.1 14 September 2006 PNB-0101 0 éé_igtg)ne%egszoos
absent (Dro@dpti1@) honol og 2: U71207.1 phosphatidic acid phosphatase type
2C. BC002806.1 5 epoxide hydrol ase 2, cytopbasm c: AF233334.1 tubulin,
beta, 2: BC002783.1 10 heat shock 105kD21D86956.1 villin 2 (ezrin):
J05021.1 a disintegrin and netall oprotei nase donain 28 (ADAM28), tran- 15
script variant 3: AF137335.1 deleted in lung and esophageal cancer 1: NM

007337.1 i donate 15:-11 poxygenase: NM 001140.1 20
glycosyltrgﬁgﬁg%%g% 'f%ﬁ%?%ﬁg%%|y%%ﬁﬁ%%ﬁgéﬁPr%%%%% gl é&§%%g%%t}cal

protein PR02834: AF119903.1 25 | ectin, gal actoside-binding, soluble, 7

(galectin 7)igs Bl L 01 efpy o U508, i receptor EPHAS:

15950, 1 AsiEdtth ot RS2 FEeh p@mﬁﬁwsm 1 35 al dehyde

dehydrogenase 3 fam |y, nmenber Al: B0004370.1 N&2 protein: NM 025257.1
5 retinol-binding protein 4, interstitial, AF119868.1

major histocompatibility complex, class II, DR beta 3,
M27635.1

10 adipose differentiation-~related protein, BC005127.1
hemoglobin, delta, NM 000519.2
beta-2-microglobulin, AW188940
15
hemoglobin, alpha 2, BC005931.1
protein C receptor, endothelial (EPCR), L35545.1
20 thymosin, beta 10, M92381.1
apolipoprotein C-I, W79394
hypothetical protein, AL133067.1
25
proteoglycan 4, {megakaryocyte stimulating factor, articular
superficial zone protein), U70136.1
tetranectin (plasminogen-binding protein), NM 003278.1
30
platelet factor 4, M25897.1
tissue factor pathway inhibitor 2, BC005330.1

35 fatty acid binding protein 4, adipocyte, BC003672.1

cathepsin B (CTSB), M14221.1



14 Septenber 2006 PMB-0101 O -19 small inducible cytokine '
(Cys-Cys), nenber 14: NWMD04166.1 5 cysteine-rich protein 1 ?ﬁétﬂgtbhlba )2:006
BC002738. 1 PBa®18%E GIP-binding protein similar to RAYRABI C. BC000566. 1
integrin, beta 4: NM 000213.1 10 serine (or cysteine) proteinase inhibitor,
d ade B (oval bu- min), nenber 5 (SERPI NB%)- 9U04313.1 Ras-rel ated associ at ed
with di abetes: L24564.1 15 hepatic | eukem a factor: MB5585.1 Kkeratin 15:
B0002641. 1 20 nucl ear receptor subfamly 4, group A nenber 2. NM 006186.1

sialyltran ']g}4 0,1 Elfne -t ransfer (rmuscl e): M3509.1
25 hypothef%%%. p?o e”%gFiJi%é%%fg %iﬁ%ﬁé?% fsﬁﬁggg%?%%un}binding protein
A2: NM 005978.2 30 collagen, type VII, alpha 1 (epidernolysis bullosa, dys-
trophic, dami®ant,sdr IeeRSSEH Y hadok028d00 dofhaudh I A A@&!@IQ? . 1
insulin-like growth factor binding prot e 6@ ATty | Jb%%bl%g%%r owt h
factor receptorr 2M3bhttetia- expressed kinase, keratinocyte growth factor
receptor; craniofacial dy 14 Septenber 2006

endothelial PAS domain protein 1, U51626.1
Apo-2 ligand tumor necrosis factor (ligand) superfamily, mem-
ber 10, U37518.1
10
haptoglobin-related protein, NM 020995.1

Rho guanine exchange factor (GEF) 12, AF119898.1

15 major histocompatibility complex, class II, DR beta 5,
M1i867.1

interferon, gamma-inducible protein 30, AF097362.1
20 ferritin, light polypeptide, BG537190

prosaposin (variant Gaucher disease and variant metachromatic
leukodystrophy), BC004275.1

25 calcium-binding protein A4 (calvasculin, metastasin,),
NM 002961.2

hemoglobin, beta, M25079.1

3G CDW52 antigen (CAMPATH-1 antigen), BC000644.1
aldehyde dehydrogenase 1 family, member A2, AB015226.1
cathepsin Z, AF032906.1

35

MHC HLA-~B39 major histocompatibility complex, class I, B,
L37880.1



PMB-0101 O -20 sostosis 1, Crouzon syndrone, Pfeiffer syndr f,{ﬁg
Wei ss syndrone): M0634.1 |nsuI in-like gromh factor 1 recepﬁgise% 2006
000875.2 SNEs@UlGh-1ike growh factor binding protein 2 (36kD): M35410.1
at axi a-tel angi ectasi a group D-associated prgtein: AF230388.1 10 keratin 5
(epi dernol ysis bull osa sinplex, Dow ing2§earaKobner Weber - Cockayne types):
M21389.1 Duffy blood group: U01839.1 15 transformng growh factor (31. NM
000660 wherein each oligo- or polynucleotide probe is obtainable on the

basi s of st r o] a b t.a provi ded by
t he respectltﬁ#géyac}?ess%?%cﬁn%u belpllsef| ur&g]feor crleg‘z‘eac g]ﬁ%l %QQ% ne Yet

anot her setM®¥%&®eguences is selected fromoligo- or polynucl eot| de probes
having a sequence defined by, or corre- lated to, or derived fromthe group
of genes consi sting of 25 candl dat e E?genes indicated in the following |ist,

represent i nig-PRRIv EHs <t Yeirie off v et bra P dea¢isoNler kA 15
frompatgents with different I ung d| sorder: sorting nexin 10 ( SNX10),

AF121860. 1 hol i e (platelets, synovial fluid),
MR2430. 1 héﬁﬁﬁﬂ%bﬂﬁ' ;éi? gﬁoﬁgﬁ%ﬂ%ﬁéfikBAl), AF349571.1 35 macrophage
scavenger receptor 1, A1299239 14 Septenber 2006
transferrin receptor (p%0, CD71), BC001188.1
10 complement component 3 (C3}, K02765.1

cDNA DKFZpbo4D066, AL050025.1

complement component 1, g subcomponent, beta polypeptide,
i5 ™M 00049°1.2

small inducible cytokine subfamily A (Cys-Cys}, member 18,
pulmonary and activation-regulated, AB000221.1

20 reticulon 1, L10333.1

major histocompatibility complex, class II, DR beta 1,
M33600.1

25 haptoglobin, L29394.1
acid phosphatase 5, tartrate resistant, J04430.1

cytochrome P450, subfamily XXVIIA (steroid 27-hydroxylase,
30 cerebrotendinous xanthomatosis), polypeptide 1, M62401.1

CD36 antigen (collagen type I receptor, thrombospondin recep-
tor), M24795.1

35 calbindin 2, (29kD, calretinin), NM 001740.2

alpha-2-HS-glycoprotein, BG538564



PMB-0101 0 -21 surfactant, pul nonary-associated protein C, %?é 2006
disintegrin protease (M.2.219), NM 014479.1 5 reti nol - bi ndi ng prote Zf
interstiti aPMBAFNIAD868.1 nmmjor histoconpatibility conplex, class I, DR
beta 3, M7635.1 10 adi pose differentiatiorrrel ated prot ei n, BC005127.1
henogl obi n, delta, NM 000519.2 beta- 2546+ ogl obul i n, AW88940 15
henogl obi n, al pha 2, BC005931.1 protein C receptor, endothelial (EPCR),
1.35545.1 20 thynosin, beta 10, M2381.1 apolipoprotein CG1, W9394
hypot heti c 67,1 rpteoglycan 4, (nmegakaryocyte
stinmulati n??@%ﬁ%r ﬂ% {z};}?ﬁ? A%%%%? ?c?al zone pr ot ein), U70136.1
tetranectin (plasm nogen-binding protein), NWD03278.1 30 platelet factor
4, M25897. 1t ssiecf ACtOF Rpt Hy@ys | nhi bitor 2, B0005330.1 35 fatty acid
bi ndi ng protein 4, adi pocyte, B0003672.1 cat hep5| n B (CTSB), ML4221.1 14
Sept enber 2006 PNB—OlOl 22-

5 phosphodiesterase 4C, cAMP-specific, NM 000923.1

transcription factor 7 {T~cell specific, HMG-box),
NM 003202.1

10 found in inflammatory zone 3 (FIZZ3), AF323081.1
claudin 15, NM 014343.1
carboxypeptidase Bl (tissue), M81057.1
15
hypothetical protein FLJ14054, NM 024563.1
bone marrow stromal cell antigen 1, D21878.1
29 interleukin_? receptor, M29696.1
procollagen C-endopeptidase enhancer 2, AF098269.1
calcium-binding protein A8 (calgranulin A), AW238654
25
cDNA DKFZp564D193, AL(049252.1
major histocompatibility complex, class II, DP beta 1,
J03041.1
30
human leukocyte antigen C alpha chain, major histocompatibil-
ity complex, class I, C, AK(024836.1
BCM-like membrane protein precursor, AF144235.1

35
Cbl4 antigen, M86511.1

pulmonary surfactant protein (SP5), J03553



transmenbrane 4 superfam |y nenber 1, MB0657.1 MHC class | HLA- O
hi st oconpatibility conplex, class |, E, M1183.1 5 endot hel hglse%kgﬂﬁ%%&orqﬁ

protein 1, PBE6@601 Apo-2 ligand tunor necrosis factor (Iligand)
superfam |y, nmem ber 10, U37518.1 10 hapto%lobin-related protein, NM
020995. 1 Rho guani ne exchange factor (Cgk). 12, AF119898.1 15 mmj or

hi st oconpatibility conplex, class Il, DR beta 5, ML1867.1 interferon,
gama-i nduci bl e protein 30, AF097362.1 20 ferritin, |ight polypeptide,
BG537190 prosaposin (variant Gaucher disease and variant metachromatic
| eukodystrophy), BC004275.1 25 cal cium binding protein A4 (cal vasculin,
met ast asi n, $igndM 0O296du e henmg | abt hva bet ap f METO: A1 1301 &OVWB2 ankbgen
(CANPATH—liﬁgqéggg%,lBC000644.1 al dehyde dehydrogenase 1 famly, nenber
A2, AB015226: cat hepsin Z, AF032906.1 35 MHC HLA- B39 nmj or

hi-st oconpati bility conplex, class I, B, L37880.1 14 Septenber 2006

PMB-010150 w3 BRs tumor 1 (WT1), transcript variant D, NM 024424.1
annexin A8, BC004376.1

macrophage receptor with collagenous structure, MARCO,
10 AF03581%.1

surfactant, pulmonary-associated protein A2, NM 006926.1

solute carrier family 6 {(neurctransmitter transporter, sero-
15 tonin), member 4, L05568.1

chitinase 1 (chitotriosidase), U29615.1

lung type-I cell membrane-associated glycoprotein, AU154455
20 '

fibronectin leucine rich transmembrane protein 2, AB0O07865.1

gamma-aminobutyric acid (GABA) A receptor, alpha 5, BF966183
25 hypothetical protein FLJ12983, NM 024856.1

sialophorin (gpLll5, leukosialin, CD43), J04536.1

cerebellar degeneration-related protein {34kD), M16965.1
30

hydroxyacid oxidase 2 (long chain), hydroxy-delta-5-steroid

dehydrogenase (3 beta-and steroid delta-isomerase 2),
AL359553

35 CLONE=IMAGE:1032795=Hs.83623 nuclear receptor subfamily 1,
group I, member 3

small inducible cytokine subfamily C, member 2: NM 003175.1



maj or hi stoconpatibility conplex, class Il, DQ al pha 1, NB3%Qﬁ§
fibroblast growh factor 9 (glia-activating factor), D14838.1 &puﬂnberZOOG
henogl obi n, PBph&E0R, AF097635.1 transferrin receptor (p90, CD71),

BC001188.1 10 conpl ement conponent 3 (C3), KO02765.1 cDNA OKFZp564D066,

AL050025. 1 conpl enent conponent 1, g swegenponent, beta pol ypeptide, 15
NM 000491. 2 smal | induci bl e cytokine subfamly A (Cys-Cys), nenber 18,
pul nonary and activation-regul at ed, AB000221.1 20 reticulon 1, L10333.1
maj or hi stoconpatibility conplex, class Il, DR beta 1, M3600.1 25
hapt ogl obi n, L29394.1 acid phosphatase 5, tartrate resistant, J04430.1
cyt ochr one PBothetubfahi pyodedm | Alister ofd Wity draxylmseramBate lyase:
cer ebr ot endgnoysy¥gat homat osi s), pol ypeptide 1, M2401.1 CD36 antigen
(coll agen type | receptor, thronbospondin recep- tor), M4795.1 35

cal bindin 2, (29kD, calretinin), NM 001740.2 al pha-2-HS-glycoprotein,

BC5385645 14r Septesher, 2006na R &3t Dde - 24r CONFODKFZP564A132,  AL049963. 1
fibronectin 1, AF130095.1

thrombospondin 1: NM 003246.1

SAM domain, SH3 domain and nuclear localisation signals, 1:
10 AFr222%27.1

‘ chitinase 3-like 1 (cartilage glycoprotein-39): MB80927.1

cathepsin Z: AF032906.1
15
CLONE=IMAGE:3579023 collagen, type XIV, alpha 1 (undulin)

chloride intracellular channel 2: NM_001289.2
20 monokine induced by gamma interferon: NM 002416.1
KIAAQ433 protein: NM 015216.1

tumor necrosis factor, alpha-induced protein 6: NM 007115.1
25

signal transducer and activator of transcription 1, 91kD:

BC002704.1

thrombospondin 2: L12350.1
30
collagen, type IV, alpha 3 ({(Goodpasture antigen): NM 000091.1

integrin, beta-like 1 (with EGF-like repeat domains):
AF072752.1

35
diubiquitin: NM 006398.1

protease, cysteine, 1 {(legumain): D55696.1



5 phosphodi esterase 4C, cAMP-specific, NM 000923.1 transcri
(T-cell specific, HMG box), NM 003202.1 10 found in infl am"rg?' é%})ttzegﬂ%a ?066
(FI ZZ3), AFB4B68101 claudin 15, NM 014343.1 carboxypepti dase Bl (tissue),
MB1057.1 15 hypot hetical protein FLJ14054, NNI024563 1 bone marrow
stromal cell antigen 1, D21878.1 20 i ntoerd edkin 7 receptor, M9696. 1

procol | agen C-endopeptldase enhancer 2, AF098269.1 cal ciumbinding protein
A8 (calgranulin A), AW38654 25 cDNA DKFZp564D193, AL049252.1 nmmj or

hi st oconpati bility conplex, class Il, DP beta 1, J03041.1 30 hunan

| eukocyte antigen C al pha chain, major histoconpatibil- ity conplex, class
|, C, AKO0248B860¢hBOM: | P&l nresblp fael py of el diprecuisduciAFE #4286 ¢peBbidpl4

antigen, MBE51d; 1, pyLaosary, syLfaci ApL,proLein 1J03553 14 Sept enber
2006 PNB—OlO%&O u-25 s?g trags%uce? and?ac??§§$%r of transcription 1,

91kD, BC002704.1
5 integrin, alpha 1: X68742.1

GABA-B receptor, G protein-coupled receptor 51: AF056085.1
KIAA1199 protein: AB033025.1

10
collagen, type V, alpha 2: NM 000393.1

interleukin 13 receptor, alpha 2: U70981.1

15 translocase of inner mitochondrial membrane 8 (yeast) homolog
A: BCO005236.1

steroid sulfatase (microsomal), arylsulfatase C, isozyme S:
M16505.1

20
CLONE=IMAGE:1982571 ATPase, Ht+ transporting, lysosomal

(vacuolar proton pump) 9kD

proteoglycan 4, (megakaryocyte stimulating factor, articular
25 superficial zone protein): U70136.1

nidogen ({(enactin): M30269.1

KIAA1598 protein: AU157109
30 wvascular cell adhesion molecule 1: M60335.1

guanylate binding protein 1, interferon-inducible, 67kD:
BC002666.1

35 <cDNA DKFZp586E1124

apolipoprotein H (beta-2-glycoprotein I): M62839.1



S Wlinms tunor 1 (WI1), transcript variant D, NM 024424.1 an
BO004376. 1 macrophage receptor with coll agenous structure, "t%&ébtéﬁwerzooe
AF035819. 1 RMBf@tdhnt, pul nonary-associ ated protein A2, NM 006926.1 solute
carrier famly 6 (neurotransmtter transporter, sero- 15 tonin), nenber 4,
L05568. 1 chitinase 1 (chitotriosidase),-2g29615.1 lung type-1 cell

menbr ane- associ ated gl ycoprotei n, AU154455 20 fibronectin |eucine rich
transnenbrane protein 2, AB007865.1 gamma-am nobutyric acid (GABA) A

Cecrpter Sy PRRSIER, Eivigosty gl proteln FLIT2S83, W 0248501
degeneration-rel ated prot ein (34kD), ML6965.1 30 hydroxyacid oxi dase 2

(I ong chai )iy, 15%(%5@?& @ 5-steroid dehydrogenase (3 beta-and steroid
del ta-i somerase 2 AL359553 35 CLONE=I MACGE: 1032795=Hs. 83623 nucl ear

receptor subfamly 1, group I, nenber 3 small inducible cytokine subfamly

C, menbes 2cat[\1ll_\é}59§)f{17§ lMQ@5§§p1enber 2006 PMB-0101 O -26 hypotheti cal
protein simlar to swine acyl neuram nate |yase: NM 030769.1 5 fibrinogen,

gama pol ypepti de: AF118092.1
a disintegrin and metalloproteinase domain 9 (meltrin gamma)

(ADAM9) : U41766.1

10 zinc finger protein 331: AF272148.1
lysosomal-associated membrane protein 2: J04183.1
carboxypeptidase M: NM 001874.1

15
collagen, type I, aipha 2: NM 000089.1
P311 protein: U3618959.1

20 KIAAO372 gene product: AB002370.1

Human T cell-specific protein RANTES: M21121

interferon-gamma-inducible indoleamine 2,3—dioxygenasé (IDO) :
25 M34455.1

hypothetical protein FLJ10430: NM 018092.1

transcription factor ISGF-3: M97935
30
interleukin 1 receptor-like 1 (IL1RL1): NM 003856.1

putative alpha chemokine (H174), small inducible cytokine
subfamily B (Cys-X-Cys), member 11: AF002985.1

35
small inducible cytokine subfamily B (Cys-X-Cys), member 10:
NM 001565.1



t hronbospondin 1: NM 003246.1 SAM domai n, SH3 domai n and nucl1(aa$e t
| ocalisation signals, 1. 10 AF222927.1 chitinase 3-like 1 (car J?age

gl ycoprot ei FMB9J10MB0927.1 cathepsin Z: AF032906.1 15 CLONE=I MAGE: 3579023

col | agen,

001289. 2 20 nonoki ne i nduced by gamma itztoer fer on:
NM 015216. 1 tunor necrosis factor, al pha-induced protein 6:

protein:

type XIV, alpha 1 (undulin) chloride intracellular channel

NM 007115.1 25 signal transducer and activator of transcription 1, 9l

(Goodpasi urt 5L GLnTEe KF HO00HE I L 1Rt ogPTae- berane  HE 1PRp ThERaE

repeat donmains): AF072752.1 35 diubiquitin: NM 006398.1 protease,

WO : PMB- 0101 O -27
cytochroneL%%%O, %%g§%ﬂ?%§§ﬁ§?l|%%ﬁﬁ§?%%ﬁ€?g§% ?P%% y%gptide 1 (gl aucoma

3, primary infantile): U03688.1 5 integrin, alpha 1. X68742.1

cyst ei ne,

5

10

15

20

25

30

35

CD2 antigen (p50), sheep red blood cell receptor: M16445.

interferon, alpha-inducible protein (clone IFI-6-16):
NM 022872.1

RAS guanyl releasing protein 1 (calcium and DAG-regulated):
AF081195.1

lipase, endothelial: AF118767.1

fatty-acid-Coenzyme A ligase, long-chain 4: NM 022977.1
klotho: AB005142.1

cheondroitin sulfate proteoglycan 2 (versican): NM 004385.1
hypothetical protein, expressed in osteoblast: AB000115.1
CD14 antigen: M86511.1

CGI-83 protein: BCO00878.1

leucine aminopeptidase: AF061738.1

UDP-Gal:betaGlcNAc beta 1,3-galactosyltransferase, polypep—
tide 3: AB(Q50855.1

protocadherin alpha 12: AF152308.1
neurcoglycan C: AF059274
neuroligin: AI338338

HSPC156 protein: AF161505.1

ember 2006

2: NM

NM 002416.1 KI AA0433

kD:
ke



GABA- B receptor, G protein-coupled receptor 51: AF056085.1 Kl

protein:
13 recept orEMBRIHhal 2: U70981.1 15 transl ocase of inner nitochondri al
menbrane 8 (yeast) honolog A: B0005236.1 steroid sul fatase (m crosonal),
arylsul fatase C, isozyne S ML6505.1 2QG0ELONE=I MAGE: 1982571 ATPase, H+
transporting, |ysosonmal (vacuolar proton punp) 9kD proteogl ycan 4,
(megakaryocyte stinulating factor, articular 25 superficial zone protein):
U70136. 1 nidogen (enactin): M0269.1 KIAA1598 protein: AU157109 30
vascul ar cell adhesjon nolecule 1: MO0335.1 guanyl ate binding protein 1,

i nt er f er on-YRRIR BTS2 b 7D te Booebbs: h0 35 NS BKE-Zb586E1124

apol i poprotein H (beta-2-glycoprotein I): M2839.1 14 Septenber 2006

PMB-0101 -28- 0 rii

cat hepsi n SOVEEYES

gammma)

AB033025. 1 10 col | agen, type V, alpha 2: NM 000393.1 glgﬁtg%beedﬁoﬁs

| tein L37a; BEB57772 . cDNA DKFZp564A132 5
b rr%‘i‘%ﬁ?@%?%%ﬂ%%tﬁ? Qﬁ)gi R ih 9 (neltrin

F ADAMD) : U41766. 1

10

15

20

25

30

35

aminopeptidase: AF191545.1
semaphorin sem2: AB029496.1
protocadherin 12: AF231025.1

X transporter protein 3: NM 020208.1

transmembrane 4 superfamily member (tetraspan NET-2):
AFl124522.1

hypothetical protein FLJ10970: NM 018286.1

perforin 1 (pore forming protein): M28393.1

natural killer cell group 7 sequence: NM 005601.1
hypothetical protein DKFZp761N09121: BF435376

integrin, alpha 4 (antigen CD49D, alpha 4 subunit of VLA-4
receptor): BG532690

chitinase 3-1like 2: U58515.1

FYN oncogene: N20923

relaxin 1 (HL1): BC005956.1

hydroxzyprostaglandin dehydrogenase 15-(NAD}: U63296.1

sulfotransferase family, cytosolic, 1C, member 1: AF186254.1

TGF-b superfamily receptor type I: L17075,1



10 zinc finger protein 331: AF272148.1 |ysosonal-associated,

protein 2: J04183.1 carboxypeptidase M NM 001874.1 15 coll aggér?%t?%erlzooe
al pha 2: NVPMRODBYL 1 P311 protein: U36189.1 20 Kl AA0372 gene product:
AB002370.1 Human T cell-specific protein RANTES: M21121

i nterferon-ganmma-i nduci bl e i ndol eam ne-2313-4i oxygenase (I1DO: 25 M4455.1
hypot heti cal protein FLJ10430: NM 018092.1 transcription factor |SG-- 3:
MB7935 30 interleukin 1 receptor-like 1 (IL1IRL1): NM 003856.1 putative

al pha chemkine, ¢kl 74) o SRy é@U il SYio 1 %% : X~ Oys),
menber 11%@02%85 53% mducSPtlb(?Ee cytgjlll ne H(E{'g{% éls ng -Cys),
nenber 10:; Swreml%%ﬁseqa% %\eptl‘é%@elr 206 ~ PMB- 0101 0 -29 nesoder m
specific transcrl pt (nouse) honol og: B0002413.1 carboxypeptidase B-1ike

pr ot ei n: ABOl 69, 1 en (p50) red bl ood cell receptor:
ML6445. i rt&F ae‘ijdh ES %k‘?%‘?cjl"c%tb]t@ pr%?@ﬁ?’?%ﬂone | FI-6-16): NMD22872. 1
10 RAS duanyl rel easi ng protein 1 (cal cium and DAG regul ated):

regulator of G protein signaling-Z (RGSZ1): AF060877.2

clone MGC:12387: M16942.1

10 zinc-alphaZ-glycoprotein: D20427.1
BCG induced integral membrane protein BIGMo-103: AB040120.1
nectin-like protein 2 (NECL2): AF132811.1

i5

CD209 antigen-like: AB015629.1

solute carrier family 6 (neurotransmitter transporter, sero-
tonin), member 4: L05568.1

20
MAD (mothers against decapentaplegic, Drosophila) homolog 6:
U59914.1
latrophilin: AF104939.1

25

platelet factor 4: M25897.1
calcitonin receptor-like: 1L76380.1
30 matrilin 3: NM 002381.2

solute carrier family 14 (urea transporter}, member 1 (Kidd
blood group): U35735.1

35 interleukin 7 receptor: M29696.1

MAP‘kinase kinase 6 (MKK6), mitogen-activated protein kinase
kinase 6: U39656.1



AF081195.1 |ipase, endothelial: AF118767.1 15 fatty-acid-Coe xﬁga | 3590
| ong-chain 4: NM 022977.1 Kkl otho: AB005142.1 chondroitin suﬁ?a éﬁﬂﬂé} 6

prot eogl ycaMB-@4@&k si can): NM 004385.1 20 hypot hetical protein, expressed
in osteoblast: AB000115.1 CD14 antigen: MB®511.1 25 CA -83 protein:
BO000878.1 | euci ne am nopepti dase: AFGGLA38.1 UDP- Gal : bet a@ cNAc bet a

1, 3-gal actosyl transferase, polypep- 30 tide 3: AB050855.1 protocadherin

al pha 12: AF152308.1 neuroglycan C. AF059274 35 neuroligin: A1338338
HSPC156 protein: AF161505.1 14 Septenber 2006 PMB-0101 O -30 hypot heti cal
protein FLJ13310: NM 025118.1 eosinophil chemptactic cytokine (TSA1902):
AB025008. 1 PBeradpepth dase: AMEA9I6A51 1 semaphorin senR: AB029496.1 10
prot ocadherin 12: AF231025.1 X transporter protein 3: NM 020208. 1
transnenbrane 4 sqgerfqﬁhlgogfgygé (tetraspan NET-2):

granulysin:

5
interferon-stimulated protein, 15 kDa (ISG15)}: M13755.1
cadherin 5, type 2, VE-cadherin (vascularepithelium):
ug4722.1

10

thrombomodulin: M16552.1

interferon, alpha-inducible protein 27: NM _005532.1

15 interferon-gamma: X87308

wherein each oligo- or polynucleotide probe is obtainable on
the basis of structural information mediated by the sequence
data provided by the respective accession number set out for

20 each candidate gene.

Most preferably, a DNA microarray on solid support will be
manufactured employing a set of sequences selected from
oligo- or polynucleotide probes having a sequence defined by,
25 or correlated to, or derived from the group of genes consist-
ing of candidate genes indicated in the following list, rep-
resenting increased gene expression levels of IPF cells ver-
sus cells from patients with a different lung disorder:
Deleted in Lung and Esophageal Cancer 1
30 Claudin 3
Mucin 4, tracheobronchial
B7 protein
Blu protein
Forkhead box J1
35 NG22 prctein



15 AF124522.1 hypothetical protein FLJ10970: NM 018286.1 perforin 1 (
form ng protei ny: M28393.1 20 natural killer cell group 7 sé&é‘?@@!“%%loiﬂ%ﬁ
005601.1 HsMiot tcal protein DKFZp761NO9121: BF435376 integrin, alpha 4
(antigen CD49D, al pha 4 subunit of VLA-4 25 receptor): BG532690 chitinase
3-like 2: Us58515.1 FYN oncogene: N20923330°rel axin 1 (H1): B0005956. 1

hydr oxypr ost agl andi n dehydr ogenase 15-(NAD): U63296.1 35 sul fotransferase
famly, cytosolic, 1C, nenber 1. AF186254.1 TG-b superfam |y receptor
type |: L17075.Ephtd rSepterierr ZX063 PMB- 0101 -31- granzyne B (granzyme 2,

cytotoxic T-lynphocyt e-associ at@;cg_b erine esterase 1): MB6118.1 cystatin F
(1 eukocyst at i n;ElSAédéhézlj‘.% IIPY Lﬁsaéjtté’rr &lr@ejﬂ}%t%ci?eﬁrgr?al ing-Z (RGSZ1):
AF060877. 2 cl enetae 1438 % - VA2 v 510 val NnGmad pha2- gl ycoprot ei n: D90427. 1
BCG i nduced integral nenbrane protein Bl GW-103: AB040120.1 nectin-Ilike

protein 2 (NECE2):00aArEdzgrm-birsliome Gy cdmtiingdye | i ke: AB015629. 1
5 Keratin 15

Cytokeratin 17
A desintegrin and metalloproteinase 28 (ADAM28)
Sperm associated antigen 6
Proteoglycan 4
10 Platelet factor 4
Cathepsin 2
CD14 antigen
Interferon gamma
Transforming growth factor beta
15 Connective tissue growth factor
Interleukin 13
Signal transducer and activator of transcription 1
Interleukin 7 receptor

cDNA DKFZp564A123

20

For example, suitable sequences which may be used for oli-
gonuclecotide design may be downloaded from the NCBI GenBank
25 (http://www.ncbi.nlm.gov/GenBank/index.html) using the Acces-
sion number listed behind the gene name.
All accession numbers give access to mRNA sequences; since
the c¢DNA of the patients is reverse transcribed, the oligonu-
cleotide have to sense strand and are therefore identical
30 with the mRNA sequence.
Preferably the pool of polynucleotide sequences or subse-
quences correspond substantially to the polynucleotide se-
guences useful in qualitative and gquantitative differentiat-

ingAa normal cell, or a cell from a patient suffering from




solute carrier famly 6 (neurotransmtter t-ransporter sero ?b 5
4. L05568.1 20 MAD (nothers agai nst decapent apl egi c, Drosophl.lF‘g| 93281?&95 g)

U59914. 1 | atMBphl Pl n: AF104939.1 25 platel et factor 4: M25897. 1
calcitonin receptor-like: L76380.1 30 matrilin 3: NM 002381.2 solute
carrier famly 14 (urea transporter), mgBdber 1 (Kidd blood group):
U35735.1 35 interleukin 7 receptor: M9696.1 MAP ki nase ki nase 6 (MK®6),

m t ogen-activated protein kinase kinase 6: U39656.1 14 Septenber 2006
PMB- 0101 O nei32fivodocagheéung HiseAR@2933om agraidl yef nanNdlyﬁQGh 453 2vbth

I nterferon-stinul at ed tein, 15 kDa (1SGL5): ML3755.1 cadherin 5, type
2, VE-cadhelrl?i}Flf%JsHﬂlg gﬁPBhe@Hﬁﬁse UB2752. Hrel@ﬁﬁ%ﬁw%aulwﬂomm@ 1

|nterferon il hygad oo b Profekn, 27: NM 005532.1 15 interferon-gama:
X87308
The invention concerns the part of pharmaceutical composition

5 for detecting differentially expressed polynucleotide se-
quences which are correlated with IPF, said part comprising:
a) obtaining a polynucleotide sample from a patient:; and b)
reacting the sample polynucleotide obtained in step (a) with
a probe immobilized on a solid support wherein said probe
10 comprises any of the polynucleotide sequences of the librar-
ies previously described or an expression product encoded by
any of the polynucleotide sequences of said libraries and c)
detecting the reaction product of step (b) as a prerequisite
for a subsequent administration of suitable drug.
15
The invention relates also to the part of pharmaceutical com-
position detecting differentially expressed polynucleotide
sequences of the invention wherein the amount of reaction
product of step (<) is compared to control samples.
20 |
The detection of differentially expressed polynucleotide
sequences 1s wused for detecting, diagnosing, staging,
monitoring, prognosticating, preventing or treating
conditions associated with ILD, and namelly idiopathic
25 pulmonary fibrosis IPF, hypersensivity pneumonitis,
scleroderma, Systemic Lupus Erythematosus, Rheumatoid
Arthritis, Churg-Strauss syndrome, Wegener’s granulomatosis,
and Goodpasture Syndrome.
The detection of differentially expressed polynucleotide
30 sequences is particular useful wherein the product encoded by
any of the polynucleotide sequences or subseguences 1s
involved in a receptor-ligand reaction on which detection is

based.




wherein each oligo- or polynucleotide probe is obtainable On‘%#%gpﬁ§ﬁié%é§06

structural information nediated by the sequence data provide

respective EéBe8E0bn nunber set out for 20 each candi date gene. Most
preferably, a DNA microarray on solid supportb will be manufactured

enpl oying a set of sequences selected f43@m oligo- or polynucl eotide probes
havi ng a sequence defined by, 25 or correlated to, or derived fromthe
group of genes consist- ing of candidate genes indicated in the foll ow ng
list, rep- Tlesenihngnthoneasedagene eXpiession develsind |PEreekdstvertysus
cells frompatients with a different lung disorder: Deleted in Lung andy
Esophageal 27594 3@OYANGLSOF Idsci nSadueRERheoBESYdRUSLY B7dpPerEPed Bl u

proteln  Faikheats boxe Jsamdbe N2 PLOL & Poddlopop! iIELe 2000; PV P04 £ 33-

0 Ephrin receptor EPHA3 Insulin-Il1ke growt actor binding protern

dut hat i onerss-s¢dfiediase M2 (nuscle) S 100 cal ci um binding protein A2 5

Keratin 15 tokeratin 17 desintegrin_ _and tal | oprotei nase 28 ( ADAM2S)

Spernlaégoéﬁ%%eangﬁpFégﬁ @lso reiages to anflgrarg ofapgfynucléotldes

' comprising a population of polynucleotide seguences overex-
pressed or underexpressed in cells derived from ILD patients.
A particular embodiment of the .invention relates to a
polynucleotide library of corresponding substantially to any

10 combination of at least one polynucleotide sequence selected

among those included in each one of predefined polynucleotide

seqguences sets mentioned above.

The invention relates to polynucleotide libraries comprising
15 at least one polynucleotide selected among those included in
at least 50%, preferably 75% and more preferably 100% of said
predefined sets, allowing to obtain a discriminating gene
pattern, namely to distinguish between normal individuals and
patients suffering from ILD, particularly from IPF.
20
Polynucleotide sequences library useful for the realization
of the invention can comprise alsoc any sequence comprised be-
tween 3'-end and 5'-end of each polynucleotide sequence sets
as defined above, allowing the complete detection of the im-

25 plicated genes.

The invention relates also to a polynucleotide library useful
to differentiate a normal cell from a cell of ILD patients
wherein the pool of polynucleotide sequences or subseqguences
30 correspond substantially to any combination of at least one
polynucleotide sequence selected among those included in each

one of predefined polynucleotide sequences sets indicated



Proteogl ycan 4 10 Platelet factor 4 Cathepsin Z CD14 antig | nt erfer
ganmma ‘gll'rgnsform' ng grow h factor beta 15 Connective tissue ago%ﬂeﬁl&%r 6
InterleukinPM@‘glghal transducer and.activator of transcription 1
Interleukin 7 receptor cDNA DKFZp564A123 2@, For exanple, suitable
sequences which may be used for oli- goiitd eoti de design may be downl oaded
fromthe NCBI GenBank 25 (http://ww.ncbi.nlmgov/ GenBank/i ndex. html)
usi ng the Acces- sion nunber |isted behind the gene nanme. Al accession
nunbers gi ve@baceesssebuhRNA defifiencesiasingea hbemeDNAeDI fhempat tebts is
reverse tra scriﬁgg, t@e ol i gonu- cleotide have to sense strand and are

t her ef ore i tenti BB WPhSt he nRNA sequence. Preferably the pool of

pol ynucl eot per §LEHEEE €5 0fc DS L r LENGHSa SO £ 5RPL SHESHARELALLY LReLNe
pol ynucl eoti de se- quences useful in qualitative and quantitative

differentiatheiagoaaher fapmcesticot materialraneaapateent subfEoldgléwem 14

SepLerres  00piBHE 0D chdde "Rbet! ARG Y g8, THAMA CBLln
healthy volunteers material or from other diseased material.
This threshold is commonly accepted for the evaluation of ex-—

pression arrays.

10 Additional part of the DNA microarray on solid support will
be manufactured employing specific molecular identifiers for
the unambigucus detection of infectious agents including
bacteria (Mycobacterium spec., Mycoplasma spec., Staphyllo-
coccus aureus, treptococcus spec., Borrelia, Treponema pal-

15 1lidum, Leptospira interrogans, Campylobacter Jjejuni, fetus;
Escherichia coli, EPEC, ETEC, EIEC, EHEC Salmonella enterica,
Yersinia enterocolitica, Aeromonas spec., Campylobacter fe-
tus, Moraxella catarrhalis, Moraxella catarrhalis, Brucella
spec., Toxoplasma, Salmonella enterica, Shigella spec.,

20  Yersinia enterocolitica, Vibrio cholerae, Pseudomonas aerugi-
nosa, Burkholderia cepacia, Stenotrophomonas maltophilia,
Acinetobacter baumanii, Acitenobacter calcoaceticus, Kleb-
siella, Enterobacter, Citrobacter, Proteus, Serratia, Morgan-
ella, Providencia, Cardiobacterium hominis, Eikenella cor-

25 rodens, Gardnerella vaginalis, Calymmatobacterium granuloma-
tis, Bacteriodes, Porphyromonas, Prevotella, Fusobacterium,
Rickettsia prowazekii, Bartonella bacilliformis, Bartonella
nenselae and Chlamydia spec.}, yeasts, fungi, or viruses
(retroviruses, adenoviruses, hepadnaviruses, herpesviruses,

30 influenza viru-ses, paramyxoviruses) as cellular parasites in

cells from patients with ILD.

SUMMARY OF THE INVENTION



interstitial lung disease, nost preferably with Idiopathic PRyl ar

Fibrosis (I PF). The invention concerns the part of phar maceutﬂlzﬁcgﬁ[’)'gt‘:""'Ybe"200":i
conposi ti orPMB-3%¢1 detecting differentially expressed pol ynucl eoti de se-
guences which are correlated with I PF, saidopart conprising: a) obtaining
a polynucl eotide sanple froma patient;-38»d b) reacting the sanple

pol ynucl eoti de obtained in step (a) with a probe imuvbilized on a solid
support wherein said probe 10 conprises any of the polynucl eoti de sequences
of the librar- ies previously described or an expression product encoded by
any of the ol‘}énucl eotide ,se(iuenéjes of said libraries and c) detecting the
reacti on produtsof WPEFSERFLYs PWPier Bt st @hadrace iisedquesmposition
adm ni st r atdon; of c sEb +&b! g e ;hyenti | Lhe. part
of pharmaceutical com pogfﬁ?gntgg%ggig?ngﬁgﬁ f%erdegrzjt(% gﬁleezi%ozgsée@ai%lg
pol ynucl eotdfdethgepagAcas sofwithe innentiicrasker eigsulies amuat fofs treeacdnadn
product of st i ed.to control. sanples. 20 The detection_ of
differeéfia 159e5%%8§§8§8323§ﬁﬁ%I%%qida% S} n%%%efieﬁse&rﬁgﬁrﬁgﬁgcfpﬂﬁ,

di agnosi ng,argt agilg; el a@8d tINNGH1 EDQOSITICRE | Nghe PIEYEN 10 Q61 dd8atd g
conditions associated with ILD, and nanelly idiopathic 25 pul nonary
fibrosis | BEY RARIRRGRIVI$. pretiReai tiens” s8fePh@eFRs e USisedmikd tsupran-

Er yt hemat 0s44S;,5 1 i thritlhs r Qrs S r 'S

O ANl Ot S oAt Uf & Sy ndr e, e s CrCaToer U erhma S 1y
expressed paolomugladatdide 30 sequences is particular useful wherein the
producﬁlpncoded by

To sum up and in more detail, the invention relates to the
following topics: |
o Use of a pharmaceutical kit for the manufacture of a me-—
dicament for the treatment of interstitial lung diseases
15 comprising
i) interferon gamma (IFN-y), pegylated (PEG) IFN-

Y), optionally together with a pharmaceutically acceptable

carrier, diluent or excipient,
(ii) a gene expression analysis of patients with
20 interstitial lung disease;

* a corresponding pharmaceutical composition, comprising

additionally a glucocorticoid compound;
® a corresponding pharmaceutical composition, wherein the
medication is selected from the following group:
25 ¢ a pharmaceutical kit comprising
(i) a package comprising IFN-y, or PEG-IFN-y,
{i1) a package comprising a gene expression analysis of
the patient with lung disease;
¢ a corresponding pharmaceutical kit further comprising a
30 package comprising a glucocorticoid compound;
* a method or a use of a combination of a pharmaceutical

composition or a pharmaceutical kit according as speci-




any of the polynucl eoti de sequences or subsequences is involy
receptor-|ligand reaction on which detection is based. 14 SeJﬂS%ﬂQQn%ﬁﬁgoos

PMB- 0101 0 PMEBE0Mhk i nvention relates also to detecting differentially
expressed pol ynucl eoti de sequences previousLy described wherein the sanple
has been treated with the anti-ILD drug3Be be screened. 5 The invention
also relates to a library of polynucleotides conprising a population of

pol ynucl eoti de sequences overex- pressed or underexpressed in cells derived
from | LD pati entSied A@artheuhanuéabodraent af nichid dameent i oy relatesedo- a

pol ynucl eotide library_ of corresponding substantially to any 10 conbi nation
of at |east one ot r%%l%?]b%t%%tﬁr}eﬁd@%éje?ﬁae%es a t hose included in

each one of edefined. ' ce ets i oned above. The
i nvention r ePgt gdg éfo poﬁél%%%e%teﬁ%%gﬁ b?lg?l?%ésl’ c‘gkﬁ%]r:?}srll ggpﬁi% ot €4S Bne
pol ynucl eoti de sedmset eb amagibbosediuat! uded isingdle lRast H¥entrefeyabyy
75% and nore preferably 100% of said predefined sets, allowing to obtain a
di scrimidating derma Dt ther 3. haveel A ko ikt iwegigtsiy bet ween nor mal
individual s and patients syffering fromILD particularly fromlPF. 20

Pol ynucl eoti d& SequehtesPet %%QymﬁgEPGICbeuﬁ%@ VBRSFPEAL i PFugqrorti-

i nvention can coigifd SE-AbSAnANY: SCGURNRE=EQMRKI S8 PBa tMeEN Juend;and
5'-end of each pol ynucl eoti de sequence sets
single dose amount varying from 100 to 150 ug / kg body
welight;
10 ® a corresponding method or use, wherein IFN~-y is adminis-

tered to the individual by inhalation after a gene ex-

pression analysis.

DETAILED DESCRIPTION
15
Suitable compounds which have the therapeutic effect within
the combination according to the invention, are, besides in-
terferon gamma, pegylated interferon gamma, compounds which
have the same, but also enhanced, biological activity of in-
20 terferon gamma, pegylated interferon gamma, or in combination
with the gene expression analysis of diseased patients.
The invention includes also derivatives, analogues, homo-
logues, fusion proteins, stabilized forms, etc., of the dis-
closed drugs, as more specified above, which have the same
25 Dbiclogical activity as interferon gamma.
The term "same biological activity" means herein the same
substantial biological, physiclogical or therapeutic activity
or functionality, which however can be quantitatively en-
hanced or reduced compared with the relevant properties of
30 said drugs.
The term "stabilized form" means a derivative or analogue
wherein the parent drug was altered in order get more stabil-

ity and increased half-life in blood and serum. Polypeptides



as defined above, allow ng the conplete detection of the im i
genes. The invention relates also to a pol ynucleotide |ibrar Q%ﬁssg#tjgﬁﬂ;eﬁgzoos
differenti afBa0hdtmal cell froma cell of ILD patients wherein the pool

of polynucl eotide sequences or subsequences 30 correspond substantially to
any conbi nation of at |east one polynugoeoti de sequence sel ected anong
those included in each one of predefined pol ynucl eoti de sequences sets

i ndi cated 14 Septenber 2006 PMB-0101 O -36 above, useful in

di fferenti aindgpacteindl me¢l bef pamracted adaiomd LW aldienis U3 ffies egees
in gene expression are accepted_as different when the signals from patient
materi al are@@imeRbsht wehesleal oMaietsiasy- hfgREr ata@rhtte Maymefiec-

conparativ riale, it fr t%@l VARV er terial: _ar f er
di seased rr:%ie@%a . %ll'lgﬁf?{g +t: ?esF%r(ﬁ I g%ocmgﬁggﬁgccéﬁ%dgbgrglfﬁé eé%%é; i|I£|on
of ex- pressitn dheapsotelnAddidliloned pas¢lDf thd BNAsmipreoartaydegr s+ d

upport will. be uf actured enpl oyi ng specific, nolecylar identifiers for
fhgpuna idﬂﬁﬂé'dgggg?fgﬁngeiﬁ Epﬁodgsa %t§uFHthﬁﬁﬁ§albém%%ﬁq¥1Wthh
(M/cobact ers i 5P8e . shddie opd asFd: SPECaga AP Bao LPELHS BUIEUS i tion to

treptococcus spec., Borrelia, Treponema pal 15 |idum Leptospira
i nt er r oganPT TPyl Obadfainpé| rtictgatvisic Esehvrdehi ghevliicalEPrRe] i EREC;

o o SO IOPL oLy AR PORLL bRy feigENAE SRS
Brucella vide additional advantages under certain circumstances, such
10 as increasing the stability and circulation time of the
therapeutic protein and decreasing immunogenicity  (US.
4,179,337; EP 0 401 384). The addition of polyethylene glycol
increases stability of the peptides and polypeptides of this
invention at physiological pH as compared to non-pegylated
15 compounds. The pegylated polypeptide /protein is also stabi-
lized with regard to salts.
The term "fusion protein™ means a compound, especially a sta-
bilized form, consisting of a polypeptide according to the
invention, preferably interferon gamma, which is fused to an-
20 other peptide or protein.
The term "pharmaceutical kit" means a package comprising two
or more packages or containers containing one or more, pref-
erably one pharmaceutically active compound or agent and a
gene expression analysis device, wherein the agent or com~
25 pound in said packages or contailners are administered to an
individual after gene expression analysis is performed.
The pharmaceutical compositions according te the invention
comprising interferon gamma or pirfenidone and a gene expres-
sion analysis as defined above and below can be used as me-
30 dicament for the treatment of an individual.

The term “individual” preferably refers to mammals, espe-

cially humans.



spec., Toxoplasma, Sal nonella enterica, Shigella spec., 20 Ygrsdl
elr[:t erocol i t!oca, Vi bri o chol erae, Pseudonbnas aerugi- nosa, Bﬁﬁ%}é{#t%lérmearm%
cepaci a, Stembtddphononas mal tophilia, Acinetobacter baumanii,

Aci t enobact er cal coaceticus, Kl eb- siella, Enterobacter, Ctrobacter,
Proteus, Serratia, Mdrgan- ella, Providancia, Cardi obacterium hom nis,

Ei kenel l a cor 25 rodens, Gardnerella vaginalis, Calynmmatobacterium

granul oma- tis, Bacteriodes, Porphyrononas, Prevotella, Fusobacterium

Ri ckettsia L ciiltLf ) . Bart I la : hen ae. and
Chl anydi a s%%%@ﬁg%%%? SBQ é%ﬁﬁgﬂl&o?gv%%éegﬁg%lrﬁgtlgg(/i ?Eget’, %éd]e%%g\;(jii rh%e%,
hepadnavi r usiesymaespesval uSesmuBot lnfd yen@ap vl s UnGLSas par aYX PV I pls€Ba AS
cellular parasjtes.in cells frompatients with |LD. SUMVARY OF THE

| NVENTI mpl‘&e‘é‘éjp% r a?ééétagrl-/e- FIET - FEFIPYRRE sOrpradiditeditys f ol T hat

a’phar maceuhi §@aés CEFHROSELE OF o rtlu 1R Of €100 QTR itegethen WEh el CB6in-
expression analysis of the patients with lung diseases results in a faster
and 5 no?e Bewe@sspil theerrasantofinvengidnssasede piefret abr y" Resminginon £ D

Lol at et o haganE AL S LR L R LR 0y o barpgeut o2
di sease- or i knt edederteemxipr esthei deanal ybatmadéuidcally Up o tiab 1@ €ar-
detail, the Jnvention relates o the  JolloM g tOP £5 i filler, dilu-
ent or encapsulating material, not reacting adversely with
iO the active compound or with the individual, or any other for-
mulation such as tablets, pills, dragees, capsules, gels,
syrups, slurries, suspensions and the like. Suitable, pref-
erably liquid carriers are well known in the art such as
sterile water, saline, aqueous dextrose, sugar solutions,
15 ethanol, glycels and oils, including those of petroleum, ani-
mal, vegetable, or synthetic origin, for example, peanut oil,
soybean o0il and mineral oil. Tablets and capsules for oral
administration contain conventional excipients such as bind-
ing agents, fillers, diluents, tableting agents, lubricants,
20 disintegrants, and wetting agents. The tablets may be coated
according to methods well known in the art.
The formulations according to the invention may be adminis-
tered as unit doses containing conventional non-toxic pharma-
ceutically acceptable carriers, diluents, adjuvants and vehi=-
25 cles which are typical for parenteral administration.
The term "parenteral" includes herein subcutaneous, intrave-
nous, intra-articular and intratracheal injection and infu-
sion techniques. Parenteral compositions and combinations are
most preferably administered intravenously either in a bolus
30 form or as a constant fusion according to known procedures.

Also other administrations such as oral administration or ad-

ministration by inhalation or nasal spray are also object of



Use of a pharmaceutical kit for the manufacture of a me- di Calﬁﬁ@ptfeﬂ'ibémos
treatment of interstitial lung diseases 15 conprising i) interferon gamm
(1 FN-y), pebyBabedl(PEG IFN- y), optionally together with a
pharmaceutical ly acceptable carrier, diluent or excipient, (ii) a gene
expression analysis of patients with 2&i+fterstitial | ung di sease; a
correspondi ng pharmaceutical conposition, conprising additionally a

gl ucocorticoid conpound; a corresponding pharnmaceutical conposition,

wher ei n t hetherediroatritdror s geheghed ohr 08Et Readtd 0Won@ aghaue: 28tedferon
pharmaceutical kit conprising (i) a package conprising |FN-y, or PEGIFNvy,
(ii) a pack%@%m%oﬁr?%?‘ﬁbfhegeh% 2kpr e sPBRf QRBEEYSVEY 0PL edeiphstemtionth

| ung di seasg; grLespenrdi p Gyt 5ty Lherp c I.sing a,_30
package corrg?]fsigﬁg aégl t%g%co@%l cg?ﬁﬂgorrpoﬁcncg%ogg& r%{e?%od%éﬁe ;r%{seensco_&a 8
conbi nat i orpéfarahby mecewhdal in cemposétoanl orf canphaiaassdl & calndki tech-
accordi as, speci, 14_Sept enber 2006 -0101 0 -38 tied for the

manuf actn%r 01U nkdi B4 n?Chfeg} e W?wgn%ﬁt 18t thet &dti theiosUny ap-

di seases (IpD)cabBe COYT egPANEiIRG B thoith g UsepoMhBEpt AgkFNY 1% adnd &) s-
tered to the individual in_a single dose anmount varying 5 from2.0 to 3.0
g/ kg bodthﬁigh??r example, interferon gamma are preferred if direct

pulmonary symptoms have to be treated.

10 Unit doses according to the invention may contain daily re-
quired amounts of the compound according to the invention, or
sub-multiples thereof to make up the desired dose. The opti-
mum therapeutically acceptable dosage and dose rate for a
given individual (mammals, including humans) depends on a va-

15 riety of factors, such as the activity of the specific active
material employed, the age, body weight, general health, sex,
diet, time and route of administration, rate of clearance,
enzyme activity, the object of the treatment, i. e., therapy
or prophylaxis and the nature of the disease to be treated.

20 Therefore, in the pharmaceutical compositions according' to
the invention for the therapy of an individual, a pharmaceu-
tical effective daily dose of the respective compound in said
composition is:

Interferon gamma {(IFN—y): It could be shown that interferon-y

25 1is effective in the combination therapy according to the in-
vention in a dose of 1.0 - 5.0 pg / kg body weight, prefera-
bly 2.0 - 3.0 ug / kg body weight, 1- 5 times per week. The

above-indicated single dosages of interferon-y are adminis-
tered parenteral, preferably subcutaneously to the patient.

30 The doses of glucocorticoids which can be administered op-

tionally together with IFN-y to an individual vary according
to the invention from 10 - 100 mg / single dose and more

preferably from 15 - 80 mg, which corresponds toc approxi-




a correspondi ng nethod or use, wherein the glucocorti- coid qqmggwﬁgh%- 2006
adm nistered to the individual in a single dose anobunt varying from 100 to
150 pg / kgFB&dylOhei ght; 10 a corresponding method or use, wherein IFNy
is adm nis- tered to the individual by inhalgtion after a gene ex- pression
anal ysi s. DETAI LED DESCRI PTION 15 Sui t-sifl-e conpounds which have the
therapeutic effect wthin the conbination according to the invention, are,
besides in- terferon gamma, pegylated interferon ganma, conpounds which

have the san®iebut 180so- eBbanpgd,/Ky abogy cabigati Vigne rfrapl 201 §@Lfse ofg
gamma, pegylated interferon gamma, or in conbination wth the gene

expr essi on éﬁ%]?%@% ¥¢idghSeased patients. The invention includes also
derivatives, anal ogues, hono- |ogues, fusion proteins, stabilized forns,
etc., of the dis- closed drugs, as nore specified above, which have the
same 25 biological activity as interferon ganma. The term "sane bi ol ogi cal

ivitys i ial biological, physiological or
?ﬁé?gbéﬁ?iEEQQ??Uﬁ#éﬁﬂ%#$$?ﬁ§$?d%@#?€§€&%ﬁgch Lgmgggfacanpbg ?uangitatgvely
- h d . e ith the rel evan roperties o S
gpugs?n'ﬁ'ﬁe ﬂe? ;nefétcggicﬁi?% fg?éﬁ'ﬁgﬁ%e at%%?fv%;?gf}%ﬁ’z%zﬁg;ggag) @V\QEFEI n
t he parent EEUgLavbasPdsER oh ar igktoxpgen s , | &y | fier e
hal f-1ife ip; bl pod,and; ser bpycobyPentd desnd4, Septeibes: 998, 1 VR 0494,

UIP (open lung biopsy) and failure of immunosuppressive
10 treatment (f, 59 yr) treated with interferon gamma.

EXAMPL.ES
Biopsies were taken from patients suffering from severe in-
terstitial lung disease {ILD), after informal consent was

15 given, using the surgical method of bronchoscopy. Obtained
tissue probes were stored and processed for isolation of to-
tal RNA in RNAIater™ (patent pending), an aqueous, non-toxic
tissue storage reagent that stabilizes and protects cellular
RNA in intact, unfrozen tissue samples.

20 The dissected tissue (less than 0.5 cm in any one dimension)
is submerged in approximately 5 volumes of RNAlater (e.g., a
0.5 g sample requires about 2.5 ml of RNAlater) at room tem-
perature. The solution permeates the cells, stabilizing the
RNA. Then, RNA is isolated using the one-step RNA isclation

25 methods, such as TRIzol® Reagent (Life Technologies), follow-
ing the instructions of the supplier and finally eluted in

H.G.

Preparation of Labeled cRNA and Hybridization to Microarrays.
30 Double-stranded cDNA was syntheéized out of the isolated pa-
tients RNA samples using a cDNA synthesis kit (Superscript;
Life Technologies) employing oligo(dT) priming. The resulting
cDNA was used for in vitro transcription (Ambion T7 Megas-—

cript system) in the preséence of biotin-11-CTP and biotin-16-



0O -39 and proteins may be protected agai nst proteolysis by HQGS@%-em er%OOG
tachnment of chem cal noieties. Such attachnent nmay effec- tively ﬁoc the
prot eol yti cP¥Bz§h@lfrom physical contact with the protein backbone i tsel f,
and thus prevent degrada 5 tion. Polyethylene glycol is one such chem cal
noi ety which has been shown to protect-4@gai nst proteolysis. In addition to
protection against proteol ytic cleavage, chem cal nodifica- tion of

bi ol ogically active proteins has been found to pro- vide additional o
advant ages UMple(Exes t Bl agebselos] arcestSUGY A5 -850 iIREreast g tiea spakility
and circulation tinme of the therapeutic Er otein and decreasi ng .

i mrunogeni ity tlsPuiierro 437 EPrps,9ee88is. (FHe 8addi/tioon ™f potgeshyhene

gl ycol i ncieasese s3@biki bRl stifg PRI fes) aﬂgspﬂy@xﬁgﬁ&gﬁsgﬁf ddicS £or
i nvention at physiol ogical pH as conpared to non-pegylated 15 conpounds.
The pegyl at®d mpob ypépt ivde /Ghreot eised saal so hsf&:ecbjdjzlaitzi@ah wrlto:tner egamd ¢ach
salts. The term"fusion oteln" means_a conpound,. espec a Sta-
bilized ?orpn%t%%rhtsi g?}: na%Flgl%HBEpt Pie TEECBFERTS S o&ﬁfg’m‘%’trﬁféh ioffta
preferably ¢mndesf exon ganma, which is fused to an- 20 other peptide or

protein. The term "pharmaceutical kit" neans a package conprising two or
nore packadest@tOcdnPhi hbes dhtiddiviaig Bheoakivmie, CgNBf migtalyles ohed ng

phar maceut i yi ACh § o] ng . nt . and gen r i.on a S
ovt co. wherarn he S8 cnt “IpPL et She SR s A1 B IR ISR £ 0T
are adnm ni Sieeraw: tHL3APA Andiayi dGalchafdmerayenes expsesdi andanalaysicsl | fHew~

perfor W lTa S pggéggggyt IG%%leA?:?:g}gfosslcgn%g?: affé?d’ocg)ngaégo;[:gfmlgn\{:%nt;;roc?ce-

dures developed by manufacturer (Affymetrix).

Analysis of GENECHIP Data. Scanned output files were visually
inspected for hybridization artifacts and then analyzed with
15 GENECHIP 3.1 software (Affymetrix).
The expression analysis files created by GENECHIP 3.1 soft-
ware were transferred to a database (Microsoft Access) and
linked to Internet genome databases (e.g., NHLBI, or Swiss
Prot).
20
Analysis of Infectious agents in biopsies. As patients with
ILD repeatedly suffer from inflammations, biopsied material
was tested for the presence of infectious agents. Most domi-
nant was the observation of underlying Herpes virus infec-
25 tions (treated with Ganciclovir) and various bacterial infec-
tions (treated with various antibiotics), or few fungal in-

fections.

Therapy. Therapy with interferon gamma was only started after
30 successful pretreatment of the underlying infections and the
assessment of the gene expression of the endogencus disease
signiture genes. Application of molecular gene expression
analysis followed by interferon gamma, led to a surprising,

statistically highly significant increase of total lung ca-



conprising interferon gamma or pirfenidone and a gene expresy ﬁﬂ%]y'
as defi ned above and bel ow can be used as ne- 30 di cament foﬂ4ﬁﬂgﬁFreaﬂ%HﬁB

of an indi vPdBal1l0The term"individual" preferably refers to manmals, espe-
cially humans. 14 Septenber 2006 PMB-0101 Q -40 The compound according to
this invention, IFN-y, is used in a pharmaCeutical formulations,
conprising, as a rule, a pharma- ceutically acceptable carrier, excipient
or diluents. Tech- niques for the formulation and adm nistration of the com
5 pounds ofpddetpresent wa¥enddcodmpayid® found idubReMANHDON S crease of
Phar maceuti cal Sciences"” Nack Publishing Co., Easton PA. As used herein,
the term " gPaYFrcRbt iYL At c §FRA ¢ Yoar StRtdFTifBARY afilpReFicanbn 1®xic
solid or |igu i | diy| us C t.{Ng i aly, r i ng
adversely ﬁ?%%QT%HtEg&gégﬁvg?%%%%%%%dggr\Mt f%%ﬁe?%g %ﬁd%ﬁi,P%%taggﬁ%t er
for- nul atisnreughdasreabtebs, dipskebse dvageess.capsid esidigeltss thyatupshe
slurries, suspensions,and the |like. Suitable, pref- erably liquid carrjers
are wel >k t)hm%ﬁ)rrflanc?lﬁ%l%?‘f ga@gogéglgperqfeg%? eF*PEGPPABT zf&t?gﬁl?slsde’i?ibse,
sugar sol utionsd dp Bitentdrog! yeahs 2001914 Sto i aehneh NG 1410s€ Ofbrosin
petroleum ani- mal, vegetable, or synthetic origin, for exanple, peanu

oi |, soybe&P®fIoxhdin HeraF sl fialabiey sdbsrpeepsaneProridealsignifi-
adm ni stratj C i i i.pi Lnd- ing agents,
fillers, di%%ﬁknéygf%. gﬁﬁﬁggggggﬁé[9f§8$?§§%?§?qggj§?§?%tegrants, and
wetting agents. The tablets nay be coated

10
Fig. la) depicts start data #1 of the treatment.

Levels of Gene transcription during long-term treatment

# IEN g 1L-13 TGF-beta, CTGF
1 1.7 1.8 13.1 2.9
r 2
3
4
Immune response - Wound healing

Fig. lb) depicts the total lung capacity (TLC), the partial

15 pressure of arterial oxygen (Pa02), and the forced wvital
capacity (FVC) of the same patient with histologically proven
UIP (open lung biopsy) and failure of immunosuppressive
treatment (£, 59 yr) between time #1 and time #2.



according to methods well known in the art. The fornul ations {C8§6finNser S006
the invention may be admnis- tered as unit doses containing conventiona
non-toxi ¢ pA4PnBlO%eutical ly acceptable carriers, diluents, adjuvants and
vehi - 25 cles which are typical for parenteral adninistration. The term
"parenteral " includes herein subcutanecus-intrave- nous, intra-articular
and intratracheal injection and infu- sion techniques. Parenteral
conpositions and conbi nations are nost preferably adm nistered
intravenously either in a bolus 30 formor as a constant fusion according
to known procedures. Also other adm nistrations such as oral

adm nistration or ad- mnistration by inhalation or nasal spray are al so
obj ect of 14 Septenber 2006 PMB-0101 -41-0 the invention. Inhalation of
vapors containing interferon gamm as specified is also a preferred way of
adm ni stration. For"WEﬁﬁﬁb&Qﬁr%Q%m$% Hﬂ uﬁggorq% g to the invention is
preferably brought in an aeroso orm I's and tech 5 niques to nake
themare well known in the art. Aerosols ap plicabl e by inhalers

contai ning a pol ypeptll dan@l TNE WMEN- | [ r@hern! O C¥fePI &, I Nterferon ganm
are preferred |[f|dirgct 1.pul nonarys synpt ons: have t ade tfreated. 10 Unit
doses accordin ozthe irMvention Ay contaitn daily ale-_quired anounts of

2
t he conpound agcerdli-rg-to-the i-aventiop—or—sub- nnlfinles t hereof to nmake
up the desired' desé—Theopti——rum-therapeuticalby acceptable dosage and
dose rate for a given individual (mammals, including humans) depends on a
va 15 riety of factors, JUBHeAEP¥He acti vi t¥eusthepllie specific active

Fig. lc) depicts the same data for the same patient between
time #1 and time #4. '

Levels of Gene transcription during long-term treatment

# IFN g IL-13 TGF-beta, CTGF
1 1.7 1.8 13.1 2.9
¢ 2 0 0 5.4 2.1
3 0 0.2 3.1 1.3
4 0 0 1.2 0.4
Immune response Wound healing

Pretreatment of CMV followed by selected gene transcription
analysis and subsequent interferon gamma treatment lead to

stabilization of the patient with a deadly disease.



mat erial' enpl oyed, the age, body weight, general health, 56)‘143@;&5 Hdr 06
and route of adm nistration, rate of clearance, enzyne activity, tﬁ%

object of the treatnent, i. e., therapy or prophylaxis and the nature of
the disease to be treated. 20 Therefore, in the pharmaceutical conpositions
according to the invention for the therapy of an individual, a pharnmaceu-
tical effective daily dose of the respective conpound in said conposition
is: Interferon gamma (IFN-y): It coulg bes shown that interferon-y 25 is
effective in the conbination therapy according to the in- vention in a dose
of 1.0 - 5.0é§ I kg body weight, prefera- bly 2.0 - 3.0 g / kg body wei ght,
1- 5 tinmes péfladrk. The above-indicated single dosages of interferon-y

are adm n s ef ed, pargnteral.. pr ebarabl v subchtaneoustycto L he patjent. 30
The doses of gl ucocorticoids i ch can be admni stered op- 15 ona |y

t oget her wi t hnddreamdro: afiorndingahitalg vany acearsiing alt olthe idiwentsieon from
10 - 100 ng / single dose and nore preferably from115 - 80 ng, which
corresponds tUEpprofi A pt efFEOET9666 PAVB- GT0110ESrsShlht el yME0 - 350

g / kg body wehghlsprefeLabbye100r180+8q / kgrbody umight . 3 ing _
DESCRI PTION OF THE FIGURES Fig. 1: Figure 1 depicts the total |ung capacity

(TLO), the parideiipressure of arterial oxygen (PaQ2), and the forced

el onzet WA ol ARSI L DL SteloRieal L PERYER UE (oper
treated wth nedefdedon gadmB.the treatment of interstitial lung

diseases comprising
(i) a package comprising interferon gamma,
optionally together with a pharmaceutically acceptable
carrier, diluent or excipient
(ii) a package comprising a polynucleotide
library for the molecular characterization of an
interstitial lung disease (ILD), said library
comprising a pool of polynucleotide seguences or
subsequences thereof  wherein said seqguences or
subsequences are either underexpressed or
overexpressed in ILD cells '
(iii) a package comprising a poiynucleotide library
for the molecular characterization of iIinfectious
agents, said library comprising a pool of
polynucleotide sequences or subsegquences thereof
wherein said sequencas or subsequences are
characteristic for Dbacteria, mycoplasma, viruses,
fungi, or yeasts.

3. Use of interferon gamma according to ¢laim 2, together
with a glucocorticoid compound.

4. Use of pegylated interferon gamma according to claim

2.




EXAMPLES Bi opsi es were taken frompatients suffering from seygrg t@mber2006
terstitial lung disease (ILD), after informal consent was 15 gi usi ng
t he surgical nethod of bronchoscopy. Obtained tissue probes were stored and
processed for isolation of to- tal RNA in RNAl ater TM (patent pending), an
aqueous, non-toxic tissue storage reagent that stabilizes and protects
cellular RNA in intact, unfrozen tissue sanples. 20 The di ssected tissue
(less than 0.5 cmin any one dinensigi) ds subnerged in approximately 5
vol unes of RNAlater (e.g., a 0.5 g sanple requires about 2.5 m of
RNAlater) at roomtem perature. The solution pernmeates the cells,
stabilizihg tqfee me%ﬂﬁewn@ﬁwmtmlwqm@wéﬁ%t@@w

i sol ation 25 t Technol ogi es),

foll ow ing t r%scruesx'fll ons o ﬂ eécécﬁ%rﬁ?%?ﬁgn&(rﬁ y eluted in H20

Pr epar at i®n djsd_ajafélﬁdt@ﬁﬁmr@mdgmbau dtzat dongt oo M:ﬂ:anbmsr aysr 23@or

Doubl e- strandchNAwassnth SIZf t of th |solate nts RNA

sanpl es usi ng ¥ cONEE 3y Mesi S ki & ?Su%@?@érlﬁ Fésjfégﬁﬁél ogué‘g)
enpl oyi ng ol igo{dBDepri mng. The resulting cDNA was used for in vitro

transcription (Anbion T7 Megas- cript systen) in the presence of

bi oti n-1 'L CTRsthdhi prierisraa m@n@@mz@%g PWBC@Ji@]lsol oz¢32ufpr( Enzo

Di agnosti cs) 25 50 t % (rjﬁ\}l @g er [40 M
Trisacetate (tp gﬁal |a85r%114;§3e%cl %p rragneS| a%cet ate] was
f ragment el aws%46ffdmterferon gamma according to claim 7 wherein

said polynucleotide library for the moleculiar

characterization of IPF comprises a pool of

polynuclectide sequences from the following list:

PTH-responsive osteosarcoma Bl protein, AF095771.1

matrix associated, actin dependent regulator of
chromatin, subfamily f, member 1, AF231056.1

deleted in lung and esophageal cancer 1 (DLEC1),
NM 007337.1 '

mazjor histocompatibility complex, class II, DQ beta 1,
AW2T76186

5B classII histocompatibility antigen alpha-chain,
AT128225

mucin 4, trachecbronchial, AJ242547.1
forkhead box J1 (FOXJLl), U69537.1
hypothetical protein FLJ21616, NM 024567.1

neuronal specific fTranscription factor DATI1,
AF258348.1




35 mn. It was then used as a hybridization probe fromeach §4mdteiibdrP006
hybri di zati on as recommended (Affynetrix, Santa Cara, CA). Al quots of
the hybridization patients cRNA m xtures (10 pg cRNA in 200 pl

hybridi zati on m x) were hybridized to a Hunan Genone U133A Array. Each
array was washed and scanned (Hew 10 lett Packard, GeneArray scanner
&500A) according to proce- dures devel oped by manufacturer (Affynetrix).
Anal ysi s of GENECHI P Data. Scanned ouigputofiles were visually inspected
for hybridization artifacts and then analyzed with 15 GENECH P 3.1
software (Affynetrix). The expression analysis files created by GENECH P
3.1 soft- ware were transferred to a database (M crosoft Access) and

i nked to Interne enonme_d bases (e.g., NH.BI, or ' Prot). 20

Anal ysi s of I%?%%%?ékéeEb%n€%£%¥PTﬁ%éﬁﬁ%hg 9@9?&&?@%&&3&??@5 | LD repeat edly
suffer frominflammuations, biopsied material was tested for the presence
of infectiou . 1 - t observation of underlying

Her pes virusS?ﬁ?§££§50%?%%%ggﬁé%%?e 'W¥%§7%gﬁ%iclovir) and vari ous
bacterial infec- tions (treated with various antibiotics), or few fungal

in- fections.qdbesapy. sdhepsPys W ¢ Fa bl 85 £ &5 &k gamer yas) ol y started after
30 successful pretreatnent of the underlying infections and the assessnent

of the gene expression of the endogenous di sease signiture genes.
Appl i cation ofohml atethiaragenerexpressy on, Aratysis. Toll owed by interferon
gamma, led to a surprising, statistically highly significant increase of

total lung ca
ATP citrate lyase, U18197.1

NG22 protein, NM 025257.1
cDNA DEFZp434A2322, AL137706.1
hepatecyte nuclear factor 3, alpha, U39840.1

major histocompatibility complex, class II, DQ alpha
1, X00452.1

myosin regulatory light chain 2, smooth muscle
isoform, J02854.1

plexin Bl, AV693216
pyruvate kinase, muscle, BC000481.1
tetraspanin TM4-C, AF133425.1

insulin-like growth factor binding protein 2 (36kD),
BC0OC4312.1

FLJ13945 fi=s, clone Y79AA100096%, AUle6Q041

hypothetical protein DKFZp586M1120, NM 031294.1




14 Septenber 2006 PMB-0101 -44- 0 pacity that was acconpani qg %ﬁ)tgmbermos
substantial increase of physical exertion capacity, statistic y
significant in- creased partial pressure of arterial oxygen at rest and a
strong decrease of disease synptons. This indicates that the 5
pharmaceutical conposition of gene expression analysis fol- |owed by
interferon ganma is able to counterbal ance fibrosing reactions in
interstitial lung diseases and prow dgs s gnifi- cant survival benefit to
the patients with IPF. 10 Fig. la) depicts start data #1 of the treatnent.
Level s of Gene transcription during long-termtreatnent # |FN I L-13
TGF-beta CTG- 1 1.7 1.8 13 1 2. 9 t 23 4 Inmune response Wund heal i ng
Fig. 1b) depicts the total | un acit :§ TLC), the partial 15 pressure of
arteri al oxyg@?fZS al drifh 'céﬁih capacity (FVC) of the sane
patient with hlstologlcally proven u P (open | ung bi opsy) and failure of

TUNOSUPPY SIS LRA Mo {den SR YIS T WP A4 AL and time 2. 14
glutathione S-transferase M2 (muscle), M635058.1
cadherin 1, type 1, E-cadherin {epithelial), L08599.1
NTT5 protein, AF265578.1
lipocalin 2 {oncogene Z2Z4p3), NM 005564.1

nyotonic dystrophy kinase (DM kinase), L08835

uncoupling protein 2 (mitochondrial, proton carrier),
U76367.1

dynein intermediate chain 2, NM 023036.1
disceidin receptor tyrosine kinase isoform b,
discoidin domain receptor family, member 1,
NM 001954.2

sperm associated antigen 6, AF079363.1

hypothetical protein FLJ23049, NM 024687.1

nasopharyngeal epithelium specific protein 1,
AF094758.1

nuclear receptor subfamily 4, group A, member 2,
NM 006186.1

hypothetical protein FLJ22215, BC0O03543.1




Level s of Gene transcription during long-termtreatnent IFNI
TG F-beta QGF 1 1 1.7 1.8 13.1 2.9 t 200 5.4 2.1 34Imn]ﬂ’e%'§§ﬂbl?$§é‘zoos

Wwund healing Fig. Ic) depicts the sane data for the sanme patient between
time #1 and time #4. Levels of Cene transcription during |ong-term
treatnent |IFN g IL-13 TG--beta CTG- 1 1.7 1.8 13.1 2.9 2 005.4 2.1 3
00.23.11.3 4001.2 0.4 Imune response Wund healing 5 Pretreatnent
of CW followed by sel ected gene tnanfyri$tion anal ysi s and subsequent
interferon gamma treatnent lead to stabilization of the patient with a
deadly di sease. 14 Septenber 2006 0 46 0 Clains 1. Use of interferon
gamma for the manufacture of a nedicanent for treating an interstitia

| ung di sease once the_patient diagnosed for, an |nterst|t|al | ung di sease

has been tred?%r&i'?%?cb@s%l‘btf%%n‘ffé}"?%% ARtk ER i s 725 - Use of a

pharmaceutical kit for the manufacture of a
amylase, alpha 1A; salivary (AMY1A), NM 004038.1

carcinoembryonic antigen-related cell adhesion
molecule 6 (non-specific cross reacting antigen),

BC0O05008.1

glutathione S-transferase subunit 4 (EC 2.5.1.18),
X08020.1

SH3-containing protein SH3GLB2, AF257319.1

KDEL (Lys-Asp~-Glu-Leu) endoplasmic reticulum protein
retention receptor 1, NM 006801.1

anterior gradient 2 {(Xenepus lsevis) homolog,
AF038451.1

sv7-MUC4 apomucin, mucin 4, tracheobronchial,
AJ242547.1

stratifin, BC000329.1

cennective tissue growth factor, MS%2934.1

cytochrome P450-IIB (hIIB3), M29873.1

filamin A, alpha (actin-binding protein-280), AW051856
membrane glycoprotein LIG-1, AB0O50468.1

E74-1ike factor 3 (ets domain transcription factor,
epithelial-specific ), U73844.1




nmedi cament for the treat ment of interstitial lung diseases qgr@gﬁ@mr(jo}m
a package conprising interferon gamma, optionally together wth'a
pharmaceutically acceptable «carrier, diluent or excipient (ii) a package
conprising a polynucleotide Ilibrary for the nolecul ar characterization of
an interstitial lung disease (ILD), said library conprising a pool of

pol ynucl eoti de sequences or subsequences thereof wherein said sequences or
subsequences are either underexpressegh orc overexpressed in ILD cells (iii)
a package conprising a polynucleotide |ibrary for the nolecular
characterization of infectious agents, said library conprising a pool of
pol ynucl eoti de sequences or subsequences thereof wherein said sequences or

subsequences e . characteristic for_bacteria copl , _viruses, fungi,
or yeasts. 3. CIREGH |RHerTGHON JHmAC Acorth oy o b T 2 oget her  w th
a gl ucocorti corw-congpouichmed)., WsEe®40 pegyl ated interferon ganmma accordi ng

to claim 2. 14 Septenber 2006 0 47 0 5. Use of pegylated interferon gamm
according to claim 2, together with a glucocorticoid conpound. 6. Use of

interferon gaRhC decot@Mget ERIARI R H2bt4P for the treatment of all forns
of interstitial |ung

fibriilin 1 (Marfan syndrome), L13923.1
discs, large (Drosophila) homelog 1, U13896.1
lysyl cxidase-like 1 (LOXL1), L21186.1
calumenin, U67280.1

male germ cell-associated kinase, NM 005906.2

plectin 1, intermediate filament binding protein,
500kD, Z54367

peroxisome bkiogenesis factor 1, AF026086.1
mast cell tryptase beta III, AF099143

ataxia-telangiectasia group D-associlated protein,
AF230388.1

hypothetical protein FLJ10S%21, NM 018272.1
biglycan, BC002416.1
BLu protein, AC0C2481

CGI-92 protein, AF151850.1




di seases. 7. Use of interferon gamm according to clainms 1 o
treatnent of idiopathic pulmonary fibrosis (IPF). 8. Use of ﬁ4ﬁ§4ﬁ?mﬁé}%006
gama according to claim7 wherein said polynucleotide library for the

nol ecul ar characterization of I PF conprises a pool of polynucleotide
sequences fromthe followng list: PTH responsive osteosarcoma Bl protein,
AF095771.1 matrix associ ated, actin dependent regulator of chromatin,
subfamly f, nenber 1, AF231056.1 degeted in lung and esophageal cancer 1

(DLEC1), NM 007337.1 major histoconpatibility conplex, class Il, DQ beta
1, AW76186 SB classli histoconpatibility antigen al pha-chain, Al 128225
mucin 4, tracheobr @ﬂ@f@mtewﬂc?.tfélﬂn leod@rdshend Roxe Jdod1) , U69537.1

hypot het i cal EPQ\%%{% J21616, NM 024567.1 neuronal specific transcription
fact or DATL, 48.1 14 Sept enber 2006 48 0 hemat opoi etic
PBX-i nt er actl ng protein, BF344265 proline oxidase honol og, AA074145 nucin

5, subtype B, {r ﬂ;;opgoqg(% 1697108 gol gi nenbrane protein GP73,
AF236056. 1 A'Ilif’ ciﬁ(f:rate 1yas @(ﬁll]g 15697 1 N&2 protein, NM 025257.1

B7 protein, U72508.1

5100 calcium-binding protein A2, BC002829.1

MUF1l protein, BC004953.1

cholesterol 25-hydroxylase, AF059214.1

cytidine monophosphate-N-acetylneuraminic acid
hydroxylase (CMP-N-acetylneuraminate moncoxygenase),
AFQ074480.1

neuropilin 2, AF022859.1

Fas-interacting serinethreonine kinase 3, homeodomain-

interacting protein kinase 3, AF305239.1

a disintegrin and metalloproteinase domain 28
(ADAMZ8), transcript wvariant 2, AF137334.1

cDNA DKFZp434A119 , AW663632
complement component 6, J05064.1
cytckeratin 17, 219574

wingless-type MMTV integration site family, member S5A,
AL9680C85




CDNA DKFZp434A2322, AL137706.1 hepatocyte nucl ear factor 3,

maj or hi stoconpatibility conplex, class |1, DQ al pha 1, xoojggﬂ%“ﬁyﬁg%?bd%
regulatory light chain 2, snmooth nuscle isoform J02854.1 plexin B1,
AV693216 pyruvate ki nase, nuscle, BC000481.1 tetraspanin TMd-C, AF133425.1
insulin-like growth factor binding protein 2 (36kD), BC004312.1 FLJ13945
fis, clone Y79AA1000969, AU160041 hypothetical protein DKFZp586ML120, NM
031294.1 14 Septenber 2006 0 49 0 £024 ségnal transducer, L33930

hypot heti cal protein FLJ23571, NM 025111.1 gl utathione S-transferase M
(muscle), M3509.1 cadherin 1, type 1, E-cadherin (epithelial), L08599.1

NTTS protein nAF26o58td11oposedinade (PNERGEAE] 24D3)  uiNM 005H64. 1  nyotonic
dyst rophy Ki goégg%k%nasé§, L08835 wuncoupling protein 2 (mtochondrial,
proton carrie ?, 367.1 dynein intermedi ate chain 2, NM 023036. 1

di scoidin receptor tyrosine kinase isoformb, discoidin donmain receptor

family, membefe Lokl 0P1984, 3 SRET I ASSOCk! §1h 20) I gen 6, AFO79363. 1

Cipl-interacting zinc finger protein, AB0O30835.1

- cyclin-dependent kinase inhibitor 1A (p21, Cipl),
BCOOO0275.1

integrin, alpha 7, AF032108.1
DEKFZP586G01l1 protein, BG285527

fatty acid binding protein 6, ileal (gastrotropin),
U19869.1

glutathione S-transferase M4, M96234.1
Ras-related asscciated with diabetes, L24564.1
claudin 3, ABOO0714.1

matrix metalloproteinase 10 (stromelysin 2),
BC002591.1

fibulin 2, NM 001998.1
serine threonine kinase 11 (STK1ll), AF035625

eukaryotic translation initiation factor 1A:
AF000987.1

DEADE (Asp-Glu-Ala-AspHis) box polypeptide: AF000985.1




hypot hetical protein FLJ23049, NM 024687.1 nasopharyngeal e
specific protein 1, AF094758.1 nuclear receptor subfamly 4R é‘bgzltbhl@erZOOB
menber 2, NM 006186.1 hypothetical protein FLJ22215, BC003543.1 14

Sept enmber 2006 O 5Q 0 non-specific cross reacting antigen, ML8728.1

anyl ase, alpha I A salivary (AMY1A), NM 004038.1 carcinoenbryonic
antigen-related cell adhesion nolecule 6 (non-specific cross reacting
antigen), B0005008.1 glutathione S tgyansferase subunit 4 (EC 2.5.1.18),
X08020. 1 SH3-contai ning protein SH3G.B2, AF257319.1 KDEL (Lys-Asp-d u-Leu)
endoplasmc reticulumprotein retention receptor 1, NM 006801.1 anterior

gradient 2 (@m@ndpgﬂ@)eﬂpr@ O 1 AF038451. 1 sv? MJC4 apomuci n, nucin
4, tracheobronchi al, 242547.1 stratifin, 80000329.1 connective tissue

growm h factor, MP2934.1 cytochronme P450-11B (hl1B3), M9873.1 filam n A
al pha (acti n-dingdiing rpregieet iFi28 Pro AL 856 ArIdyEne gl ycoprotein LIG 1,
AB050468.1 E74-1i ke factor 3 (ets domain transcription factor,

epithelial -specific ), U73844.1

' SMC (mouse} homeleg: U52191.1

myelin basic protein: L18865.1
5100 calcium-binding protein: NM 005980.1
Jagged2 (JAGZ): AF003521.1

ilatent transforming growth factor beta binding protein
4: NM _003573.1

microtubule-associated protein, RPEB family, member 3:
AB025186.1

Unknown {(protein for MGC:2854): BCO03629.1
clone=IMAGE~-2406340: AI830563

AQP3 gene for aguaporine 3 (water channel): AB001325
cDNA DKFZp434A119

fenestrated-endothelial linked structure protein
(FELS), PV1 protein (PLVAP):. AF326591.1

LUNX protein; PLUNC (palate lung and nasal epithelium
clone); tracheal epithelium enriched protein

(LOC51297) : AB024937.1

RAB, member of RAS oncogene family-like 2A: AF095350.1




14 Septenber 2006 O GL O elastin (supraval vul ar aortic stenggi fﬁ?‘ﬁ
Beuren syndrone), M6860.1 ephrin receptor EPHA3, AF213459. 1qa %t%ﬂdr o

(Marfan syndrone), L13923.1 discs, |large (Drosophila) honolog 1, U13896.1
| ysyl oxidase-like 1 (LOXL1), L21186. 1 calunenin, U67280.1 nale germ

cel | -associ ated ki nase, NM 005906.2 plectin 1, internmediate fil ament

bi ndi ng protein, 500kD, Z54367 peroxi sone biogenesis factor 1, AF026086.1
mast cell tryptase beta IIl, AF099143 - ataxi a-tel angi ectasia group

D associ ated protein, AF230388.1 hypothetical protein FLJ10921, NM
018272.1 biglycan, BC002416.1 BLu protein, A0002481 CG -92 protein,

AF151850. 1 l4crSepieiiies 200pen 52 addapt OFamel a4 edmpret®i4m conplex 1, nu 2
subunit, BC003387.1 keratin 15, BC002641.1 B7 protein, Ur2508.1 5100

cal cium bi ndi ng protein A2, B0002829.1 MJF1 protein, 80004953.1

chol est erol 25 hydrexiyd @is g3 r ARGS9 FUATZ3049: NM_024687.1

hypothetical protein FLJ11767: NM 024593.1

dynein, axonemal, intermediate polypeptide: AF091619.1
brain specific protein (LOC51673): AF132972.1
myctonin protein kinase (DM): M87313.1

cytokeratin 4: X07695.1

KIAAQO362 gene, MCF.2 cell line derived transforming
sequence-like: AB002360.1

LIM domain protein: BC003096.1

E74-1ike factor 3 {ets domain transcription factor,
epithelial-specific ) : U73844.1

fatty acid binding protein 6, ileal (gastrotropin):
Ul19869.1

eyes absent (Drosophila) homolog 2: U71207.1
phosphatidic acid phosphatase type 2C: BC0O02806.1

epoxide hydrolase 2, cytoplasmic: AF233334.1

tubulin, beta, 2: BC002783.1

heat shock 105kD: DB6856.1




cyti di ne nonophosphat e-N-acetyl neuram nic acid hydroxyl ase
(CVP- N- acet yl neur am nat e nonooxygenase), AF074480.1 neuropi l’lf!-nSef’temberZOOfi
AF022859. 1 Fas-interacting serinethreoni ne kinase 3, honmeodonai n-
interacting protein kinase 3, AF305239.1 a disintegrin and

nmet al | opr ot ei nase domain 28 (ADAM28), transcript variant 2, AF137334.1
CDNA DKFZp434A119 , AW63632 conpl enent conponent 6, J05064.1 cytokeratin
17, Z19574 wingl ess-type MMIV integrajg o site famly, menber 5A, A1968085
14 Septenber 2006 O 53 O matrix netalloproteinase 7 (matrilysin, uterine),
B0003635.1 leionodin 1 (snmooth nmuscle), NM 012134.1 GCipl-interacting zinc
finger proteivw1ABO3D835zAincycidimeependent ki nase inhibitor 1A (p21,
Cpl), BC000275.1 integrin, alpha 7, AF032108.1 DKFZP586G0 | protein,
B&289527 fatty acid binding protein 6, ileal (gastrotropin), U19869.1

gl ut at hi one Stacnsierasse My 1NBG23keriasdRadiM el Gtlet) aissoci ated with

di abetes, L24564.1 claudin 3, AB000714.1 matrix netall oproteinase 10
(stronelysin 2}_)),

' UDP glycosyltransferase 1 family, polypeptide Al:

M57899.1
hypothetical proeotein PRO2834: AF119903.1

lectin, galacteside-binding, soluble, 7 (galectin 7):
LO07769.1

aldehyde dehydrogenase 3 family, member Al: BC004370.1

small inducible cytokine subfamily A (Cys-Cys), member
14: NM 004166.1 '

cysteine-rich protein 1 {intestinal): BC002738.1

putative GTP-binding protein similar to RAYRARIC:
BC000566.1

integrin, beta 4: NM 000213.1

serine (or cysteine) proteinase inhibitor, clade B
(cvalbumin), member 5 (SERPINBS5): U04313.1

Ras-related associated with diabetes: 1.24564.1
hepatic leukemia factor: M395585.1

nuclear receptor subfamily 4, group A, member 2:
NM 006186.1

sialyltransferase: U14550.1




BC002591.1 fibulin 2, NM 001998.1 serine threonine klnase 11 g%ﬁ%
AF035625 eukaryotic translation initiation factor AFooag éﬁgfﬁﬁooe

(Asp-d u- Al a- AspHi s) box pol ypepti de: AF000985.1 14 Septenber 2006 054 0
ri bosomal protein S4: AF116711.1 wubiquitin specific protease 9: AF000986. 2
SMC (nouse) honol og: U52191.1 nyelin basic protein: L18865.1 5100

cal ci um bi nding protein: NM 005980.1 Jagged2 (JAR): AF003521.1 | atent
transformng growh factor beta bindigyg protein 4: NM 003573.1

m cr ot ubul e-associ ated protein, RPEB fam |y, nenber 3: AB025186.1 Unknown
(protein for M3C: 2854): BC003629.1 clone=I MAGE-2406340: A1830563 AQP3 gene
for aquaporine 3 (water channel): AB001325 CcDNA DKFZp434A119

(PLVAP) - AF320801 Ao L1 pPoter s TRLUNG (AL ia7 dnd nasal epi thel i um
clone); tracheal epitheliumenriched protein (LOC51297): AB024937.1 RAB,
menber of RASoncogene fand lyrd Tke 3 AFQIR3R0. 4,14, SeRtenber, 2006

dystrophic, dominant and recessive) : L02870.1

insulin-like growth factor binding protein 6:
BC003507.1

fibroblast growth factor receptor 2 (bacteria-
expressed kinase, keratinocyte growth factor receptor,
cranicfacial dysostosis 1, Crouzon syndrome, Pfeiffer
syndrome, Jackson-Weilss syndrome}: M80634.1

insulin-like growth factor 1 receptor: NM 000875.2

ataxia-telangiectasia group D-associated protein:
AF230388.1

keratin 5 (epidermclysis bullosa simplex, Dowling-
MearaKobnerWeber-Cockayne Types): M21389.1

Duffy blood group: UC01839.1
transforming growth factor B, NM 000660
sorting nexin 10 (SNX10), AF121860.1

prhospheclipase AZ, group IIA (platelets, synovial
fluid), M22430.1

hemoglobin alpha-1 globin chain (HBAl), AF349571.1

macrophage scavenger receptor 1, AI299%239




0 55 0 chronosone 11 open reading frame 16: NM 020643.1 hyp
protein FLJ23049: NM 024687.1 hypothetical protein FLJ11767QHW%§§%2§06

dynei n, axoneral, internedi ate pol ypeptide: AF091619.1 brain specific
protein (LOC51673): AF132972.1 nyotonin protein kinase (DM: M7313.1
cytokeratin 4: X07695.1 KI AA0362 gene, MCF.2 cell line derived transform ng
sequence- i ke: AB002360.1 LI M domain protein: BC003096.1 E74-like factor 3
(ets domain transcription factor, epighedial-specific ) : 073844.1 fatty
acid binding protein 6, ileal (gastrotropin): 019869.1 eyes absent
(Drosophila) honmol og 2: 071207.1 phosphatidic acid phosphatase type 2C

BC002806. 1 epoxfsetfyd) oh@abeodar Y4 opbasat&d MN2E83834: 1 ptabsin, 1 beta, 2:
BC002783. 1 heat shock 105kD: D86956.1 14 Septenber 2006 56 wvillin 2
(ezrin): J05021.1 arachidonate 15-1i poxygenase: NM 001140.1 UDP

glycosyl transdesasecdrimmnptylepod ypeht | 2k A NM MBIZ89D5 11 hypot het i cal
protein PR02834: AF119903.1 | ectin, galactoside-binding, soluble, 7

(galectin 7): LO7769.1
retinol-binding protein 4, interstitial, AF119868.1

major histocompatibility complex, class II, DR beta 3,
M27635.1

adipose differentiation-related protein, BC005127.1
hemoglobin, delta, NM (00519.2
beta-2-microglobulin, AW1889%40

hemoglcekin, alpha 2, BC005931.1

protein C receptor, endothelial (EPCR), L35545.1
thymosin, beta 10, M92381.1

apolipoprotein C-I, W79394

hypothetical protein, AL133067.1

protecglycan 4, (megakaryocyte stimulating factor,

articular superficial zone protein), U70136.1
tetranectin (plasminocgen-binding protein), NM 003278.1
platelet factor 4, M25897.1

tissue factor pathway inhibitor 2, BC005330.1

fatty acid binding protein 4, adipocyte, BC003672.1




al dehyde dehydrogenase 3 fam |y, nenber Al: BC004370.1 small,i i
cytoki ne subfamly A (Cys-Cys), nenber 14: NM 004166.1 cystgﬁrsﬂilgkﬂ:le?zooe
protein 1 (intestinal): BC002738.1 putative GIP-binding protein simlar to
RAYRABI C. BC000566.1 integrin, beta 4: NM 000213.1 serine (or cysteine)
proteinase inhibitor, dade B (oval bumn), nenber 5 (SERPINB5): U04313.1
Ras-rel ated associated with diabetes: L24564.1 hepatic |eukem a factor:
MB5585. 1 nucl ear receptor subfam |y 4ggroup A nenber 2: NM 006186.1
sialyltransferase: 014550.1 14 Septenber 2006 0 57 0 hypothetical protein
FLJ13110: NM 022912.1 collagen, type VII, alpha 1 (epidernolysis bullosa,
dystrophic, dom nant and recessive) : L02870.1 insulin-like growth factor

bi ndi ng protein.6: 80003 fihlr t gromh factor receptor 2
(bacteri a- ex%arntehses%sd“k?ér)lagcggs er ﬁﬁﬁﬁ%ﬂcﬁﬁe grow h factor receptor,
crani of aci al dysostosis 1, Crouzon syndrone, Pfeiffer syndrone,

Jackson- Wi s%gﬂgﬁ%éné\ﬁp%;graf%@%i%ﬂé@ ﬁr%ddbgﬁclt or 1 receptor:

NM 000875.2 ataxi a angi ect associ’ated protein: AF230388.1
keratin 5 (epidernolysis bullosa sinplex, Dowing-
MHC class I HLA-B51 major histocompatibility complex,

class I, E, M31183.1
endothelial PAS domain protein 1, U51626.1

Apo-2Z ligand tumor necresis factor {ligand)
superfamily, member 10, U37518.1

haptoglobin-related protein, NM 020895.1
- Rho guanine exchange factor (GEF) 12, AF119898.,1

major histocompatibility complex, class II, DR beta 5,
M11867.1

interferon, gamma-inducible protein 30, AF097362.1

ferritin, light polypeptide, BGS537190

prosaposin (variant Gaucher disease and variant
metachromatic leukodystrophy), BC004275.1

calcium-binding protein A4 (calvasculin, metastasin,),
NM 002961.2

hemoglokin, beta, M25079.1

CDW5Z2 antigen (CAMPATH-1 antigen), BC000644.1

aldehyde dehydrogenase 1 family, member A2, AB015226.1




Mear aKobner Weber - Cockayne types): M1389.1 Duffy bl ood group:, ’6‘% b 200
transformng gromh factor (31, NM 000660 sorting nexin 10 ( mber 6
AF121860.1 phospholipase A2, group Il A (platelets, synovial fluid),

M22430. 1 henogl obi n al pha-| gl obin chain (HBAL), AF349571. 1 macrophage
scavenger receptor 1, A1299239 14 Septenber 2006 58 surfactant,

pul monary-associ ated protein C, BC005913.1 disintegrin protease (MZ2.219),
NM 014479.1 retinol-binding protein 4, iaterstitial, AF119868.1 major

hi st oconpatibility conplex, class Il, DR beta 3, MR7635. 1 adi pose
differentiation-rel ated protein, BC005127. 1 henogl obi n, delta, NM 000519. 2
bet a- 2- m cr ogl obul i n, AWL88940 hem)gl obi n, al pha 2, BCI)05931. 1 protein C

receptor, endothelial PCR 45.1 thynosin, beta 10, M2381.1

apol i popr ot el%%efpSW%'Qﬁg%%%ielu cal protein, AL133067.1 proteoglycan
(megakaryocyte stinulating factor, arti cuI ar superficial zone protein),

U70136. 1 tet I e ein 03278.1 _platel et

factor 4, I\/QSD@_g@e@Z% ﬁ%%%eﬁﬁ%?q%&?%waég tt%rgdinNtﬁf@ 5%]3?)5 Ty atty

aci d bi ndi ng fr ot U, L adi pocyte, 30003672 1

major histocompatibility complex, class II, DQ alpha
1, M33906.1

fibroblast growth factor 9 (glia-activating factor),
D14838.1

hemoglobin, alpha 2, AF097635.1

transferrin receptor (p96, CD71), BC001188.1
complement compeonent 3 (C3), K02765.1

cDNA DKFZp564D066, AL0O50025.1

complement component 1, g subcomponent, beta
polypeptide, NM 000451.2

small inducible cytokine subfamily A (Cys-Cys), member
18, pulmonary and activation-regulated, AR000221.1

reticuleon 1, L10333.1

major histocompatibility complex, c¢lass II, DR beta 1,
M33600.1

haptoglobin, T1.29394.1

acid phesphatase 5, tartrate resistant, J04430.1




14 Septenber 2006 O 59 0 cathepsin B (CTSB), ML4221.1 transqgrggr%atllﬁerzoos

superfam |y nenber 1, MB0657.1 MHC class | HLA-351 mmjor histoco

conplex, <class I, E, M31183.1 endothelial PAS donmain protein 1, U51626.1

Apo-2 ligand tunor necrosis factor (ligand) superfam |y, menber 10,
U37518. 1 haptogl obin-related protein, NM 020995.1 Rho guani ne exchange

factor (GEF) 12, AF119898.1 nmjor histoconpatibility conplex, class |1,

beta 5, ML1867.1 interferon, gammeeiggducible protein 30, AF097362.1

ferritin, light polypeptide, BG37190 prosaposin (variant Gaucher disease

and variant netachromatic | eukodystrophy), 80004275.1 cal ci um bi ndi ng
protein A4 (C@.W@@@bbxh@,Pw@asmsfmily A D02 96d+ 2 hegrogy obi n,  bet a,
M25079. 1 CDWb2 nt%r?fn éCAI\/PATé—I— 1tan en BC000644. 1, aI dehyde

dehydr ogenase 1“4 1§ menber® 22" S Apt1%2 GXTIT&O%%%?%%M 2006 60

cat hepsin Z, m@ﬁﬁi&el\/ﬂc NéHﬁ:MBBQl maj or hi stoconpatibility conpl ex, class
I, B, L37880.1 major histoconpatibility conplex, class Il, DQ alpha 1,

M33906. 1 _
CD36 antigen (collagen type I receptor, thrombospondin

receptor), M24795.1

calbindin 2, (29kD, calretinin), NM 001740C.2
alpha-2-HS-glycoprotein, BG538564

c¢DNA DKFZp564Al32, AL049963.1

fibronectin 1, AF130095.1

phosphodiesterase 4C, cAMP-specific, NM 000923.1

transcription facter 7 (T-cell specific, HMG-box),
NM 003202.1

found in inflammatory zone 3 (FIZZ3), AF323081.1
claudin 15, NM C14343.1

carboxypeptidase Bl (tissue), MB81057.1
hypothetical protein FLJ14054, NM 024563.1

bone marrow stromal cell antigen 1, D21878.1
interleukin 7 receptor, M29%696.1

procoilagen C-endopeptidase enhancer 2, AF098269.1

calcium-binding protein A8 {(calgranulin A}, AW238654




fibroblast growh factor 9 (glia-activating factor), D14838. ‘ﬁ@ﬁg
al pha 2, AF097635.1 transferrin receptor (p9C, CDrl), BOOOllgé iﬂﬁupiboe

conpl ement conponent 3 (C3), K02765.1 cDNA DKFZp564D066, AL050025.1

conpl ement conponent 1, g subconponent, beta polypeptide, NM 000491.2
smal | inducible cytokine subfamly A (Cys-Cys), nenber 18, pulnonary and
activation-regul ated, AB000221.1 reticulon 1, L10333.1 nmjor

hi stoconpatibility conplex, class Id,zPR beta 1, M3600.1 haptogl obin,
L29394.1 acid phosphatase 5, tartrate resistant, J04430.1 14 Septenber 2006
61 cytochronme P450, subfamly XXVIIA (steroid 27- hydroxyl ase,

cer ebrot endi nous xant homat osis), polypeptide 1, M2401.1 CD36 antigen

(col I agen typg receptor), M4795.1 cal bindin 2,
(29kD, cal ret F%*%)%%ﬁ%%%%@ﬁ%%% gl ycoprotei n, BG538564 cDNA
DKFZp564A132, AL049963.1 fibronectin 1, AF130095.1 phosphodi esterase 4C, -

o popect 1 tna Tk Zggﬁ%campgfﬂ%f{wté&{bf@ﬂ AUrdsd Lol p SRES T ©

human leukocyte antigen C alpha chain, maijor
histocompatibility complex, class I, C, AK024836.1

BCM-like membrane protein precursor, AF144235.1
CD1l4 antigen, M86511.1
pulmonary surfactant protein (SP5), J03553

signal transducer and activator of transcription 1,
81kD, BCO02704.1

Wilms tumor 1 (WT1l), transcript variant D, NM 024424.1
annexin A8, BC004376.1

macrophage receptor with collagenous structure, MARCO,
AF035819.1

surfactant, pulmonary-associated protein AZ,
NM 006926.1

solute carrier family 6 (neurotransmitter transporter,

serotonin), member 4, L05568.1
chitinase 1 {(chitotriosidase), U29615.1

lung type-I cell membrane-associated glycoprotein,
AULI54455




found in inflammatory zone 3 (FlZZ3), AF323081.1 claudin 154
car boxypepti dase 31 (tissue), MB1057.1 hypothetical protein éN%%&ééﬁﬁﬁﬁhos

024563.1 bone marrow stromal cell antigen 1, D21878.1 interleukin 7
receptor, M9696.1 procoll agen C endopepti dase enhancer 2, AF098269.1

cal ciumbi nding protein A8 (calgranulin A), AW38654 14 Septenber 2006 62
0 cDNA DKFZp564D193, AL049252.1 mmjor histoconpatibility conplex, class Il
DP beta 1, JG3041.1 human | eukocyte @ntigen C al pha chain, najor

hi st oconpati bility conplex, class I, C AK024836.1 BCMIike nenbrane
protein precursor, AF144235.1 CDl14 antigen, M6511.1 pul nonary surfactant
protein (SP5), J03553 signal transducer and activator of transcription 1,
91kD, BC002704,,1 W/ ms. tu %Q% transcr|$¥ vari ant £m4024424 1
annexi n A8, %%% 4 e %ﬁﬁ%é F e ept Bt ?ﬁﬁl&ﬁﬁﬁﬁﬁ% tructure
MARCO, AF0358®)18surfactant, pul nonary-associ ated protein A2, NM
006926. 1 solute carrier fanily 6 (neurotransmtter transporter,

serotonin), nenber 4, L05568.1 chitinase 1 (chitotriosidase), U29615.1
gamma- amlnobutyrlc acid (GABA) A receptor, alpha 5,

BF266183
hypothetical protein FLJ12983, NM 024856.1
sialophorin (gpLll5, leukosialin, CD43), J04536.1

cerebelliar degeneration-related protein (34kD),
M16965.1

hydroxyacid oxidase 2 {lcong chain), hydroxy-delta-5-
steroid dehydrogenase (3 beta-and steroid delta-
isomerase 2), AL359553

CLONE=IMAGE:1032795=Hs.83623 nuclear receptor
subfamily 1, group I, member 3

small inducible cytokine subfamily C, member 2:
NM 003175.1

hypothetical protein similar to swine acylneuraminate
lyase: NM 030769.1

fibrinogen, gamma polypeptide: AF118092.1

thrombospondin 1: NM 003246.1

SAM domain, SH3 domain and nuclear localisation
signals, 1: AF222927.1




lung type-I cell menbrane-associated glycoprotein, AUL54455 134
2006 63 0 fibronectin leucine rich transnmenbrane protein 2, &Egg%g%?%?OG

gama- am nobutyric acid (GABA) A receptor, alpha 5 BF966183 hypot heti cal
protein FLJ12983, NM 024856.1 sial ophorin (gpLIl5, |eukosialin, CD43),
J04536.1 cerebell ar degeneration-related protein (34kD), ML6965.1

hydr oxyaci d oxi dase 2 (long chain), hydroxy-delta-5- steroid dehydrogenase
(3 beta-and steroid delta- isonerase g), AL359553

CLONE=I MAGE: 1032795=Hs. 83623 nucl ear receptor subfamly 1, group I, nenber
3 smal |l inducible cytokine subfamly C nenber 2: NM 003175.1 hypot heti cal
protein sim lafidinsam me-aod neurainialeye |yBsep NMO3076H.:1 i bri nogen,
gama polypeﬁhhgﬁi? F118092.1 thronbospondin 1: NM 003246.1 SAM domai n,
SH3 domain a clear localisation signals, 1: AF222927.1 14 Septenber
2006 0 64 O chitinase 3-like 1 (cartilage glycoprotein-39): MO0927.1

CLONE=IMAGE:3578023 collagen, type XIV, alpha 1
(undulin)

chloride intracellular channel 2: NM 001289.2
monckine induced by gamma interferon: NM 002416.1

KIAAQ433 protein: NM 015216.1

tumor necrosis factor, alpha-induced protein 6:
NM 007115.1

thrombospondin 2: L12350.1

collagen, type IV, alpha 3 (Goodpasture antigen}:
NM 0C0C91.1

integrin, beta-like 1 (with EGF-like repeat domains):
ARQT72752.1

diubiquitin: NM 006398.1

protease, cysteine, 1 (legumain): D55696.1
cytochrome P450, subfamily I (dioxin-inducikle),
polypeptide 1 (glaucoma 2, primary infantile}:
U03688.1

integrin, alpha 1: X68742.1

GABA-B receptor, G protein-coupled receptor 51:
AF056085.1




CLONE=I MAGE: 3579023 col | agen, type XIV, alpha 1 (undulin) c

intracellular channel 2: NM 001289.2 nonokine induced by gaﬁ#cagélé]{tg]r eé'rz(g)OS
NM 002416.1 KI AA0433 protein: NM 015216.1 tunor necrosis factor,

al pha-induced protein 6: NM 007115.1 thrombospondin 2: L12350.1 col | agen,
type 1V, al pha 3 (Goodpasture antigen): NM 000091.1 integrin, beta-like 1
(with EG--1ike repeat domains): AF072752.1 diubiquitin: NM 006398.1
protease, cysteine, 1 (legumain): Db65696.d1 cytochrome P450, subfamily |

(di oxi n-inducible), polypeptide 1 (glaucoma 3, primary infantile):

u03688. 1 integrin al pha 1: X68742.1 GABA-B receptor, G protein-coupled
recept or AF056085. 1 14 Sept enber 2006 65 Kl AA1199 protein:

AB033025.1 c type V, al 000393.1 interleukin 13 receptor,
al pha 2: U703%%§gff§%eﬁ%§§ﬁ?é§e'%ﬁgﬁéhﬁgwaltochondriaI nmenbrane 8 (yeast)
honol og A: 80005236.1 steroid sul fatase (mcrosonmal), arylsulfatase C,
Isozyme St M0 den, type v, alpha 2: NM 000393.1

interleukin 13 receptor, alpha 2:; U70981.1

translocase of inner mitochondrial membrane 8 (yeast)
homelog A: BC005236.1

stercid sulfatase (microsomal), arylsulfatase C,
isczyme S: M16505.1

CLONE=IMAGE:1982571 ATPase, H+ transporting, lysosomal

(vacuolar proton pump) 9kD
nidogen (enactin): M30269.1
KIAA1598 protein: AU157109
vascular cell adhesion meolecule 1: M60335.1

guanylate binding protein 1, interferon-inducible,
67kD: BC002666.1

cDNA DKFZpb86E1124

apolipoprotein H (beta-2-glycoprotein I): M62839,1
ribosomal protein L37a: BEBLT77T72

cathepsin S: MEG6553.1

a disintegrin and metalloproteinase domain 9 (meltrin
gamma) {ADAMS): U41766.1




CLONE=I MAGE: 1982571 ATPase, H+ transporting, |ysosomal (vacyal
punp) 9kD ni dogen (enactin): MO0269.1 KIAA1598 protein: AUlg?f%%“@ﬁQ%ﬁ?@PB
cel |l adhesion ntlecule 1. Ms0335.1 guanyl ate binding protein 1,
interferon-inducible, 67kD: B0002666.1 cDNA DKFZp586El | 24 apol i poprotein H
(beta-2-glycoprotein I): M2839.1 ribosomal protein L37a: BE857772
cathepsin S: MB6553.1 a disintegrin and netal | oprotei nase domain 9 (neltrin
ganmma) (ADAMD): 041766.1 14 Septenberg2006 66 zinc finger protein 331:
AF272148.1 |ysosonal -associ ated nenbrane protein 2: J04183.1

car boxypepti dase M NM 001874.1 col |l agen, type |, al pha 2: NM 000089. 1

P311 protein: U36189.1 KI AA0372 gene product: AB002370.1 Human T

cell-specific_protein RANTES: M1 o on- gama- i nduci bl e
i ndol eani ne 2?§Qﬁi%&9%%%a%EPt?}?x§§%NB%ﬁ%gégféygothetical protein FLJ10430:
NM 018092.1 transcription factor |1SGF-3: M7935 interleukin 1
receptor-like; J (LLIRL1): NM ' ?g a okipe (HL74),
smal | inducib %S %yto i%%ssu é%?ﬁ@éé?f%ﬁgf%é%ﬁ% ,p%hdggf 11':II

carboxypeptidase M: NM 001874.1

collagen, type I, alpha 2: NM 000089.1

P311 prectein: U36189.1

KIAAQ3T7Z gene product: ABR002370.1

Human T cell-specific protein RANTES: M21121

interfercon-gamma-inducible indcocleamine 2,3-dioxygenase
(IDO): M34455.1

hypothetical protein FLJ10430: NM_018092.1
transcription facteor ISGF-3: M97935

interleukin 1 receptor-like 1 (IL1RL1): NM 003856.1
putative alpha chemokine (H174), small inducible
cytokine subfamily B (Cys-X-Cys), member 11:

AF002885.1

small inducible cytokine subfamily B {Cys-X-Cys),
member 10: NM C01565.1

mesoderm specific transcript (mocuse) homolog:
BCOO2413.1

carboxypeptidase B-like protein: ARB(011969.1




AF002985. 1 smal | inducible cytokine subfam |y B (Cys-X-Cys), 32’%@35‘9&20%

001565. 1 nesoderm specific transcript (nouse) honolog: BCOO

car boxypepti dase B-1ike protein: AB011969.1 14 Septenber 2006 0 67 0 CD2
antigen (p50), sheep red blood cell receptor: ML6445. interferon,

al pha-inducible protein (clone IFl-6-16): NM 022872.1 RAS guanyl releasing
protein 1 (calciumand DAG regul ated): AF081195.1 |ipase, endothelial:
AF118767.1 fatty-acid-Coenzynme A |ld gase,o | ong-chain 4: NWMD22977.1 Kkl otho:
AB005142.1 chondroitin sulfate proteoglycan 2 (versican): NW04385.1

hypot heti cal protein, expressed in osteoblast: AB000115.1 CQ3 -83 protein:
80000878.1 |eucine am nopepti dase: AF061738.1 UDP-Gal : betad cNAc beta

1, 3-gal act osy, ansferase ol y epti de BO 1 prot ocadherl n al pha
12: AF152308.<‘l1[5§ L OgT Y c A B At dgr%ﬁ‘%cf Sﬁl RS

Mled4s.

interferon, alpha-inducible protein (clene IFI-6-16):
NM 022872.1

RAS guanyl releasing protein 1 {calcium and DAG-
regulated): AF0B81195.1

lipase, endothelial: AF118767.1

fatty-acid-Coenzyme A ligase, long-chain 4:
NM 022977.1

klotho: AB005142.1

chondroitin sulfate proteoglycan 2 (versican):
NM 004385.1

hypothetical protein, expressed in ostecblast:
ABCOO115.1

CGI-83 protein: BCO00878.1
leucine aminopeptidase: AF061738.1

UDP-Gal:betaGlcNAc beta 1,3-galactosyltransferase,
polypeptide 3: ABO50855.1

protocadherin alpha 12: AF152308.1
neurcglycan C: AF059274

neuroligin: AI338338




4 14 Septenber 2006 68 0 HSPC156 protein: AF161505.1 hypot t
FLJ13310: NM 025118.1 eosinophil chenotactic cytokine (TSAlggzsgéﬁbnme(?ﬂO%
A3025008.1 am nopepti dase: AF191545.1 senaphorin senR: AB029496. 1

prot ocadherin 12: AF231025.1 X transporter protein 3: NM 020208.1
transmenbrane 4 superfam |y nenber (tetraspan NET-2): AF124522.1

hypot heti cal protein FLJ10970: NM 018286.1 perform 1 (pore formng
protein): M8393.1 natural killer £efd oroup 7 sequence: NM 005601.1

hypot heti cal protein DKFZp761N09121: BF435376 integrin, alpha 4 (antigen
CD49D, al pha 4 subunit of VLA-4 receptor): BG532690 chitinase 3-1ike 2:
058515.1 FYN oncogene: N20923 relaxin 1 (H): BC005956.1 14 Septenber

2006 0 69 O lgiéjéf%%prost %ag‘gﬁw@d&%df ogenase .15-(NAD): U63296. 1

sul fotransfer menber 1: AF186254.1 TG--b
superfam |y receptor type |I: L17075.1 granzyne B (granzyne 2, cytotoxic

T-lynphocyt e gssaclaf &th SGFdNe: eSFEFPse1 d) nhVBEAdBrd 1
eosinophil chemotactic cytokine (TSA1902): AB025008.1
aminopeptidase: AF191545.1
semaphorin semZ: AB(0Z2949¢6.1
protocadherin 12: AF231025.1
X transporter protein 3: NM 020208.1

transmembrane 4 superfamily member (tetraspan NET-2):
AF124522.1

hypothetical protein FLJ10970: NM 018286.1
perforin 1 (pore forming protein): M28393.1
natural killer cell group 7 sequence: NM 005601.1
hypothetical protein DKFZp761N09121: BF435376

integrin, alpha 4 (antigen CD49D, alpha 4 subunit of
VLA-4 receptor): BG5326%0

chitinase 3-like 2: U58515.1
FYN oncogene: N20923

relaxin 1 {(H1): BCO05956.1




cystatin F (Il eukocystatin): AF031824.1 regul ator of G protein td 2%06
(RGSZ1): AF060877.2 clone M3C. 12387: ML6942. 1 zi nc-al pha2- gI yc %ﬂ el n:
D90427.1 BCG i nduced i ntegral nmenbrane protein Bl GWb-103: AB040120.1
nectin-like protein 2 (NECL2): AF132811.1 CD209 antigen-like: AB015629.1
solute carrier famly 6 (neurotransmtter Lransporter, serotonin), nenber
4. L05568.1 MAD (nothers agai nst decapentapl egic, Drosophila) honol og 6:
U59914.1 latrophilin: AF104939.1 calgitonin receptor-like: L76380.1 14
Septenber 2006 70 O matrilin 3: NM 002381.2 solute carrier famly 14 (urea
transporter), menber 1 (Kidd blood group): U35735.1 MAP ki nase ki nase 6

(MKKB) , i t ogepdast yyiad SthProt@imn & paseykidasel $: (W39656:dz protocadherin
17: AF029343.1 granulysin: NM 006433.2 interferon-stimulated protein, 15
kDa (1SGL5): ML3755.1 cadherin 5, type 2, VE-cadherin

(vascul ar epi thel famyans {84722 . Aannhr wirbonoekd § i, MBS55Zndbd mntler f er on,

al pha-i nduci bl g, prot pin 27: NM 005532.1

TGEF-b superfamily receptor type I: L17075.1

granzyme B (granzyme 2, cytotoxic T-lymphocyte-

assoclated serine esterase 1): M36118.1

cystatin T (leukocystatin): AF031824.1

reculator of G protein signaling-Z {(RGSZ1l): AF060877.2
clone MGC:12387: M16%42.1

zinc-alpha2-glycoprotein: D90427.1

BCG induced integral membrane protein BIGMo=-103:
AB040120.1

nectin-like protein 2 (NECL2): AF132811.1
CD20% antigen-like: AB015629.1

solute carrier family 6 (neurctransmitter transporter,

serotonin), member 4: LOB568.1

MAD {mocthers against decapentaplegic, Drosophila)
homoleg 6: U559814.1

latrophilin: AF104939.1

calcitonin receptor-like: L76380.1




interferon-gamm, X87308 and allelic variants or nutants thergod, Hﬂﬁﬁ
interferon ganma according to claim7 wherein said ponnucIeoS$J§e I nﬁﬁ?e

for the nolecular characterization of | PF conprises a pool of

pol ynucl eoti de sequences fromthe following list: Deleted in Lung and
Esophageal Cancer 1 Caudin 3 Miucin 4, tracheobronchial B7 protein 14
Sept enber 2006 71 Blu protein Forkhead box J1 N&2 protein Ephrin
receptor EPHA3 Insulin-like growh {agjor. binding protein 2

d ut hatione-S-transferase M2 (nuscle) S 100 cal ci um binding protein A2
Keratin 15 Cytokeratin 17 A desintegrin and netall oprotei nase 28 ( ADAM28)

Sper m associ atgtradh gen v Rt epgl ycan 4 Platelet factor 4 Cathepsin Z
CD14 antigen Interferon gamma Transform ng growth factor beta

sclute carrier family 14 (urea transporter}, member 1
(Kidd blood group): U35735.1

MAP kinase kinase 6 (MKK6), mitogen-activated protein
kinase kinase 6: U39656.1

protocadherin 17: AF02%343.1

granulysin: NM 006433.2

interferon-stimulated protein, 15 kba (ISG1H5):
M13755.1

cadherin 5, type 2, VE-cadherin (vascularepithelium):
Uug4722.1

thrombomodulin: M16552.1

interferon, alpha-inducible protein 27: NM 005532.1

interferon-gamma, X87308

and allelic variants or mutants thereof

9. Use of interferon gamma according te claim 7 wherein
said polynucleotide library for the molecular
characterization of IPF comprises a pool of

polynucleotide sequences from the following list:

Deleted in Lung and Esophageal Cancer 1
Claudin 3
Mucin 4, tracheobronchial

B7 protein




Connective tissue growh factor Interleukin 13 Signal trans

activator of transgription 1 Interleukin 7 receptor cDNA DKﬂ%S%%%E@%?Q%ﬂ?G
allelic variants or nmutants thereof. 10. Use of pharmaceutical kit
according to clainms 7 or 8, wherein IFNy is adm nistered to the

individual in a single dose anount varying from1l.0 to 5.0 g / kg body
weight. 11. Use of pharnaceutical kit according to claim3, wherein the

gl ucocorticoid conpound is adm ni stered to the 14 Septenber 2006 72 0

i ndividual in a single dose anount varying from 100 to 350 g / kg body

wei ght. 12. Use of pharmaceutical kit according to claim2, wherein

i nterferon gdiih BEC%ERA ni stered to the individual by inhalation.

Forkhead box J1

NG2Z protein

Ephrin receptor EPHA3

Insulin-like growth factor binding protein 2
Giluthatione-S-transferase M2 (muscle)

S 100 calcium-binding protein A2

Keratin 15

Cytokeratin 17

A desintegrin and metalloproteinase 28 (ADAM2Z8)
Sperm associated antigen 6

Proteoglycan 4

Platelet factor 4

Cathepsin Z

CD1l4 antigen

Interferon gamma

Transforming growth factor beta

Connective tissue growth factor

Interleukin 13

Signal transducer and activator of transcription 1
Interleukin 7 receptor

cDNA DKFZp564A123

and allelic wariants or mutants thereof.

10. Use of pharmaceutical kit according to claims 7 or 8,
wherein IFN-y is administered to the individual in a single

dose amount varying from 1.0 to 5.0 pug / kg body weight.

11. Use of pharmaceutical kit according to claim 3,

wherein the glucoccrticeid compound is administered to the
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individual in a single dose amount varying from 100 to 350

pg / kg body weight.

12. Use of pharmaceutical kit according te claim 2,
wherein interferon gamma is administered to the

individual by inhalation.




