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goooogag

C d 5 ) '"H NMR (5 MHz, DMSO-4
TP HE s MS m/z MR €200 Mz 5) O

# ppm

9.81 (t, I=5.44 Hz, 1 H), 8.91 (d, J=5.73 Hz,
1 H), 8.64 (d, J=7.45 Hz, 1 H), 8.06 (s, 1 H).

F O)L\ 7.14 (ddd, J=13.75, 8.31, 3.15 Hz, 1 H), 6.94
NH - 7.01 (m, 1 H), 6.42 (d, 1=8.02 Hz, 1 H),

; N O 3742 1540550 (m. 1 H), 4.79 (tt, J=6.16, 3.29
) HN\(/ = Hz, 1 H), 3.67 (ddd, J=14.32, 5.73, 3.44 Hz,
s N 1 H), 3.28 - 3.33 (m, 1 H), 1.44 - 1.54 (m, 3
H), 1.38 (d, J=6.87 Hz, 3 H)
9.63 - 9.73 (m, 1 H), 8.84 (d, J=6.87 Hz, 1
H), 8.58 (d, J=8.02 Hz, 1 H), 8.03 (s, 1 H),
7.18 - 7.28 (m, 1 H), 7.07 - 7.16 (m, 1 H),
6.48 (d, J=7.45 Hz, 1 H), 5.84 - 5.95 (m, |
H), 4.69 - 4,79 (m, | H), 3.82 (ddd, J=13.75,
5.73,4.58 Hz, 1 H), 3.25 (ddd, J=13.75, 6.01,
4.30 Hz, 1 H), 1.62 (d, J=7.45 Hz, 3 H), 1.46
| (d, J=5.73 Hz, 3 H)
| 1.40 (d, J=6.87 Hz, 3 H), 3.46 (br d, ]=2.29
Hz, 2 H), 3.63 (br s, 1 H), 3.76 - 3.86 (m, 1
H), 4.68 (br d, J=4.58 Hz, 1 H), 4.95 (brs, 1
H), 5.47 - 5.60 (m, 1 H), 6.43 (d, J=8.02 Hz,
1 H), 6.98 (br d, 1=8.59 Hz, 1 H), 7.17 (ddd,
J=12.03, 8.59, 3.44 Hz, 1 H), 8.06 (s, 1 1),
8.65 (d, J=8.02 Hz, 1 H), 8.84 (d, J=5.73 Hz,
| H), 9.38 (br t, J=4.30 Hz, 1 H)
1.61 (d, J=7.45 Hz, 3 H), 3.68 - 3.83 (m, 1
OH H), 3.93 (s, 1 H), 4.65 (dq, J=10.31, 5.16 Hz,
F : 1 H), 5.29 (t, =5.16 Hz, 1 H), 5.71 - 5.79 (m,
0/—\NH 1 H), 6.48 (d, 1=7.45 Hz, 1 H), 7.15 (t, J=8.88

4 ¢ g *WEZ g, H), 7.39 (dd. J=9.45, 430 Hz, 1 H),
YHN /Ng 8.02 (s, 1 H), 8.59 (d, J=7.45 Hz, 1 H), 8.84
LN % (d, J=5.73 Hz, 1 H), 9.30 (br d, ]=6.87 Hz, |
H)

1.36 (d, J=6.87 Hz, 3 H), 3.47 (ddt, J=11.81,
8.66, 2.94, 2.94 Hz. 1 H), 3.77 (dddd,
Br J=14.75,7.30, 4.87,2.86 Hz, 1 H), 4.22 (ddd,
F J=11.03, 8.45, 2.86 Hz, 1 H), 5.03 (ddd,
S NH_ | 4pp, | J=10:88, 487, 2.58 Hz, 1 H), 5.60 (td,
J=6.73, 1.43 Hz, 1 H), 6.43 (d, J=8.02 Hz, |
HN /N\% H), 7.19 (dd, J=8.88, 3.15 Hz, 1 H), 7.42 (dd,
\L\/N\N/ J=7.73, 3.15 Hz, 1 H), 8.07 (s, 1 H), 8.66 (d,
J=7.45 Hz, 1 H), 8.96 (d, J=6.30 Hz, 1 H),

10.07 (dd, J=7.45, 2.86 Hz, 1 H)

390.2

390.2
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376.2

1.36 (d, J=6.87 Hz, 3 1), 3.40 - 3.50 (m, |
H), 3.77 (dddd, J=14.75, 7.59, 4.58, 2.86 Hz,
1 H), 4.18 (ddd, J=11.03, 8.74, 2.58 Hz, 1 H),
4.96 - 5.04 (m, 1 H), 5.57 - 5.66 (m, 1 H),
6.43 (d, J=8.02 Hz, 1 H), 7.16 (dd, 1=9.17,
3.44 Hz, 1 H), 7.26 - 7.31 (m, 1 H), 8.07 (s,
1 H), 8.66 (d, J=7.45 Hz, 1 H), 8.95 (d,

| J=6.30 Hz, 1 H), 10.06 (dd, J=7.45, 2.86 Hz,
1 H)

434.2

1.35 (d, J=6.87 Hz, 3 H), 1.47 (d, J=6.30 Hz,
3 H), 3.39 (dd, J=14.32, 3.44 Hz. | H), 3.69
(ddd, J=14.75, 8.74, 2.29 Hz, 1 H), 5.30 -
5.39 (m, 1 H), 5.64 (dt, J=5.73, 2.86 Hz, |
H), 6.49 (d, J=8.02 Hz, 1 H), 7.09 (dd,
J=8.88, 3.15 Hz, 1 H), 7.34 - 7.40 (m, 1 H),
8.05 (s, 1 H), 8.67 (d, ]=8.02 Hz, 1 H), 8.89
(d, J=4.58 Hz, 1 H), 9.48 (d, J=8.59 Hz, 1 H)

390.2

1.35 (d, J=6.87 Hz, 3 H), 1.47 (d, J=6.30 Hz,
3 H). 3.36 - 3.43 (m, 1 H), 3.66 (ddd,
J=14.89, 8.59, 2.29 Hz, 1 H), 5.31 - 5.41 (m,
1 H), 5.52 (dt, J=6.59, 3.01 Hz, 1 H), 6.48 (d,
J=7.45 Hz, 1 H), 7.06 (dd, J=8.88, 3.15 Hz,
1 H), 7.24 (dd, J=8.02, 3.44 Hz, 1 H), 8.05
(s, | H), 8.67 (d, J=8.02 Hz, 1 H), 8.89 (d,
J=4.58 Hz, 1 H), 9.51 (d, J=7.45 Hz, 1 H)

388.2

1.21 (d, J=6.87 Hz, 3 H), 1.49 (d, 1=6.30 Hz,
3 H), 3.41 - 3.52 (m, 1 H), 3.59 - 3.70 (m, |
H),4.23 (d, J=16.04 Hz, 1 H), 4.46 - 4.54 (m,
1 H), 4.55 - 4.62 (m, 1 H), 4.66 (dt, J=13.17,
6.59 Hz, 1 H), 5.07 - 5.15 (m, 1 H), 6.88 (dd,
1=8.59, 2.29 Hz, 1 H), 7.04 (d, 1=8.02 Hz, 1
H), 7.14 - 7.22 (m, 1 H), 8.11 (s, 1 H), 8.81
(d, J=8.02 Hz, 1 H), 9.22 (dd, J=6.30, 4.01

| Hz, 1 H)

10

404.2

' 1.18 (d, J=6.30 Hz, 3 H) 1.42 (d, ]=6.30 Hz,

3 H)3.32 - 3.39 (m, 1 H) 3.60 - 3.69 (m, 1
H) 4.26 (d, J=16.04 Hz, 1 H) 4.55 - 4.68 (m,
2 H) 4.78 (dt, J=11.89, 3.51 Hz, 1 H) 5.01 -
5.08 (m, 1 H) 6.95 - 7.05 (m, 2 H) 7.25 (dd,
I=7.73, 3.15 Hz, 1 H) 8.06 (s, 1 H) 8.79 (d,
J=8.02 Hz, 1 H) 9.31 (dd, J=6.59, 3.15 Hz, |
H)

11

374.2

1.45 (d, J=6.30 Hz, 3 H), 1.59 (d, J=7.45 Hz,
3 H), 3.16 (ddd, J=13.60, 8.45,2.58 Hz, 1 H),
3.91 (ddd, J=13.17, 8.02, 4.01 Hz, [ H), 4.56
(ddd, J=8.16, 5.87, 4.30 Hz, | H), 5.63 (quin,
J=7.02 Hz, 1 H), 6.44 (d, J=7.45 Hz, 1 H),
6.87 (dd, J=9.74, 2.29 Hz, 1 H), 7.22 (q,
J=9.36 Hz, 1 H), 8.04 (s, 1 H), 8.58 (d,
J=7.45 Hz, 1 H), 8.84 (d, 1=6.87 Hz, 1 H),
9.80 (dd, J=7.45, 2.29 Hz, 1 H)
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402.2

1.23 (br's, 3 H), 1.46 (brs, 3 H), 1.98 - 2.03
(m, 2 H), 3.35 - 3.43 (m, 1 H), 3.62 - 3.83
(m, 1 H), 4.16 - 4.29 (m, 1 H), 4.47 - 4.58
(m, 1 H), 4.63 (dt, J=13.32, 6.80 Hz, 2 H),
5.16 - 5.32 (m, 1 H), 6.80 - 6.87 (m, 1 H).
6.98 (d, J=8.02 Hz, 1 H), 7.12 (ddd, J=13.46,
8.59, 3.15 Hz, 1 H), 8.08 - 8.14 (m, 2 H),
8.75 (d, J=8.02 Hz, 1 H)

13

o] 0

V.
N N*-N

404.2

1.28 (d, J=6.87 Hz, 3 H), 1.58 (d, J=6.30 Hz,
3H),3.46-3.54 (m, 1 H), 3.67 (tdd, J=10.81,
10.81, 5.30, 2.86 Hz, | H), 4.30 (d, J=14.89
Hz, 1 H), 4.51 (td, J=11.46, 5.73 Hz, 1 H),
4.58 (quin, J=6.59 Hz, 1 H), 4.67 - 4.74 (m,
1 H), 5.24 (dd, J=15.18, 1.43 Hz, | H), 6.97
(d, J=8.02 Hz, 1 H), 7.16 - 7.23 (m, 2 H),
8.08 (s, 1 H), 8.70 - 8.76 (m, 2 H)

e
\ /—0 i

Cl o)
NWN\‘%
0 Koney

“N

418.3

1.29 (d, J=6.30 Hz, 3 H), 1.46 (d, ]=6.30 Hz,
3 H), 1.58 (d, J=6.87 Hz, 3 H), 3.28 - 3.32
(m, 1 H), 3.73 - 3.83 (m, 1 H), 4.30 (d,
J=14.89 Hz, 1 H), 4.56 (quin, J=6.73 Hz, 1
H), 4.92 - 5.00 (m, 1 H), 5.25 (dd, I=14.89,
1.72 Hz, 1 H), 6.96 (d, J=8.02 Hz, 1 H), 7.11
-7.25 (m, 2 H), 8.08 (s, 1 H), 8.74 (d, J=8.02
Hz, 1 H), 8.83 (dd, J=6.30, 3.44 Hz, | H)

\C‘HN\(/N —

400.2

1.29 (dd, J=7.16, 6.01 Hz, 6 H), 1.34 (d,
J=6.87 Hz, 3 H), 3.34 - 3.40 (m, 1 H), 3.70
(dddd, J=14.46, 7.30, 4.58, 2.86 Hz, 1 H),
4.01 (ddd, J=11.17, 8.88, 2.86 Hz, 1 H), 4.60
(dt, J=12.03, 6.01 Hz, | H),4.72 - 4,81 (m, |
H), 5.57 - 5.66 (m, 1 H), 6.39 (d, ]=7.45 Hz,
1 H), 6.67 (dd, 1=9.17, 2.86 Hz, 1 H), 6.81
(dd, J=10.60, 3.15 Hz, 1 H), 8.05 (s, 1 H),
8.59 - 8.64 (m, 1 H), 8.87 (d, I=6.87 Hz, 1
H), 10.02 (dd, J=7.45, 2.86 Hz, 1 H)

o/

o7 N\

RS HN— /N pe

/
N~

3722

1.35 (d, J=6.87 Hz, 3 H), 3.37 (br d, J=2.86
Hz, 1 H), 3.63 - 3.72 (m, 1 H), 3.79 (s, 3 H),
4.03 (ddd, J=11.03, 8.45, 2.86 Hz, | H), 4.71
-4.78 (m, 1 H), 5.56 - 5.67 (m, 1 H), 6.40 (d,
J=8.02 Hz, 1 H), 6.71 (dd, J=9.17, 2.86 Hz,
1 H), 6.83 (dd, J=10.31, 2.86 Hz, 1 H), 8.05
(s, 1 H), 8.62 (d, ]=8.02 Hz, 1 H), 8.87 (d,
J=6.87 Hz, 1 H), 9.99 (dd, J=7.16, 3.15 Hz,
1 H)
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(100)

000000
134 (d, 1=6.87 Hz, 3 H), 3.34 - 3.41 (m, 1
OH H), 3.63 - 3.76 (m, 1 H), 4.08 - 4.17 (m, |
F— H), 4.70 - 4.80 (m, 1 H), 5.56 - 5.66 (m, 1
o N H; 6.39 (d, J=7.45 Hz, 1 H), 6.50 (dd,
i O\ 3581 1 574, 3.44 Hz, 1 H), 6.56 (dd, 1=0.16, 3.44
= Hz, 1 H), 8.05 (s, 1 H), 8.61 (d, J=7.45 Hz, 1
H), 8.83 (d, J=6.87 Hz, 1 H), 9.99 (dd,
J=7.45, 3.44 Hz, 1 H), 10.04 (s, 1 H)
1.31 (d, J=6.30 Hz, 3 H), 1.41 (d, J=6.87 Hz,
3 H), 2.92 (dd, J=14.32, 3.44 Hz, 1 H), 3.23
- 329 (m, 1 H), 3.90 (s, 3 H), 4.60 (dt,
J=6.30, 1.72 Hz, 1 H), 5.38 - 5.43 (m, 1 H),
18 436.2 | 6.50 (d, J=8.02 Hz, | H), 6.86 - 6.89 (m, I
H), 6.93 (dd, J=9.16, 3.44 Hz, 1 H), 7.65 (s,
1 H), 8.00 (d, J=6.30 Hz, 2 H), 8.65 - 8.67
(m, 1 H), 8.84 (d, J=4.58 Hz, 1 H), 9.37 (d,
a J=9.17 Hz, 1 H)
| 1.42 (d, 1=6.87 Hz, 3 H), 3.15 - 3.25 (m, 1
N. H), 3.36 - 3.44 (m, 1 H), 3.47 - 3.57 (m, 1
N H), 3.88 (s, 3 H), 4.19 - 4.27 (m, 1 H), 5.63
- 571 (m, 1 H), 6.44 (d, J=7.45 Hz, 1 H),
19 d o % 422.2 6.93 (dd, J=8.59, 3.44 Hz, 1 H), 7.06 (dd,
NH o 1=9.17, 3.44 Hz, 1 H), 7.59 (s, 1 H), 7.92 (s,
olﬂN%T¢N\T;;:; LH), 8.04 5, 1 ), 8.64 (d, J=8.02 Hz, 1 1),
R 8.94 (d, 1=6.87 Hz, 1 H), 10.08 (dd, J=8.02,
NN 2.29 Hz, 1 H)
1.28 (d, 1=6.30 Hz, 3 H), 1.40 (d, ]=6.87 Hz,
3 H), 2.04 (s, 3 H), 2.92 (dd, J=14.03, 3.72
Hz, 1 H), 3.21 - 3.28 (m, 1 H), 3.82 (s, 3 H),
417 - 429 (m, 1 H), 5.36 - 5.49 (m, 1 H),
20 4502 | 6.50 (d, J=7.45 Hz, 1 H), 6.74 (dd, ]=8.88,
3.15 Hz, 1 H), 6.93 - 6.99 (m, 1 H), 7.86 (s,
1 H), 8.02 (s, 1 H), 8.66 (d, J=8.02 Hz, 1 H),
8.86 (d, J=4.58 Hz, 1 H), 9.40 (d, J=9.17 Iz,
1 H)
000000
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0oooao
#1.
A At £ 7E
TRKA KM12 JAKZ2 SET2 BTK
a=x/ it B AR [Cso (nM)
[Cs0 (nM) I1Cso (nM)

1 0.2 119.6 2.47
2 5.1 3000 2.53
3 21.5 15.5
4 45.4 3000
5 5.0 200 60
6 4.2 78.2 64.4
) 0.2 6.7
8 0.2 83.7 3.97
9 5.2 132.2 22.25
10 0.1 1479 179
11 0.2 3.9 14.25
12 0.2 5000 9.67
13 300 10000 5.54
14 0.2 1500 0.536
15 2 500 154
16 13.9 300 450
17 15.4 600 48
18 23.5 600 60
19 53.4 1000 476
20 6.4 238

10

20



(103) JP 2019-527230 A 2019.9.26
ooooDDbDoO0oao

PCT/US2017/044214 01.12.2017

INTERNATIONAL SEARCH REPORT International application No.

PCTUS2017/044214

Box No. Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intematignal search teport has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. r__l Claims Nos.:

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

2. D Claims Nos.:

because they relate to parts of the international application that do not ¢comply with the prescribed requirements to such an
exient that no meaningful international search can be carried out, specifically:

3, Claims Nos.: 5-26, 30-33, 37-63, 66-83
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention is Iacking (Continuation of item 3 of first sheet)

This Intemnational Searching Authority found multipte inventions in this international application, as follows:
See Extra Sheet

Claim 1 has bean analyzed subjact to the restriction that the claim reads oh a salt of the fermula (1) as described in the Lack of Unity of
Invention {See Extra Sheet). The clalm Is restricted to a compound of the formula | or a pharmaceutically acceptable salt theraof,
wharsin X1 and X2 ara indapendently S; R1 is H; each R2 and R3 Is each Indepandently H; R4 is H; R5 Is fluoro, R6 and R7 are
indegendently is H; and n is 1; and compounds thereof.

Claims 1-4, 27-29, 64, and 65 have been analyzed sublect to the variables corresponding to compound (14) as indicated In the
NOTIFICATION OF DECISION ON PROTEST malled 16 Cctober 2017 and Applicant Protest dated 05 October 2017, The claims read
on a compound of the formula |, wherein X1 is M(R10); X2 is O; R1 is H; R2 is C1-CB alkyl (specifically methyl); R3is H, R4is HiR5 is
H; RS is fluora; R7 is chloro; R10 is C1-C6 alkyl (specifically isopropyl); and nis 1, or a pharmacautlcally acceptable salt thereof, as
dascribed in the Response to the Invitation o Pay Additional Fees and, Where Applicable Protest Fee in the International Application
dated 05 Cctober 2017.

L. D As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims.

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

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

14, 27-29, 64, 65

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

Remark on Protest K‘ 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 accompanied the payment of additional search fees.

Farm PCT/SA/210 {continuation of first sheet (2)) (January 2015)
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INTERNATIONAL SEARCH REPORT
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PCT/US2017/044214 01.12.2017

International application No,
PCTIUS2017/044214

A. CLASSIFICATION OF SUBJECT MATTER

CPC-

IPC(8) - AB1K 31/518; COTD 487/04; CO7D 498/02; CO7D 498/12 (2017.01}
CO07D 487/04; AB1K 31/519; COTD 498/02; CO7D 498/12 (2017.08)

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

B.  FIELDS SEARCHED

Ses Search History document

Minitnum decumentation searched (classification system followed by classification symbols)

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

Sea Search History document

Electronic data base consulted during the intemational 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 passages Relevant to ¢laim Neo.
A PUBCHEM, Compound Summary for SID 252159180, Available Date: 10 August 2015 1-4, 27-29, 64,65
[retrieved on 31 August 2017]. Retrieved from the Internet:
<URL;: hitps:#pubchem.ncbi.nim.nih.govisubstance/252159180> antire document
A WO 2015/112806 A2 (TP THERAPEUTICS INC) 30 July 2015 (30.07.2015) entire document 14, 27-29, 64, 65

US 8,933,084 B2 (ARRAY BIOPHARMA INC) 13 January 2015 {13.01.2015) entire docurmant

U5 8,815,872 B2 (YU et al) 26 August 2014 (26.08.2014) entire document

1-4, 27-29, 64, 65
1-4, 27-29, 64, 65

D Further documents are tisted in the continuation of Box C.

I:] See patent family armex.

e

Special categ of cited d

docurnent defining the general state of the arl which i3 not considered
15 be of particular relevance
earlier application or patent but p
filing date

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

document referring t0 an oral disclosure, use, exhibition or other
means

document published prior lo the intemational filing date but later than
the priority date claimed

Ll abved

“E® on or after the intsmational

o

ug

apm

o

uyen

ayn

ug

jority

later documnent published after the interwational filing date or
erstand

date and not in conflict with the apﬁiu:almn but cited to un
the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered 1o involve an inventive
step when the document is t2ken 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 documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search

10 November 2017

Date of mailing of the international search repori

Q1DEC 2017

‘Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.C. Box 1450, Alexandria, VA& 22313-1450

Facsimile No. 571-273-8300

Authorized officer

PCT Hulpdask: 571.272-4300
PCT OSP: 571-272-7774

Blaine R. Coperheaver

Form PCT/ISA/210 (second sheet) {January 2015)
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PCT/US2017/044214 01.12.2017

INTERNATIONAL SEARCH REPORT Tntormational application No.

PCTIUS2017/044214

Continued from Box No. (Il Observations whera unity of invention is lacking

This application contains the following inventions or groups of inventions which are not 50 linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fass need to be pald.

Group |+; claims 1.4, 27-28, 34-35, 64, and 65 are drawn to compounds of the formula | or a pharmaceutically acceptable salt thereof,
compaunds of the formula (a er a pharmaceutically acceptable salt thereef, compounds of the formula [b or @ pharmaceutically
accepiable salt thereof, and compounds of tha formula Ic or a pharmaceutically acceptable salt thereof.

The first invention of Group 1+ is restrictsd based on the proviso that at least one of RS or R7 is not H; and is restricted to a compound of
the formula | or a pharmacautically acceptable salt thereof, whereln X1 and X2 are independenily §; R1 is H; each R2 and R3 is each
independantly H; R4 is H; RS is fluoro, R6 and R7 are independently is H; and n is 1; and compounds thereof. It is believed that claim 1
reads on this first named invention and thus this clalm will be searched without fes to the extent that it read on the above embodiment.

Applicant is invited to elect additional formula(ae) for each additional compound to be searched in a specific combination by paying an
additional fee for each set of election. Each additional elected fonmula{e) requires the selection of a single definition for each compound
variable. An exemplary election would be a compound of tha formula | or a pharmaceutically acceptable salt thereof, wharein X1 and X2
are independently §; R1 is H; sach R2 and R3 is each independently H; R4 is H; RS is fluore, R6 and R7 are independently is H; and n
is 2. Additional formula(e) will be searched upon the payment of additional fees. Applicants must specify the claims that read on any
additional elected inventions. Applicants must further indicate, if applicable, tha claims which read on the first namad Invention If diffarent
than what was indicated above for this group. Failure to clearly Identify how any paid additional invention fees ate to be applied to the *+"
group{s) will result in only the first claimed invention to be searched/examined.

The inventions listed in Groups 1+ do not refate to a single general inventive concept undar PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or corresponding epecial technical features for the following reasons:

The Groups |+ formulae do net shara a significant structural element requiring the selection of altematives for the compound variables
¥1.X2,R1, R2, R3, R4, RS, R6, R7, X, n, and R10,

The Groups I+ share the technical featuras of a compound having the core structure of the formula |, formula fa, formula Ib, formula lc or
a pharmacautically acceptable salt theraaf. However, these shared technical features de not represent a contribution over the priar art.

Specifically, Substance Record for SID 252159180 to PubChem leaches a compound having the core structure of the formula | (Pg. 3....
s0e shown siructure...), formula la (Pg. 3,...8ee shown structura...), formula Ib (Pg. 3,...see shown structure. ..}, and formula Ic (Pg. 3,...
sae shown structure...).

The inventions listed in Groups I+ therefore lack unlty under Rule 13 bacause they do not share a same of corresponding special
technical featura.

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