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n=3 n=3 n=3 n=3 n=>5
d TCA p FZHWDIHERD GIREE O Mg L~ LD, %
1 & Fr 2R R 1
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VEGE-D
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11-2 +100 -61 +84 +1326 +29
11-21 +4 -5 +31 +74 +97
TNF- «
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002 1 1 29 26. 94 2.74

006 2 1 1 9.85 6.75

006 2 1 29 38.91 3. 00

007 2 1 1 51.03 2.77

007 2 1 29 38. 68 0.64

011 2 1 1 45.78 1.01

011 2 1 29 23. 89 0. 44

012 3 1 1 13.81 0.55

012 3 1 29 21.17 0.23

013 1 1 48.33 0.31

013 1 29 26. 94 3.55

015 3 1 1 56.53 2.95

015 3 1 29 46. 62 1.16

017 4 1 1 86.18 0.24

017 4 1 29 27.94 0.15

022 5 1 1 22.90 0.15
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INTERNATIONAL SEARCH REPORT International application No.

PCT/IL2017/05012%

A, CLASSIFICATIGN OF SUBRJECT MATTER

IPC (2017.01) GOIN 33/53, C12€) 1/68, A61K 38/10, A61P 35/00

According to Intemational Patent Clagsification (IPC) or to both national classification and IPC
B. FIELDS SEARCIHED

Minimnm documentation searched (classification system foliowed by classification symbols)
IPC (2017.01) GOIN, C12Q, ASIK

Documentation searched ather than minimum documentation to the extent that such documents are included in the fields searched

Flectonic data base consulted during the iniernational search (name of data base and, where practicable, search terms used)
Databases consulted: THOMSON INNOVATION, CAPLUS, BIOSIS, EMBASE, MEDLINE, REGISTRY, Google Scholar
Search terms used: dTCApFs, Nerofe, Sequence search, glucose-regulated protein 78 , GRP78 , binding immunoglobulin protein, BiP', HSPAS

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of documnent, with indication, where appropriate, of the relevant passages Relevant to claim No.
X ‘WO 2015083167 A1 IMMUNE SYSTEM KEY LTD[IL] 35-37,39-49
11 Jun 2005 (2005/06/11)
examples, claims, pages 5, 22, 23
A Lee, Ennjung, et al. "GRP73 as a novel predictor of responsiveness to chemotherapy in breast |1-34
cancer." Cancer research 66.16 {2006): 7849-7853. DOL 10.1158/0008-5472. Retrieved from
the internet: hitp://cancerres.aacrjournals.org/content/66/16/7549 full
31 Aug 2006 (2006/08/31)
the whole document
A Lee, Ennjung, et al. "GRP73 as potential predictor for breast cancer response to adjuvant 1-34
taxane therapy." International journal of cancer 128.3 (2011): 726-731. DOL 10,1002/
ije.25370 . Retrieved from the internet: <http:/onlinelibrary. wiley.com/doi/10.1002/ijc.25370/
full>
05 Apr 2010 (2010/04/05)
the whole document
X CN 102375061 A NAT POPULATION FAMILY PLANNING COMMITTEE SCIENCE 29,30,32,33
TECHNOLOGY INST
14 Mar 2012 (2012/03/14)
abstract

D Further documents are listed in the continuation of Box. C. E(] See patent family annex.

* Special categories of cited documents:
“A” document defining the general state of the ant which is not considered.

“T"  laer dogument published after the infernational filing date or pricrity
date and not in conflict with the application but cited to nnderstand

Technology Park, Bldg.5, Malcha, Jerusalem, 9695101, Israel
Facsimile No. 972-2-5651616

10 be of paticular klevance the principle or theory underlying the invention
“E"  earlier application or patent but published ox or after the “X” dociunent of particular relevance; the claimed invention cannet be
international filing date considered novel or cannot be considered to involve an inventive
L7 da m&meni wé‘lms% gﬁﬂy E,hﬁﬁw dmlb‘_{j on gﬂongeciqim(s} ar wtt]lilzh is step when the docnment is taken alae
cited to estably ¢ publication date of another citation or other “y* doerment of . . : : .
; i panicular relevance; the claimed invention cannot be
special reason (as specified) considered {o invoive an inveutive slep when the document is
“(0F" document refeiring ko an oral disclosare, use, exhibition or other combined with one or more gther such documents, such combination
means being obrvicus to a person skilled in the art
“p?  dogumeni published prior to fhe international filing date but Later wpn £ fami
tha the priority date claimed &” document member of the same patent family
Date of the actual completion of {he international search Date of mailing of the international searck report
09 May 2017 09 May 2017
Name and mailing address of the ISA: Authotized officer
Isracl Patent Office HOROWITZ Anat

Telephong No. 972-2-5651689

Form PCT/ASA/Z219 (second sheet) (Jamuary 20015)
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Box No. | Nucleotide and/or axmino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard 1o any nucleotide and/or amino acid sequence disclosed in the international application, the international search was

cartied out on the basis of a sequence listing:

a E forming part of the internationat application as fiked:
E in the form of an Annex C/ST.25 text file.
l:] on paper or in the form of an image file.

b. furnished together with the international applicanon under PCT Fule 134er. 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

C. D furnished subsequent to the international filing date for the purposes of intemational seatch onty:

D in the form of an Annex C/ST 25 text file (Rule 13ter 1(a)).

[:I on paper or in the form of an image file (Rule 13ter. 1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or fumished, the required
statements that the information in the subseguent or additional copies is idemntical to that forming part of the application as

filed or does oot go beyond the application as filed, as appropriate, were furnished,

3. Additlonal commends:

Form PCT/ASA/210 (continnation of first sheet (1)) (Jamary 2015)
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Box No.III  Observations where unity of invention iy Iacking (Continuation of item 3 of first sheet)

This International Searching Amthority found multiple inventions in this intemational application, as follows:
Sec extra sheet.

I D As all required additional search fecs were timely paid by the applicant. this imernational search report covers all searchable
claims.

2. IE Ag all searchable claims conld he searched withow cffort justifying additional fegs, this Authority did not invite payment of
additional fees,

3. I:I As only some of the required additional search fees were timely paid by the applicant, this infernational search report covers
only those claims for which fogs were paid, specifically claims Nos.:

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

Remark on Protesi D The additional search fees were accompanied by the applicant s protest and, where applicable,
the payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation,
D No protest accomparied the payment of additional search fees.

Form PCTASA/2 10 (continuation of first sheet (2)) (January 2015)
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Patent docu;n;;x:;tcited search Publication date Patent family member(s) Publication Date
WO 2015083167 Al 11 Jun 2005 WO 2015083167 Al 11 Jun 2015
AU 2014358671 Al 02 Jun 2016
CA 2931023 Al 11 Jun 2015
CN 105939724 A 14 Sep 2016
EP 3076988 Al 12 Oct 2016
IL 245998 Do 31 Jul 2016
JP 2017505755 A 23 Feb 2017
KR 20160085361 A 15 Jul 2016
US 2016303200 Al 20 Oct 2016
CN 102375061 A 14 Mar 2012 CN 102375061 A 14 Mar 2012
CN 102375061 B 30 Fal 2014
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International application No.
PCT/IL2017/050129

patient to treatment with an isolated peptide
comprising the amino acid sequence denoted by
SEQ D NO. 1, said method comprising
determining the expression level of at least one
endoplasmic reticulum (ER) stress marker in at
least one biological sample of said patient as

in ¢laim 17, a kit as claimed in claim 29

acid sequence denoted by SEQ ID NO. 1 as

comprising the amino acid sequence denoted by

an isolated peptide comprising the amino acid

anti-cancer agent as claimed in claim 49.

Box No, Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet):
* This International Searching Authority found mumitiple imrentions in this international application, as follows:
Tivention/s 1 A method for predicting the response of a cancer

claimed in claim 1, a detecting agent specific for an
ER stress marker for nse in said method as claimed

Tivention/s 2 A combination therapy comprising an anti-cancer  Claim/s 35-49

agent and an isolated peptide comprising the amino

claimed in claim 35, a therapeutic kit comprising:
{a) an anti-cancer agent; and (b) an isolated peptide

SEQ ID NO. 1, a method of treatment of cancer in
a patient in need thereof, comprising administering
10 said patient a therapeutically effective amount of

sequence denoted by SEQ ID NO. 1 a functional
derivative thereof or a pharmaceutically acceptable
salt of said isolated peptide in combination with an

Form PCT/ISA/210 (extra sheet) (Jarmary 2015)
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