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n (%) LFS, n (%)

2HRE i >60 2RE i >60

(n=84) (n=47)
PERI
otk 44 (52) 23 (49) 15/44 (34) 6/23 (26)
Bt 40 (48) 24 (51) 20/40 (50) 10/24 (42)
UR7H#
BRI R 7 34(40) 17 (36) 18/34 (53) 8 /17 (47)
] T 25 (30) 10 (21) 9/25 (36) 2/10 (20)
Hh ] 1L 13 (15) 9 (19) 6/13 (46) 4/9 (44)
B R 7 (8) 6 (13) 1/7 (14) 1/6 (17)
ND 5 (6) 5(11) 1/5 (20) 1/5 (20)
53]
E 44 (52) 23 (49) 19/44 (43) 9/23 (39)
A H 14 (17) 5(11) 8/14 (57) 2/5 (40)
AF 7 (8) 6 (13) 2/7 (29) 2/6 (33)
fth 15 (18) 10 (21) 5/15 (33) 3/10 (30)
ND 4 (5) 3 (6) 1/4 (25) 0/3 (0)
ERRE
NPMI n=69 n=39

25 (36) 14 (36) 12/25 (48) 6/14 (43)
FLT3 n=72 n=37

6 (8) 3 (8) 0/6 (0) 0/3 (0)
CEBPA n=42 n=23

3(7) 1 (4) 173 (33) 0/1 (0)
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oooogano
FAT—R
1 63 (75) 33 (70) 31/63 (49) 14/33 (44)
>1 21 25) 14 (30) 4/21 (19) 2/14 (14)
HiRE D 2 — R
0-2 41 (49) 27 (57) 15/41 (37) 6/27 (22)
>2 43 (51) 20 (43) 20/43 (47) 10/20 (50)
BEE: LFS MO MwATE ND £4FF
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HR fBEEHE pE HR BHEEE pE
2BE (n=44)
A Twvs LFS 0.45 0.20-0.98  0.04 0.47 0.21-1.06  0.07
A Ty vs OS 0.29 0.10-0.82  0.02 0.29 0.10-0.85  0.02
A Tewm vs LFS 1.08 0.50-2.36  0.84 1.46 0.64-332  0.37
A T vs OS 1.43 0.52-3.93  0.49 2.65 0.91-7.76  0.08
P2V Ten vs LFS 0.26 0.12-0.60  0.001 0.26 0.11-0.60  0.002
Weirl> Tey vs OS 0.24 0.08-0.69  0.009 0.23 0.08-0.70 0.0l
A Trrr vs LFS 0.50 0.23-1.09  0.08 0.46 0.20-1.03  0.06
BN Ters vs OS 035 0.12-0.99  0.048 0.27 0.09-0.80  0.02
B vs LFS ** 0.19 0.07-0.50  0.001 0.17 0.06-0.47  0.001
S vs O #* 0.13 0.03-0.59  0.008 0.12 0.02-0.54  0.006

B >60 % (n=27)

A Ty vs LFS 025  0.88-0.68 0.007 0.20 0.07-0.61  0.005
A Ty vs 08 017  0.04-067 0.01 0.13 0.03-0.59  0.008
A Tens vs LFS 139  050-3.85 0.53 1.41 0.50-3.97  0.52
A Ten vs OS 3.37 1.01-11.2  0.048 397 1.08-13.2  0.04
B0 Tey vs LFS 0.10  0.03-0.38  0.001 0.10 0.03-0.39  0.001
B0 Ten vs OS 014  0.03-057 0.006 0.13 0.03-0.57  0.006
N Trpr vs LFS 022  0.07-0.68 0.009 0.26 0.08-0.87  0.03
N Terr vs OS 0.10  0.03-0.40  0.001 0.10 0.02-0.51  0.005
S vs LFS ** <0.001  Hx <0001 Hk*
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n (%) LFS (%)

PERI)

fotk 23 (49) 6/23 (26)

B 24 (51) 10/24 (42)
VAR

Rl =22 17 (36) 8/17 (47)

R 10 (21) 2/10 (20)

Salitip|l 9(19) 4/9 (44)

NAYARY 6 (13) 1/6 (17)

ND 5(11) 1/5 (20)
1%

1B 23 (49) 9/23 (39)

A7) 5(11) 2/5 (40)

AF] 6 (13) 2/6 (33)

fih 10 (21) 3/10 (30)

ND 3 (6) 0/3 (0)
AL SN

NPMI (n = 39) 14 (36) 6/14 (43)

FLT3 (n = 37) 3(8) 0/3 (0)

CEBPA (n=23) 1(4) 0/1 (0)
A T — A (n = 46)

1 32 (70) 14/32 (44)

>] 14 (30) 2/14 (14)
HifE o — A (n = 46)

0-2 26 (57) 6/26 (23)
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INTERNATIONAL SEARCH REPORT International application No.

PCTAL2017/050160

A,  CLASSIFICATION OF SUBJECT MATTER
IPC (2017.01) A61K 31/417, A61K 39/395, CO7K 16/30, AG1P 35/02, AGLP 35/04

According to Intemational Patent Classification (IPC) or to both national elagsification and IPC

B.  FIELDS SEARCHED

Minimum decumentation searched (classification system followed by classification symbols)
IPC (2017.01) AGIK, COTK

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

Electmonic data base consulted during the international search (name of data base and, where practicable, search terms used)
See extra sheet.

€. DOCUMENTS CONSIDERED TO BE RELEVANT

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

Y Anna Martner, Fredrik Bergh Thor?n, Johan Aurelius, Kristoffer Hellstrand. 1-24,28-55
Immunotherapeitic strategies for relapse control in acute myeloid leukemia. Blood reviews,
2013, 27.5:209-216.

hitp://s3.amazonaws.com/academia.edu.docutnents/43587939/

Immunotherapeutic_strategies for_relapse20160310-2977-1ky96xw pdf?
AWSAccessKeyld=AKIATWOWYYGZ2Y 53UL3 A&Expires=1493636593&Signature=y hC'f
AYnSKG3RwShhd V1nDIHIQ84%3D & response-content-disposition=inling% 3B%,20filename
%e3DImmunotherapeutic_strategies for_relapse.pdf

30 Sep 2013 (2013/09/30)
the whole document especially page 211 table 1

IE Further docuunents are listed in the continuation of Box C. E See patent family annex.

*  Specidl categories of cited documents: *T"  later dooument published aiter the international filing date or priarity

“A” document defining the general state of the ant which is nat considsred date and net in conflict with the application but cited to understand
o be of particular relevance the principle or theory undertying the invention

“gr  earlier application or patent but published on or after the “¥” docnment of particular relevance; the claimed invention camot be
internationa! filing date considered navel or cannot be considered to involve an inventive

“L”  docyment which may throw doubis on riori% claim(s) or which is step when the document is taken alone
cited to establish the publication date o er citaticn or other “y™ dox it of pardeular relevance; the claimed Invention ca be
special reason (as specified) L considered & involve an inventive siep when the document is

“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, snch combination
means being obvious to a person skilied in the art

“p ﬁm !J:Il_ﬂ;sldleaiicpcnqr ta ;he intermational filing date but Later “&" document member of the same pateat Fmily

Date of the actual completion of the international search Date of mailing of the intemational search report

04 May 2017 04 Jun 2017

Name and moailing address of the [SA: Anthorized officer

Israel Patent Office AXELRAD Iischak

Technology Park, Bldg.5, Malcha, Jerusalem, 9695101, Israel

Facsimile No. 972-2-5651616 Telephone No. ¢72-2-5651648

Form PCT/ASA/210 {second sheet) (Janmary 2G15)
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C (Continzation). ~ DOCUMENTS CONSIDERED TO BE RELEVANT

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

Y Felix 5 Lichtenegger, Frauke M Schnorfeil, Wolfgang Hiddemann, and Marion Subklewe, 1-24,28-35
Current strategies in inmunotherapy for acute myeloid leukemia. Inmunotherapy, January
2013 Vel. 5, No. 1, Pages 63-78

(doi: 10.2217/imt.12,145)

http://&3. amazonaws.comm/academia edu. documents/43587939/
Immunotherapeutic_strategies_for_relapse20160310-2977-1ky96xw pdf?
AWSAccessKeyld=AKTAIWOWY Y GZ2Y 53U L3 A& Expires—1493637258& Signature—l 7%
2BLHZ(caK13QfdjCWbplhOagLk%3 D& response-content-disposition=inline%3B%
20filename%s3DImmunotherapeutic_strategies for relapse.pdf

18 Jul 2012 (2012/07/18)
page 7 left columm, page 5 column bridges the left and right paragraphs, page 11, table}.

Y Blum, W. (2014). Novel therapies in AML; reason for hope or just hype? American Society of |1-24,28-55
Clinical Oncology.
http:/imeetinglibrary asco .org/sites/meetinglibrary . asco.org/files/edbook/144/pdf/
zds0011400e341.pdf

31 Dec 2014 (2014/12/31)
page E341 right columm first and second paragraph

Y LI, Yangqiu. T-cell immmne suppression in patients with hematologic malignancies: clinical  |1-24,28-55
implications. International Journal, 2014, 3.4: 289-297.
http:/fwww futuremedicine.com/doi/pdf/10.2217/ijh. 14,23

31 Aug 2014 (2014/08/31)
page 294

Y U8 2004219153 Al GEHLSEN KURT R, ; HELLSTRAND KRISTQFFER, ; 1-24,28-55
HERMODSSON SVANTE
04 Nov 2004 (2004/11/04)
SUmmAary, examples

Form PCT/ISA/210 {continuation of second sheety (January 2015}
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INTERNATIONAL SEARCH REPORT FEY——p————

PCT/IL2017/050160

Box No.IIl  Observations where unity of invention iy lacking (Continnation of item 3 of first sheet)

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

I. l:l As all required additional search fees were timely paid by the applicant, this international scarch report covers all searchable
claims,

2. D Az all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those ¢laims for which fees were paid, specificaliy claims Nos.:

E No required additional search fees were iimely paid by the upplicant. Consequently, this international search report is
yestricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1-24,28-55

4=

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable,
the pavment 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 lim#t specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (contimation of first sheet (2)) {Tanuary 2015)
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International application No.
PCT/IL2017/050160

Tivention/s 1

Invention/s 2

Tnyention/s 3

Ivention/s 4

Tnyention/s 5

Invention's 6

Box Ne. I Ohservations where unity of invention is lacking (Continuation of item 3 of first sheet):
* This International Searching Authority found multiple imventions in this international application, as follows:

Claims Nos. 1 - 24 (whole), claims 28 - 55 Claim/s 1-24,28-55
(partially). Relate to administration of histamine

teceptor agonist which may be histamine

dihydrochloride in combination with PDx-1 or PD-

L1 inhibitors in conditions related to cancer or

tumor,

Claims Nos. 25 - 27, 56 (whole), claims 28 -55  Claim/s 25-56
(partially). Relate to treatment or diagnostic

condition of cancer o1 tumor by measuring the

frequency of CD8&+ cytotoxic T cell after a cycle of

treatment. for cancer.

Claims Nos. 57 - 69 ¢whole), claims 28 - 55 Claim/s 28-55,57-69
(partially). Relate to a kit for predicting the efficacy

of a cancer treatment in a subject comprising a

meang for measuring CD8+ cytotoxic phenotypes

Claims Nos. 70 - 75 (wholg). Relate 1o a method of Claim/s 70-75
predicting the efficacy of a cancer treatment by

measuring frequency of NK cells after a cycle of

treatment for cancer.

Claims Nos. 76 - 84 (whole), Relate to a method of Claim/s 76-84
predicting the efficacy of a cancer treatment by
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