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(114) JP 2019-533652 A 2019
of BiLE2 1uMES | 1 e MDES | 1 n MO{ES

¥ 8 Y19 P14
Ab1 (h) ® — 2 2 3
ALK (h) ® — 2 10
Aurora—A (h) ° 4 —5 13
Aurora—B (h) ° —15 —16 —16
B—Raf {(h) ® 10 21 5
EGFR (h) ° —6 3 —1
ErbB2 (h) *® 2 0 3
Fl1t3 (h) " 19 90 93
Fms (h) ° —1 —16 9
TKKB (h) ° — 2 —b —9
JAKZ2 (h) * — 6 2 3
JAK3 (h) ® 0 4 0
JNKlel (h) ° 3 -1 —6
IJNK2a 2 (h) ®° 4 — 6
KDR (h) ® 16 —6 4
MEK1 (h) ® 10 8 6
MEKK?2 (h) * 47 18 4 8
Plk1l (h) * 49 9 60
Srec (1—530) (h) ° 22 69 78
P13a&?wlz (p1108/p85¢c 5 4 4
) (h)
PI3x)+—¥ (p1108,/ p8bua 9 3 0
) (h) °®
PI3¥)I—¥ (p1108,/p8ba 9 5 1

) (h) °
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AT |%
= xE BED P{u|C
M) v
ERMRPRKRQGSVRRRYV (200uM) (
CLK1 (h) ® 10 6
)" s 1)
YRRAAVPPSPSLSRHSSPHQS (p)
CLK2 (h 10 6
(h) EDEEE (20uM) ®&3M&E=S2)
ERMRPREKRQGSVRRRV (2b0uM) (
CLK3 (h) °© 90 3
() g 3)
YRRAAVPPSPSLSRHSSPHQS (p)
CLK4 (h) EDEEE (200uM) (®&HEK=S4) 10 6
CDK1/¥%A47
EA PR .
YL B (h) F>H1 (0. 1mg,/ m1) 45 5
CDK4,/9%A47
BEA R .
J+D3 (h) F>>H1 (0. 1mg./ m1) 20 5
CDK6,/Y%A7
BEA R .
D3 (h) F>>H1 (0. 1mg./ m1) 20 6
Ab1 (h) FAIYAAPFAKKK(BOuM)(Eﬂ%ﬁS 45 7
. 20
ALK (h) YA (2mg,/m1) o 7
Autora—A |LRRASLG (Kemptide) {(200uM) 15 7
(h) (A5 6)
ﬁﬁ;oraB AKRRRLSSLRA (30pM) @&FEZ7) |10 ;
B—Raf (h) | x4y 7% (0. 5mg,/mL) 32 8
EGFR (h) = |[&Y (Glu, Tyr) 4:1 (0. 1mg,“mL) 10 9
ErbB2(h) | Y (Glu, Tyr) (0. 1mg./mL) 10 6
F1¢3 (h) FAIYAAPFAKKK(50uM)(Eﬂ$v8 30 7
KKKSPGEYVNIEFG (250uM) (&4 | 20
Fms (h) o 7
%£59) 0
KKKKERLLDDRHDSGLDSMKDEE (
I KK h 10 5
Bh) 1 100um BAES10)
KTFCGTPEYLAPEVRREPRILSEE 1
JAK2 (h) EQEMFRDFDYIADWC (100zM) (& |45 3
MES11)
TAK3 (h) GGEEEEYFELVKEKKEK (500uM) & 10 7

&1 2)
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(116) JP 2019-533652 A 2019.11.21

fleal(h ATF2 (3uM) 45 |6
55K2“2(h ATF2 (3uM) 45 |8
KDR (h) S ) M8 (0. 33meg,/ mL) 90 7
MEK1 (h) * | AEHEMAPK2 (m) (1uM) 10 9
MEKK?2 (h) T )R 7E (1meg, m1) 11 ;
Plk1l (h) i |B¥A2 (1. 25mg./ m1l) 70 5 10
Stre (1-53 |GGEEEEYFELVKEKKK (500uM) (& 45 1
0) (h) M%E =1 3) 0
e
PI3x7 ( AT FIONA ) h—d, B—FRAEKAZ7y— | 20
pl1108,/p8 b (10 2M) o 0
5@) (h) ! :
P13xI¥ HRAT7FIONA I —N4, 5—FRAFAT»— | 20
pl1l108,/p8 b (10 M) o 1
5@) (h) ! :
PL3xI—¥ ( AT FIONA I —N4, 85— FAFAT»— | 20
pl110B8./ p8 2 20
: F (10uM) 0
5e) (h) !
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INTERNATIONAL SEARCH REFORT International application No.

PCT/US 17/54442

Box No. I Nucleotide and/or aming acid sequence(s) {Continuation of item L.c of the first sheet)

1. With regard to any nuclectide andfor amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
D4 inthe form of an Annex C/ST 25 text fite.
|:| on paper or in the form of an imagg file.
b. D furnished together with the intemational application under PCT Rule 134er. 1(a) for the purposes of intemational 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 international search only:
[:] in the form of an Annex C/ST.25 text file (Rule ¥3ter. 1(a)).
D on paper or in the form of an image fila (Rule 13¢er. 1{b) and Administrative Instructions, Section 713).

1. D In addition, in the case that more than ene version or copy of & sequence listing has been filed or furnished, the required
stat ts that the inft jon in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 {continuation of first sheet (1)) (January 2015}
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INTERNATIONAL SEARCH REPORT
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International application Mo.
PCT/US 17154442

A. CLASSIFICATION OF SUBJECT MATTER

CPC

IPC(8) - AB1K 31/437, CO7D 519/00, AGTK 31/52 (2017.01)
- AB1K 45/06, AB1K 31/437, COTD 487/04, AG1K 31/506

According W International Patent Classification {IPC) or to both national classification and IPC

B,  FIELDS SEARCHED

See Search History Dacument

Minimum documentation searched (classification system followed by classification symbols)

See Search History Document

Documentation searched other than minimum documentation to the extent that such documents are i

luded in the fields hed

See Search History Document

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passapes

Relevant to claim No.

¥ ~

3675, Col 2, para 2; pg 3677, Figure 1

2;pg 5679, Table 3

Document

CHANG et.al. Synthesis and application of functionally diverse 2,6,8-trisubstituted purine
libraries as CDK inhibitors in Chemistry and Biology, 1998, Vol. 8, pp. 361-375. abstract; pg
368, Figure 11;pg 370, Col 1, para 1 to Col 2, para 2, Table 1

KELSO etal. Cyclin-Depandent Kinase 7 Controls mRNA Synthesis by Affecting Stability of
Preinitiation Gomplexes, Leading to Altered Gene Expression, Cell Cycle Progression, and
Survival of Tumor Cells In Malasular and Cellular Biology, 2014, Vol 34, pp. 3675-3688. pg

US 2015/0164933 A1 (CYGLACEL LIMITED) 18 June 2015 (18.06.2015) para
[0O0S5);[0008}:1[0030]:[0032]; [0098];{0098]; [0103]):[0104F[0119],[0125];[0133]

DELEHOUZE et.al. CDK/CK1 Inhibitors roscovitine and CR8 downregulate amplified MYCN in
Y neurcblastoma cells in Oncogene, 2014, Vol. 33, pp. B675-5687. pg 5677, Col 2, para 2, Table

WO 2013/144532 A1 (ASTRAZENECA AB et.al. ) 03 October 2013 {03.10.2013) Entire

1-20

1-20

411

1-20

Further documents are listed in the continuation of Box C.

D See patent family annex.

* Special categories of cited documents;
“A" dogument defining the generat state of the art which is not considered
10 be of particular relevance

earlierapplication or patent but published on or afier the i

g

wp

later dc nt published after the i i filing date or priority
date and not in confltict with the application but ¢ited to understand
the principle or theory underlying the invention

X" d of particular relevance; the claimed invention cannot be

filing date

dopument which may throw doubts on priority claim(s) or which is
cited to establish the publication date of andther citation or other
special reason (as specified)

dovument referring to an oralf disclosure, use, exhibition or other
means

document published prior to the international filing date but later than
the priority date claimed

wr

“g”
wp

considered novel or cannot be considered 10 invol an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered 1o involve an inventive step when the document is
combined with one or more other such decuments, such cembination
being obvious to a persom skililed in the art

document member of the same patent family

oy

g

Date of the actual completion of the international search

07 DECEMBER 2017

Date of mailing of the international search report

2 6DEC 2017

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patants
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No.  571-273-8300

Authorized officer;
Lee W. Young

PCT Halpdesk: 571-272-4300
PCT OSP: 571-272-T7T4

Form PCT/SA/210 (second sheet) (Janvary 2015)
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