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>66 0AFU 8 8% 100%
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TLR2%3 (AFU) JR%FE (SENSITIVITY) EE M (SPECIFICITY)
<330AFU 100% 2%
>660AFU 100% 2 6%
660—1500AFU 69—99% 27—87%
>1500AFU 6 8% 8 8%
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<1500AFU 94% 4 6 %
1500—4000AFU 36—93% 45—96%
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International application Na.
INTERNATIONAL SEARCH REPORT PCT/EP2016/053293
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

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

1. |:| Claims Nos.:

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

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with tha sacond and third sentences of Rule 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

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

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

4. Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1-19, 21-24, 28-31

Remark on Protest The additional search feee were accompanied by the applicant's protest and, where applicabls, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

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

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

International application No

PCT/EP2016/053293

A. CLASSIFICATION OF SUBJECT MATTER

INV. GOIN33/68 Co7K14/705
ADD.

Anocording to Intemational Patent Classifioation IPC) or to both national olassification and IPC

B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbals)

GOIN CO7K

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Elactronic data base Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, WPI Data, BIOSIS

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A WO 20117066621 Al (UNIV SYDNEY [AU]; 1-19,
SUTTON GERARD [AU]; MCEVOY JOHN [AU]; 21-24,
MADIGAN MICHEL) 9 June 2011 (2011-96-09) 28-31
the whole document

A US 2007/248970 Al (RABINOWITZ YARON S [US] 1-19,
ET AL) 25 October 2007 (2007-10-25) 21-24,

28-31

abstract

X W0 2013/107826 A2 (PASTEUR INSTITUT [FR]; 22,23

UNIV PARIS DESCARTES [FR]; GROUPE
HOSPITALIER P) 25 July 2013 (2013-87-25)
claims 57, 60, 61

_/--

Further documents are listed in the oontinuation of Box C. See patent family annex.

* Special categories of cited documents :

*T* later deoument published after the intemational filing date or priornity
- L . date and not in oontilict with the applioation but aited 1o understand
"A" document defining the general state of the art which is not considered r— ; f .
to b of particular relevance the principle or theory undlerlying the invention
"E" earfier application or petent but published on or after the international " document of particular relevance; the claimed invention cannot ba
filing date oonsidered novel or cannot be oonsidered to involve an inventive
"Lt dupumntwhilob may thrt:lmlr_ doubts on priority Blaim_(s)_orwhinh is step when the dooument is taken alone
ciied to the pu ! of citation or other *¥" document of particular relevance; tha claimed invention cannat be
conaidered to invalva an invertive etep when the document ia

special reasoh (as ap'ec'rliad)

"O" gooument referring to an oral disclosure, use, exhibition or other combined with one or more other such dosuments, such combination
mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
10 March 2016 2770572016
Name and mailing address of the ISA/ Authorized officer

European Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040, .
Fox: (101-70) 3403016 Bigot-Maucher, Cora

Femn PCT/ASA210 (secand aheet) {(April 2005)

page 1 of 3
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PCT/EP2016/053293

C{Continualion). DOCUMENTS CONSIDERED TO BE RELEYANT

Category™

GCitation of dooument, with indioation, where appropriate, of the relevant pasasages

Relevant to alaim No.

X

"ADVANCES IN OPHTHALMOLOGY",

1 January 2012 (2012-01-01), pages FP-570,
XPO55234152,

Retrieved from the Internet:
URL:http://downloadketah.net/download/133/
Advances_in_Ophthalmology.pdf

[retrieved on 2015-12-07]

{e.g. p 59, 1 3)(p 63, last Tines)

MICERA A ET AL: "Toll-like receptors and
the eye",

CURRENT OPINION IN ALLERGY AND CLINICAL
IMMUNOLOGY,

vol, 5, no. 5, 1 January 2005 (2085-01-01)
. pages 451-458, XP009108411,

LIPPINCOTT WILLIAMS AND WILKINS, US

ISSN: 1528-4050, DOI:
10.1097/01.ALL.D00O182537.55650.99
abstract

LI YINGCHAO ET AL: "Pretreatment With
TLRZ and TLR4 Ligand Modulates Innate
Immunity in Corneal Fibroblasts Challenged
With Aspergillus fumigatus",

10VS,

vol. 54, no. 6, June 2013 (2013-06), pages
4261-4270, XPOD2751883,

1SSN: 0146-0404

abstract

XIAOYONG YUAN ET AL: "Toll-like Receptors
Involved in the Pathogenesis of
Experimental Candida albicans Keratitis",
INVESTIGATIVE OPTHALMOLOGY & VISUAL
SCIENCE,

vol. 51, no. 4, 1 April 2010 (2010-04-81},
pages 2094-2100, XP055233775,

Us

ISSN: 1552-5783, DOI: 10.1167/90vs.09-4330
abstract

ALESSANDRO LAMBIASE ET AL: "Toll-like
receptors in ocular surface diseases:
overview and new findings",

CLINICAL SCIENCE.,

vol. 120, 1 May 2011 (2011-05-01), pages
441-450, XP055234090,

GB

ISSN: 0143-5221

abstract

22,23

1-19,
21-24,
28-31

1-19,
21-24,
28-31

1-19,
21-24,
28-31

1-19,
21-24,
28-31

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)
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C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
A JOHNSON A € ET AL: "Activation of 1-19,
tol11-1ike receptor (TLR)2, TLR4, and TLRS 21-24,
in the mammalian cornea induces 28-31

MyD88-dependent corneal inflammation",
INYESTIGATIVE OPHTHALMOLOGY & VISUAL
SCIENCE - 10VS

vol. 46, no. 2

1 February 2005 (2005-02-01), pages
589-595, XP00B146428,

ASSOCIATION FOR RESEARCH IN VISION AND
OPHTHALMOLOGY, US

ISSN: 9146-0404, DOI: 10.1167/10vS.04-1077
Retrieved from the Internet:
URL:http://iovs.arvojournals.org/article.a
spx?articleid=2124771

[retrieved on 2015-12-04]

abstract

Femn PCT/ASA210 {continuation of aecond aheet) (April 2005)
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International application No

PCT/EP2016/053293
Patent document Publication Patent family Publication
oited in search report date member(s} date
WO 2011066621 Al 09-06-2011 AU 2010327321 Al 12-07-2012
EP 2507394 Al 10-10-2012
US 2013058954 Al 07-03-2013
WO 2011066621 Al 09-06-2011
US 2007248970 Al  25-10-2007  NONE
WO 2013107826 A2 25-07-2013  NONE
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International Applicatioh No. PCT/ EP2016/ 053293

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-19, 21-24, 28-31

diagnosis/determination of the risk/determining the clinical
outcome/selecting a subject to be treated/determining the
risk that a subject following refractive surgery suffers of
ectatic disease of the cornea by determining the expression
level of TLRZ and/or TLR4; use of TLRZ and/or TLR4 - maybe
in a kit as a marker for determining diagnosis of ectatic
disease of the cornea; composition/kit comprising an
antibody, polypeptide, primer and/or a probe specifically
bonding to TLRZ and/or TLR4

2. claims: 20, 25-27

method for determining whether a subject suffering from a
refractive defect is a candidate for refractive surgery
therapy comprising determining the expression level of TLR2
and/or TLR4
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