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BT 7+ LoglCso ICs (nM)
v PEHE — —— = -

Ziy +ER = -axE EHy +3R % -FRE
C-1 -7.394 0.183 0.182 4. 035E-08 2.110E-08 1. 379E-08
G=3 -8.688 0.204 0.197 2. 049E-09 1. 230E-09 7. 485E-10
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®2. RBRUEGWOFHI Coul MxEaH ML
ik 2

ey T 105 gggu
C-1 HBEAKETIER) 3. 22E-08 1. 00
C-2 (3BP-227) 4. 46E-09 7.2
C-3 (SR142948) 2. 35E-09 13.7
C-4 3.90E-10 22.0
I-1 3. 9E-10 82.6
I-2 4. 21E-10 76. 5
I-3 6. 20E-11 519. 8
-4 5.99E-11 538. 2
I-5 2. 20E-10 146. 4
I-6 1. 05E-08 3.1
I-7 2. 06E-10 156. 7
I-8 4.51E-10 71.4
I-9 1. 32E-10 243.5
I-10 1. 14E-09 28. 3
I-11 3. 23E-10 99. 8
I-12 2. 89E-09 11.2
I-13 2. 20E-09 14. 6
I-14 2. 96E-09 10. 9
I1-1 2.98E-10 107.6
I1-2 1. 10E-10 293. 0
I1-3 6. 02E-11 535. 2
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ﬂﬁjﬁ\% ICEO(HM)

-2 45, 42

1-5 26. 95

1-6 16. 24

147 1L, 76
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4., ASPC—-1HEE~UVACETAHA""Lu—C—204%4ERNaf (n=3)
gt 25 #H %ID/g (1 h) %ID/g (4 h) %ID/g (24 h) %ID/g (72 h)
R ik 3.34+1.53 2. 6=0.93 1. 36£0. 42 0. 46+0. 08
.37 13. 87+0. 17 4. 46=0. 64 0.31+0. 1 0. 09:+0. 01
B 10. 3445. 66 16. 1344, 47 12. 6+3. 52 8. 03+5. 76
g 1.98+0. 63 1. 62+0. 41 0.44%0. 11 0. 150, 06
N 4.83+1. 1 1. 72+0. 18 0. 370,07 0. 16+0, 04
T i 2.01%1. 1 2.51%0. 12 1. 530, 93 0. 990, 37
e ik 1.25+0. 78 0. 49+0. 04 0. 35+0. 3 0. 34:0. 1
B 3. 67+2. 25 1. 92=0. 99 0.69=0. 14 0. 23+0. 06
= 1. 3540, 42 0. 6=0. 23 0.15+0. 04 0. 0540
e BB 1.34+0. 23 0.89=0.11 0.22%0.13 0.12+0. 03
&5 A 0.93+0. 21 0.31+0. 1 0. 1+0. 05 0. 06+0. 03
B ik 0. 8+0. 47 0. 27+0. 06 0. 120. 02 0.07+0. 03
oooooad
oooad
#5. ASPC—1EB~YALZBITE"Lu—C—5D%EFENSM (n=3)
ik &% . L ik %ID/g (1 h) %ID/g (4 h)
BX i 0. 874£0. 05 0. 33£0. 09
1L i 3. 18+0. 24 0. 22+0. 07
e 3 14. 9646. 57 13. 06+6. 54
B8 1. 28+0. 11 0.42+0. 16
L ik 1. 4640, 24 0. 16+0. 06
T ik 0. 84+0. 43 0. 79+0. 08
i 0. 26+0. 05 0. 08+0. 03
Bt 1. 66+0. 93 0. 30. 15
= 0. 55+0. 13 0. 4+0. 22
KRS 0. 53+0. 04 0.13£0.1
5 0. 3140. 05 0. 06+0. 02
I 0. 26+0. 05 0. 06+0. 02
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6. ASPC—1EBE~YZRICEBTA"Lu—1—-10%ERASH (n=3)
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i A %ID/g (4 h) %ID/g (24 h) | %ID/g (72 h)
B Ik 3.66+2. 51 3.16+1. 81 1. 3+0. 61
1L i 2. 08+0. 14 0. 0620. 02 0.04+0. 01
g 6. 930. 71 22. 56+1. 81 7.23+4. 46
i 0.98+0. 2 0. 37+0. 07 0.51%0. 1
Lok 0. 68+0. 5 0. 24%0. 1 0. 180. 03
T it 1. 810. 43 0.97+0. 45 1. 0620. 46
4 % 0.42+0. 16 0. 53+0. 25 0. 24+0. 08
B 0. 64=0. 1 0.3140. 1 0. 33+0. 28
= 0.57+0. 16 0. 280. 17 0. 10. 02
KRS 0. 720. 05 0. 19+0. 09 0. 15+0. 06
& A 0.47+0. 25 0. 13+0. 05 0. 060. 01
I 0. 410. 28 0. 18+0. 09 0. 07+0. 04
oooooad
goooogoad
£7. ASPC—1EE~VARBIS"Lu—1—20%KARM (n=23)
it L 18k %ID/g (4 h) %ID/g (24 h) %1D/g (72 h)
B Ik 2. 03+0. 38 2.39£0. 77 1. 69+1. 04
i, it 9. 23+0. 36 0. 28+0. 03 0.07+0. 01
g 23. 11%18. 15 25. 6+11. 69 15. 4445. 61
i 2.00+0. 18 1. 00+0. 18 0. 55+0. 11
o i 3. 780. 03 0. 4%0. 13 0.18+0. 1
T it 5. 15£1. 65 1. 6620. 55 1. 02+0. 44
e 1. 05+0. 65 1. 07+0. 31 0. 19+0. 03
Bt 1. 770. 37 0. 39£0. 11 0. 17+0. 02
= 0. 86+0. 1 0. 43+0. 27 0. 22%0. 1
KRS 1. 4+0. 79 0. 39+0. 1 0. 11+0. 09
5 1.48+1. 16 0.23+0. 14 0. 05+0. 03
I 0. 540. 14 0. 32£0. 15 0. 08+0. 02
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£8. ASPC—1EE~vAZEBILZ"Lu—1—-50%FEADM (n=3)
ik &% . L ik %ID/g (4 h) %ID/g (24 h) %ID/g (72 h)
B Ik 4.57+2. 28 1. 37+0. 17 1. 29=0. 49
L i 15. 510, 77 0. 09+0. 01 0. 02+0
g 27. 56+12. 51 36. 67+18. 25 12. 83+4. 23
B8 1. 81+0. 87 0.82+0. 31 0.51+0. 04
o i 2.82+1. 88 2.18+2. 71 0.15+0. 13
T it 3. 87+2. 36 1. 27+0. 29 0. 96+0. 07
i 2.39+1. 4 0.63+0. 05 0. 34+0. 04
B 1. 840, 07 0. 33+0. 06 0. 23+0. 07
= 3. 52+0. 4 0. 28+0. 2 0. 15+0. 05
KRS 2. 21x0. 63 0. 38+0. 23 0.17+0. 09
5 A 1.29+0. 37 0. 17+0. 08 0.05+0. 01
I 1.57+0. 5 0.3+0. 24 0. 1+0. 04
ooooodd
ooooao
F£9. ASPC—1EE~vRALZEBILZ"Lu—1—6D04EEADM (n=3)
figh 25 " fEL ik %ID/g (1 h) %ID/g (4 h)
B figg 3. 7140, 24 2.39£0. 37
.17 0. 38£0. 06 0. 04+0. 01
g 12. 71+4. 57 13. 64+2. 5
18 0.77+0. 31 0.22+0. 06
o i 0.22+0. 12 0.12+0. 03
T ik 0.51%0. 22 0.53%0. 16
i [k 0.09+0. 01 0. 13+0. 03
K 0. 54+0. 04 0. 17+0. 08
= 0.27+0. 19 0.21+0. 05
Jo = 0.12+0. 01 0.12+0. 09
5 0. 060 0. 08+0. 02
I 0.1+0. 03 0. 06=0. 02
ooooodd
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#10. ASPC—-1EBE~VARLBIZ"Lu—1—-7T0%£KASM (n=23)
figt 25 " #H % %ID/g (1 h) |%ID/g (4 h) %ID/g (24 h) | %ID/g (72 h)
B2 fits 2. 85+0. 45 2. 050, 48 1. 2+£0. 17 0.48+0. 12
1, & 9. 79+1. 66 1. 8+0. 62 0. 07x0. 01 0.01+0
M= 15. 27+8. 72 19. 97+10. 42 22.83+1. 14 18. 07+0. 98
12 2.53+0.58 | 1.69£0. 45 0. 620. 04 0. 19:0. 07
o i 3. 47+0. 56 0. 580, 32 0, 29+0. 14 0.08+x0.01
I ik 3.93+0. 43 1. 88+1.00 0. 84+0. 09 0.23+0.01
A e 0.63+0.19 | 0.58+0.15 0. 23+0. 11 0. 06+0. 01
i 3.12£1. 25 1. 1+0.49 0. 43+0. 14 0.13+0.1
= 1.01+0. 82 0. 58+0. 59 0, 21+0. 08 0. 04+0, 01
S it B 1. 65+0. 23 0. 49+0. 25 0.12+0. 04 0. 06+0. 03
% 7 1.1+0.3 0.27£0.2 0. 34+0. 3 0.01£0.01
I ik 0.67+0. 28 0. 24+0. 22 0. 2940. 21 0.02+0.01
Ooooooao
ooooo
#11. ASPC—-1EEHE~YACBTFA"Lu—1-—28
DEERATH (n=4)
figi &= A% %ID/g (4 h) %ID/g (24 h)
BEX it 3.09+1. 79 1. 47+1.07
8 6. 25+1. 53 0. 23+0. 12
fEE 16, 7£10. 49 26.12+10. 63
e 3.51%1, 14 1. 000. 34
sl 2. 390. 51 0. 5+0. 12
B ik 7.4£2. 9 1. 860, 97
B 0. 710. 16 1. 22+0. 22
it 2.9242. 09 0. 5540, 34
= 1. 74+1. 36 0. 69=£0. 46
F A 0. 89+0. 74 0. 440, 16
5 5 0. 54+0. 28 0. 34£0. 14
T B 0. 53+0. 09 0. 60. 2
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DEERNSH (n=3)
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figk 2% " FEL % %ID/g (4 h) |%ID/g (24 h) | %ID/g (72 h)

X [t 3. 02+0. 39 0,31+0. 11 0. 040, 01

i it 0.93+0. 29 0. 0440. 00 0. 01:0. 00

i 17.97+11.04 | 12. 27+£7. 59 4. 92442. 71

i 1. 86+0, 58 0. 14=+0. 01 0. 040, 01

N 0.41+0. 13 0. 04+0. 02 0. 0140. 01

H fik 0.96+0. 4 0. 14+0. 01 0. 06+0. 02

e i 0. 3+0. 14 0, 12+0. 05 0. 02+0. 01

i 0. 74+0. 72 0. 4+0. 26 0. 05+0. 03

= 1. 88+0. 59 0. 1+0. 07 0. 04+0. 01

i 0. 23+0. 06 0. 04+0. 02 0. 0240

55 A 0. 13+0. 12 0.01+0.01 0. 01+0. 01

JBE ik 0.0740.01 | 0.04£0. 02 0. 010
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#£13. HT-29BE~VARCBIBLu—1—-50%EEASH (n=23)
figies ~ #EL#& | %ID/g(1h) %ID/g(4h) | %ID/g(24h) | %ID/g(72h) | %ID/g(120h)
i 4. 3442, 82 3.22+1.54 | 2.61£0.72 |3.55+2.21 |0.81+0.23
1. 1% 20.4+1.06 9.07+1.42 | 0.07£0.02 |[0.09£0.07 |0.01%0
i = 9. 74+2.44 | 20.7£2.21 | 17.444.53 | 10.02+6.15 | 6. 61+1.12
5 2.59:+0. 76 1.740.53 | 0.7+0.39 1.33+0.88 |0.17+0. 06
L 5. 76+1.66 | 3.15+0.43 |0.31+0.07 | 0.89+0.56 |0, 13£0. 02
I Higk 5.26+1.02 4.41+1.88 |2.21%0,36 |4.44+3.4 0. 55+0. 3
R ik 1. 76+0. 41 1.22+0.16 |[0.43+0.09 | 1.61+1.35 |0.8+0.32
fiti 9.85+2.58 | 3.88+1.04 |[0.62+£0.32 |0.5+0.19 |0.12+0.1
B 1. 29+0. 31 1.35+0.68 |[0.29+0.11 |0.54+0.53 |0.07+0.01
KERE 1. 84=1.19 0.99+0. 18 | 0. 29+0. 1 0.73+£0.82 |0.13%0.05
5 A 1.07+0. 14 | 0.66+0.21 | 0.12+0.04 |0.37£0.34 |0.06+0.02
I g 1. 18+0. 61 1.0120. 71 | 0.15+0.06 |0.51+0.5 0. 050, 02

ooooodd

ooooao
£14. HT-29@EE~vRICTHBFTH

Lu— T —6DEENSF (n=23)

fiet &= / #EL#& | %ID/eg (1 h) %ID/g (4 h)
B i 5.9+4. 85 5. 14+2. 21
1 i 3.2+1.07 0.08+0. 03
i 10. 31+4. 72 7.53+3. 52
P 1. 21+0. 06 0. 27+0. 07
i I 1. 17+0. 24 0.12+0. 03
T ik 1. 2840, 47 0.8340. 27
i i 0. 45+0. 19 0. 26+0. 1

Fit 1.66+1.17 0. 27+£0. 04
= 0. 69+0, 23 0. 32+0. 2

A 0. 68+0. 18 0. 2+0. 03

5 M 0.57+0. 15 0.0940. 04
fBE ik 0.620. 25 0. 140. 02
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£15. HT—29BEE~7ALZBTL"Lu—1—70%FEAZMH (n=3)
i 2s Mk | BLD/g(1h) %1D/g (4h) %1D/g(24h) %ID/g(72h) %1D/g (120h)
W i 4. 41+2. 4] 1. 73+0. 79 1.43+1. 04 0. 7+0. 3 0. 4+0. 15
k(i3 16. 51£0. 56 2.85+1. 23 0. 060, 02 0. 03+0 0. 010
iff 5 17. 04+5. 68 16. 52412, 39 | 20, 35+2. 62 9. 347, 53 6. 42+3. 46
5 2. 84+1. 07 1. 71£0. 23 0. 66=0. 29 0.290. 23 0.19+0. 01
i 5. 28+0. T4 1.31+0. 53 0.16=0, 01 0.11+0. 01 0. 05+0. 03
T Fik 4, 35+1. 78 2.59+1. 08 0. 850, 38 0. 5740, 21 0. 2440, 04
FER M 1. 73+1. 08 0. 71£0. 41 0.14+0. 03 0.08+0. 01 0. 1£0. 04
i 4. 47+3. 31 1.81+0. 77 0. 35+0. 14 0. 2340, 01 0. 07+0. 02
E 2. 58+1. 00 0. 76=0. 38 0. 14=0. 03 0. 06+0. 01 0. 06+0. 03
KB 1. 95+1. 15 0.56=0. 23 0.11%0. 02 0. 06+0. 03 0. 07+0. 02
i 2.2+1. 08 0. 44+0. 26 0. 05+0. 03 0. 03+0. 01 0. 04+0. 02
T it 1. 48+0. 29 0.38=0. 17 0. 07=0. 04 0. 03£0. 01 0. 04+0. 01
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DiDlDeaD. ’ ASPC—1BEZATLITUVRALLEITSTLu—C5 L Lu—
I — 6 OEELERINEEBRENORIED R
g/ mik | MEE R | EE M | EE SRR
"TLy-1-6@ 1 h 33. 3 25. 0 23. 7 3. 42
"Ty-C5 @ 1 h 4.7 17.9 9.0 17. 2
"Lu-1-6 @ 4 h 364 25.9 79. 3 5. 70
"TLy-C5 @ 4 h 60. 5 16. 6 43.3 40. 0
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oooagao
#£17. ASPC-1EE*+ETITVAILBITHBRENE HE
S FRTL uERESHEOBRIIRAUC (0~7 2FM) Ol

f AUC (0-72 h)

ik 2% " #ELfdk

C-2 I-7 1-5 I-1 1-2 1-10
B fik 93.93 81.35 132.6 182.3 | 146. 3 47.7
1. % 91. 79 42.79 189. 4 28.1 121.8 12.7
A 15 827. 02 1470.10 | 1885.4 |1023.7 | 1518.2 | 734.4
15 41.19 50. 07 61.9 36.3 71.2 28. 2
oL fisk 45. 82 25.15 111. 6 20.5 63.5 6.5
JFF ik 108. 58 63.63 112.6 80. 2 142.9 17. 9
HEE i 28.18 17.09 58.3 28.8 53.7 8.2
i 58. 38 36. 66 39.0 26. 1 38.5 23.5
= 15.78 16. 69 55. 5 18.6 30. 4 26.8
R E 23.21 14. 26 43.5 18.7 32.6 4.6
A 10. 11 17. 07 22.4 11.5 26.6 2.3
T4 Rk 9. 77 14. 40 31. 7 12.5 19. 4 2.3
HE 2 M 8. 80 18.1 14. 2 5.6 10. 4 15. 4
& & 7 M iR 9.0 34.4 10. 0 36.5 12.5 58. 0
ME% ./ fiThs | 7.61 23.1 16. 7 18.8 10. 6 41. 1
fiE 5 i 14.2 40. 1 48. 3 39.3 39. 4 31.3
Ooooooo
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS 2313314

A, CLASSIFICATION OF SUBJECT MATTER
IPC - INV. AB1K 31/395, AB1K 31/33 (2023.01)

ADD. AB1K 31/04 (2023.01)

CPC - INV. AB1K 31/395, AG1K 31/33

ADD. AG1K 31/04

B.  FIELDS SEARCHED

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 included in the fields searched
See Search History document

Electronic dats base consulted during the intemational search (name of data base and, where practicable, search terms used)
See Search History document

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Category™ Citation of document, with indicatien, where appropriate, of the relevant passages Rolevant to claim No.

Y US 10,981,199 B2 (3B PHARMACEUTICALS GMBH) 30 March-2021 (30.03.2021), especially: | 1-2,6
col 1, In 55-83; col 2, In 9-31; col 7, In 22-61; col 7, In 62-64; col 28-30, formula (lila); col 31-32,
formula {llid); col 41, In 1-7, Embodiment 107; ¢ol 41, In 10-15, Embodiment 108; col 43, In 15
19; col 43, In 33-37; col 71, In 5-7.

Y — |NARAYANAN et al. "Discovery of a Novei Small Moleaule Aganist Scaffold for the APJ 1-2.8
" |Receptor®, Bioorg Med Chem, 2016, 24(16): pp 37568-3770, especially: abstract; pg 29, Table 2,
Compd. 13.
Y | PUBOHS et al. "Investigating 3,3-dfaryloxelanas as potentlaj blolsosteres through matched - | 1-2,6

molecular palr analysls", RSG Med. Chem. 2021, 12, pp 2045-2052, espacially: pg 2045, col 1,
para 1; pg 2048, Fig. 2, formula 1b and 1c; pg 2048, Flg. 3. entry 9, compound 1b, entry 21,
compound 1e.

A — |LEE et al. "Identification and Characterization of a Noval Integrin-Linked Kinase Inhibitor”, J Med) 1-2,6
Chem. 2011, 54{18): pp 6364-6374, especlally: abstract; pg 15, Figure 1, Serles D, formula 15.
= | THOMAS et al. "Idenfification of 1{{[1-{4-Fluorophenyl)-5-{2-methoxyphenyl)-1 H-pyrazol-3-

A yllcarbonyflamino)cycichexane Carboxylic Acid as a Selective Nonpeptide Meurotensin 1-2,6
Receptor Type 2 Compound®, J. Med. Chem, 2014. 57, pp 53185332, ontire document,

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

* Special eategories of cited documents: “T" later document published afier the imlmwﬁona] ﬁlil:gd date or Ola'lntﬁ

ugh i ichi i date and not in conflict with the application but cited to underst

Al fl:gt:rg?nl deﬁ.ruI:Ig rtelhe general state of the art which is not censidered he principle or theory undeclying fhe invention

*D” document cited by the applicant in the international application X" d of partienlar rel ;. the claimed invention cannot be

“E” earlier application or patent but published on or after the internationa} considered novel or gannot be considéred to involve an inventive step
filing daie ¥ the document is taken alone

"L" document which may throw deubts on priority claim(s) or which Y™ document of particular Telev the elaimed invention eannot
is cited to establish g)ub]ica.tion date of another citation or other be considered to involve an inventive step when the document is
special reason {as speeified) sombined with ene or more other such decuments, such combination

0" decumentrefesring to an aral disclosure, use, exhibition or other means being ebvious to a person skilled in the art
“P*  decument published prior to the intemational filing date but later than “&"  document member of the same patent family

the priority dato claimed
Date of the actial completion of the international search Date of mailing of the international search report
15 June 2023 JUL 0 7 2023
Name and mailing address of the ISA/US Authorized officer
Mall Stop PCT, Attn: ISA/US, Commissioner for Patents Kari Rodriquez
P.0. Box 1450, Alexandria, Virginla 22313-1450 .
Facsimile No. 571-273-8300 Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/ISA/210 (second sheet) (Tuly 2022)
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INTERNATIONAL SEARCH REPORT International application No,

PCTIS 23M3314

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

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

I D Claims Noa.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:I Claims Nos..

because they relate to parts of the internationzl application that do not comply with the prescribed mqun'enmuts to such an
extent that no meaningfu] international scarch can be carried out, specifically:

3 Claims Nos.: 10-58, 59-65, 75-88 and 90-101
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6 Afa).

BoxNo.Ill  Observations where unity of invention is Incking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
(see extra sheet)

L D As all required additional search fees were titnely paid by the applicant, this international search report covers all searchable
claims,

2. I:l As all searchable claims ¢ould be searched without effort justifying additional fees, this Autherity did not invite payment of
additional fees,

3. D As ouly some of the required additional search fees were timely lgmd by the applicant, this international search report covers
only these claims for which fees were paid, specifically claims

4. E No requn‘ed agditional search fees were tiniely paid by the applicant, Consequently, this international search roport is restricted
tuztge invention first mentioned in the claims; it is covered by claims Nos.:

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

I:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not pajd within the time limit specified in the invitation,

D Mo protest accompanicd the payment of additional search fees.

Form PCT/I8A/210 (continuation of first sheet (2)) (July 2022)
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INTERNATIONAL SEARCH REFORT Totemational application No.

PCT/US 23/13314

—Box il - Lack of Unity—

This application contains the following inventions or groups of Inventians which are not so linkad as to form a single general inventive
concept under PCT Rule 13.1. In worder for all inventions 1o be searched the appropriate additional search fees must be paid.

Group I+: Clalms 1-8, 57-58, 66-74 and 83, dlrectsd to & compound of Formula | or a pharmacesutically acceptable salt and/or solvate
thereaf. The compound of Fermula L will be searched to the extent that it encompasses the first species of clalm 1, whereln R1 Is H; R2
Is H: R3 is 2-amino-2-adamantans carboxylle acid; X is CH2; L Is a linker; E is a chelating group; and wherein L Is the first specios found
in para [00108] of the Instant specification: an amine; and wherein E is the first spacies found In para [00132] of the instant specification:
14,7-Triazacyclononana (TACN). It is befieved that claims 1-2 and & encompass this first named Invention, and thus these clalris will
be searched without fee to the extent that they encompass the first specles of claim 1. This first named invention has been selected
based an tha guldance st forth in section 10.54 of the PCT International Search and Preliminary Examination Guidelines. Applicant is
Invited to elett additional compounds of Formula |, wherein each additional compound elected will raquirs ona additional invantion fae.
Applicants must specify the claims that encempass any additionally elected compound. Applicants must further indicate, if applicable,
the claims which encompass the first named Invention; If differant than what was Indicated abeve for this group. Fallure to clearly
idantify how any paid additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to be
searched, Additionally, an exomplary electlon wherein different actual varlables are selected is suggested, An exemplary alection would
be a compound of claim 1, wherein R1 Is C1 alkyl; R2 Is H; R3 Is 2-amino-2-adamantane carboxylic acid; X Is CH2; L s a linker; Eis a
chelating group; and whereir L Is the first spegles found In para [00106] of the Instant specification: an amine; and whereln E Is the first
apeclas found [n para [00132] of tha instant spacification; 1,4,7-Triazac¢yclenonane (TACN) {i.c. claims 1-6).

The graups of inventions listed above da not relate to a single genaral inventiva wncépt under PCT Rule 13.1 becausa, under PCT Rula
13,2, they iack the same or comesponding speclal technlcal features for the following reasons:

Special Tochnical Features:

Group b includes the technical faature of a unique compound of Formua |, which i& not requirad by any other invention of Graup k.
Common Technical Features: )

The Inventlons of Groups I+ share tha technlcal feature of a compeund having the structure of Formula .

These sharad technical features, hawava;. do not pravide a contribution ovar the prior art, as being obvious over US 10,961,198 B2 o
3B Pharmaceuticals GMBH (herainafter '3B') In view of the article entitied "ldentlfication and Characterization of a Novel Integrin-Linked
Kinass Inhibltor" by Lee et al. (herelnafter 'Lea').

38 teaches a compound of Formula | wherein R1 is C1 alkyl; R2 is C3 alkyl; R3 ia 2-amino-2-adamantane carboxylic, acid; L i a linkar;
ead E Is a chelating group (col 28-30, formula {|{la); zee also cof 41, In 1-7, Embodiment 107, The compound of embodiment 106,
wherein the compound comprises a diagnostically active nudide; see also col 41, In 10-15, Embodiment 108, The compound of
embodiment 107, whersin the diagnostically active nuclide or the therapeutically active radionuclide is chelated by the chelator of...
formula (IMa)), but 3B doesn't teach wherein X is solected from CHZ, O, NR4, 8, ${0Q), SO2NR4 and NR4C(O). 3B further teaches
wherein X is highly similar to NR4C{C} (ol 25-30, formula (llla), but 3B docsn't teach wherein the nitrogen atorn is attached to the
phenyl ring (3B teaches the reverse ctlantation). However, Lea teaches a simllar compound wherein X Is NR4C(O) (pg 15, Figurs 1,
Serles D, formula 15) and It would have been obvious to a parson having orcinary skill in the art o prepara the analog of the compound
of 3B wherein the amide is revérsed in order to optimize the synthetic pruoeduns and the activity of the compound by routine
experimentation because the compound of Lee shows that this substructure is known. It would have been further abvicus to combine
Les with 3B because 3B teaches a treatment for cancer (col 43, In 18-19, The compound of any one of embodiments 1 to 113, for use in
a method for the treatment of a disease; see also col 43, In 33-37, The compeund of any ona of embodiments 127 to 128, whereln the
disease is selected from the group comprising tumors and hematological malignancles) and Lee teaches a similar compound that is also
used to traal cancer with selectivity for cancercus cells aver normal ones {abstract, Integrin-inked kinase (JLK) repreasnts a ralevant
target for cancer therapy In light of Its role in promoting oncogenesis and tumor progression, Through the screening of an In-house
focused compound library, we Identifiad N-Methyl-3-{1-{4-(plperazin-1-yl)phanyl}-5-(4'-(triflucromethyl){1,1'-bipheny(-4-yl)-1 H-pyrazol-3-
yl)propanamide (22) as a novel ILK inhibter (IC50, 0.8'micro M), which exhibied high In vitro potency agalnst a panel of prostate and
breast cancar cell ines {ICS0, 1-2.5 micre M), while normal epithelial cells were unaffected) and the reverse amide analog of 38 could
have enhanced selecBvity for cancerous cells.

As sald compound was known In the art at the time of the Invention, this cannot be considered a special technical fealure that would
otherwise unify the inventions of Group I+,

Tha Inventions of Groub H thus lack unlty- under PCT Rule 13,

Item 4 continued: Claims 10-66, 69-85, 76-88 and 80-101 are unsearchable because they are depéndent claime and are not drafted in
accardance with the sacond and third sentances of Rule 8.4(a). These claims are therefors, not Included in the above analysis,

Mote: Claims 3-4 languagé lacks clarity.  Claim is dependent on claim 2 and states: 3. The compound of clalm 2, whereln R1 Is selecled
fram H, Ci_aalkyl, C3_6cycioalkyl R1 is selected from CH3, CH2CH3, CH2CH2CH3, CH(CH3)2, eyclopropyl, cyclobutyl,
CH2cyelopropyl, and GH2cyclobutyl, each of which is optionally substituted with one or more halo. The text “whereln R1 1= selecied
from H, G{-dalikyl, C3-Bcycloalkyl" is identical 1o the first part of claim 2, whereas the rest of the clalm seems to bo a limitation on claim
2. Claim 4 has a similar issue with text repeated from claim 2. For the purposes of completing this ISR, the text "whereln R1 is selected
from H, Ci-dalkyl, C3-Beycloalkyl" In claims 3-4 was assumad to bs a typegraphical srror and was ignored.
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SY,THTITM,TN,TRTT,TZUAUG,US,UZVCVNWS,ZAZM,ZW
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UbobOooogD 4C084 AAl12 NAl47B261 ZB262
4C085 HHO3 JJO2 KAO9 KA29 KB12 KB56 LL18
4C086 AAO01 AAO2 AAO3 BC36 MAO1 MAO4 NA14 ZB26

4H045 AA10 AA20 AA30 BA10 EA20 EA50 FA10
oobooooo
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