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Figure 2. 'H NMR full spectrum of 12a
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Figure 3. Aromatic region of the "H NMR spectrum for 12a
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Figure 4. Aliphatic region of the 'H NMR spectrum for 12a
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Figure 7. HRMS spectrum of 12b
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Figure 8. '"H NMR full spectrum of 12b
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Figure 9. Aromatic region of the "H NMR spectrum for 12b
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Figure 12. FT-IR spectrum of 12b
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Spectral data of 4-amino-1-((3R)-1-((4-fluorobenzoyl)prolyl)piperidin-3-yl)-3-(4-phenoxyphenyl)-

1H-pyrazolo[3,4-d|pyrimidine (12c)
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Figure 14. "H NMR full spectrum of 12¢
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Figure 18. FT-IR spectrum of 12¢

Spectral data of 4-amino-3-(4-phenoxyphenyl)-1-((3R)-1-((2,4,5-trifluorobenzoyl)prolyl)piperidin-3-
yl)-1H-pyrazolo[3,4-d]pyrimidine (12d)
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Figure 19. HRMS spectrum of 12d
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Figure 23. 3C-NMR spectrum of 12d
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Figure 24. FT-IR spectrum of 12d

Spectral data of 4-amino-1-((3R)-1-((4-chloropicolinoyl)prolylpiperidin-3-yl)-3-(4-phenoxyphenyl)-
1H-pyrazolo[3,4-d|pyrimidine (12e)
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Figure 25. HRMS spectrum of 12e
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Figure 29. 3C-NMR spectrum of 12e
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Figure 30. FT-IR spectrum of 12e

Spectral data of 4-amino-1-((3R)-1-((2,4-difluorobenzoyl)prolyl)piperidin-3-yl)-3-(4-
phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidine (12f)
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Figure 31. HRMS spectrum of 12f
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Figure 32. "H NMR full spectrum of 12f
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Figure 34. Aliphatic region of the 'H NMR spectrum for 12f
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Figure 35. BC-NMR spectrum of 12f
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Figure 36. FT-IR spectrum of 12f

Spectral data of  4-amino-1-((3R)-1-(benzoylprolyl)piperidin-3-yl)-3-(4-phenoxyphenyl)-1H-
pyrazolo[3,4-d]pyrimidine (12g)
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Figure 38. '"H NMR full spectrum of 12g
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Figure 41. 3C-NMR spectrum of 12g
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Figure 42. FT-IR spectrum of 12g

Spectral data of 4-amino-3-(4-phenoxyphenyl)-1-((3R)-1-(picolinoylprolyl)piperidin-3-yl)-1H-
pyrazolo[3,4-d[pyrimidine (12h)
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Figure 44. "H NMR full spectrum of 12h
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Figure 45. Aromatic region of the '"H NMR spectrum for 12h
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Figure 46. Aliphatic region of the 'H NMR spectrum for 12h
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Figure 47. 3C-NMR spectrum of 12h
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Figure 48. FT-IR spectrum of 12h

Spectral data of  4-amino-1-((3R)-1-((3-methyl-4-nitrobenzoyl)prolyl)piperidin-3-yl)-3-(4-
phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidine (12i)
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Figure 49. HRMS spectrum of 12i
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Figure 50. "H NMR full spectrum of 12i
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Figure 51. Aromatic region of the "H NMR spectrum for 12i
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Figure 52. Aliphatic region of the 'H NMR spectrum for 12i
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Figure 53. 3C-NMR spectrum of 12i
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Figure 54. FT-IR spectrum of 12i

Spectral data of 4-amino-1-((3R)-1-((4-chlorobenzoyl)prolyl)piperidin-3-yl)-3-(4-phenoxyphenyl)-
1H-pyrazolo[3,4-d[pyrimidine (12j)
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Figure 55. HRMS spectrum of 12j
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Figure 56. "H NMR full spectrum of 12j
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Figure 57. Aromatic region of the 'H NMR spectrum for 12j
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Figure 58. Aliphatic region of the '"H NMR spectrum for 12j
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Figure 59. 3C-NMR spectrum of 12j
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Figure 60. FT-IR spectrum of 12j
Spectral data of 4-amino-1-((3R)-1-((3-nitrobenzoyl)prolyl)piperidin-3-yl)-3-(4-phenoxyphenyl)-1H-
pyrazolo[3,4-d[pyrimidine (12k)
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Figure 62. "H NMR full spectrum of 12k
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Figure 63. Aromatic region of the "H NMR spectrum for 12k
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Figure 64. Aliphatic region of the 'H NMR spectrum for 12k
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Figure 65. 3C-NMR spectrum of 12k

90

1441, 54.07
80 W
2869,71.23 868,72.61
60
— 1 1164, 67.56
&2 3476, 65.68 :
2946,69.5
50
1236,47.12
3306, 68.56 1624,42.63 y
40 1349,55.8
20 1531,52.3
1568, 51.37 1489, 49.58
20
ot O0OnN ODOFTONDOFTONDOFTOANDOFTONOCOFTOANDOFTONDOSTONDOTONDO T NWOST O N W
MW o MM QM T~ S S0 HOD O A NN AN IOIND DN N OO MOOoOMmW®Leom
ommmmwwmvgmcwwﬁoommmrxwwm@emwnj‘—coommmr\mwmvvaNv—ioomooooI\r\wmmw
S o I T o I o o I T o B O o o B o I o o B T ' Y o A VA oV o I o I SV o VA o I o A oV I o VR o VI o I S I VI I I I A R I I I B I B R

Wavenumber (cm)

Figure 66. FT-IR spectrum of 12k
Spectral data of  4-(2-((R)-3-(4-amino-3-(4-phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidin-1-
ylpiperidine-1-carbonyl)pyrrolidine-1-carbonyl)phenyl acetate (121)
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Figure 67. HRMS spectrum of 121
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Figure 69. Aromatic region of the 'H NMR spectrum for 121
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Figure 71. 3C-NMR spectrum of 121

90

80

70 w 2859,73.65

1141,68.12
.
% 60 3471,67.53 292640.65 1434,56.55 861,67.55
1221,53.28
50 3301,69.31
1626,46.73
1523, 63\ \
40
1568,56.23
1476,58.29
30
T N VO TONDODTOINDODTONOVSSTONDDOTHONODOOTONDOOTONONOOOTONDLOTWMNOOS S HONW
B I o o o I T O B O o' B IO o s o B0 T Y o A NI S Vo IR I NI I N R R o IV S VR I S I SO A T B B I I I I B I B I |

Wavenumber (cmt)

Figure 72. FT-IR spectrum of 121

Spectral data of 4-amino-1-((3R)-1-((4-bromo-3-(trifluoromethyl) benzoyl)prolyl)piperidin-3-yl)-3-(4-
phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidine (12m)
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Figure 74. "H NMR full spectrum of 12m
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Figure 76. Aliphatic region of the 'H NMR spectrum for 12m
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Figure 77. 3C-NMR spectrum of 12m
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Figure 78. FT-IR spectrum of 12m
Spectral data of  I-(2-((R)-3-(4-amino-3-(4-phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidin-1-
yl)piperidine-1-carbonyl)pyrrolidin-1-yl)-2-(4-fluorophenyl)ethan-1-one (12n)
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Figure 79. ESI-MS spectrum of 12n
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Figure 80. "H NMR full spectrum of 12n
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Figure 82. Aliphatic region of the 'H NMR spectrum for 12n
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Figure 83. 3C-NMR spectrum of 12n
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Figure 84. FT-IR spectrum of 12n
Spectral data of 4-amino-1-((3R)-1-((3-methylbenzoyl)prolyl)piperidin-3-yl)-3-(4-phenoxyphenyl)-
1H-pyrazolo[3,4-d]pyrimidine (120)
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Figure 85. HRMS spectrum of 120
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Figure 86. "H NMR full spectrum of 120
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Figure 88. Aliphatic region of the '"H NMR spectrum for 120
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Figure 89. BC-NMR spectrum of 120
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Figure 90. FT-IR spectrum of 120

Spectral data of 4-amino-1-((3R)-1-((5-chlorothiophene-2-carbonyl)prolyl)piperidin-3-yl)-3-(4-
phenoxyphenyl)-1H-pyrazolo[3,4-d[pyrimidine (12p)
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Figure 92. '"H NMR full spectrum of 12p
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Figure 95. 3C-NMR spectrum of 12p
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Figure 96. FT-IR spectrum of 12p
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Figure 97. HRMS spectrum of 12q
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Figure 101. 3C-NMR spectrum of 12q
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Figure 102. FT-IR spectrum of 12q

Spectral data of 7-amino-3-((3R)-1-((3-chlorobenzoyl)prolyl)piperidin-3-yl)-1-(4-phenoxyphenyl)-
1H-pyrazolo[4,3-d]pyrimidine (12r)
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Figure 103. HRMS spectrum of 12r
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Figure 104. "H NMR full spectrum of 12r
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Figure 105. Aromatic region of the 'H NMR spectrum for 12r
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Figure 106. Aliphatic region of the "H NMR spectrum for 12r
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Figure 107. 3C-NMR spectrum of 12r
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Figure 108. FT-IR spectrum of 12r
Spectral data of 7-amino-3-((3R)-1-((4-nitrobenzoyl)prolyl)piperidin-3-yl)-1-(4-phenoxyphenyl)-1H-
pyrazolo[4,3-d]pyrimidine (12s)

DR

N AN

v

NH,



%109 +ESISCan ot:0 S4min] Frag=230.0 06 1d
12

12 £11.143%
1.1

1
XY
02 24,1508
o 25,1455
L
05

112421

w4 212750 ot

0z ‘

elr ela ea elo ell elz ela els els ele elr ele els wo el e e e el ke &7 el e el el ede e eld eds ele ely el eds o el ez el el els ede edr
Counts va, Wdss te-Chanimiz)

Figure 109. HRMS spectrum of 12s
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Figure 110. "H NMR full spectrum of 12s
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Figure 112. Aliphatic region of the "H NMR spectrum for 12s
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Figure 113. 3C-NMR spectrum of 12s
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Figure 114. FT-IR spectrum of 12s

Spectral data of ((R)-3-(7-amino-1-(4-phenoxyphenyl)-1H-pyrazolo[4,3-d]pyrimidin-3-yl)piperidin-
1-y))(1-(5-((6-chloro-2-methylpyrimidin-4-yl)amino)thiazole-2-carbonyl)pyrrolidin-2-yl)methanone
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Figure 116. "H NMR full spectrum of 12t
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Figure 117. Aromatic region of the 'H NMR spectrum for 12t
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Figure 119. 3C-NMR spectrum of 12t
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Figure 120. FT-IR spectrum of 12t

Spectral

data of ((S)-3-(4-amino-3-(3-phenoxyphenyl)-1H-pyrazolo[3,4-d]pyrimidin-1-
yDpiperidin-1-yl)(pyrrolidin-3-yl)methanone (11)
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Figure 121. ESI-MS spectrum of 11
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Figure 124. Aliphatic region of the "H NMR spectrum for 11
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Figure 125. 3C-NMR spectrum of 11
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Figure 126. FT-IR spectrum of 11

Spectral data of tert-butyl 3-((S)-3-(4-amino-3-(3-phenoxyphenyl)-1H-pyrazolo|3,4-
d]pyrimidin-1-yl)piperidine-1-carbonyl)pyrrolidine-1-carboxylate (10)
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Figure 127. ESI-MS spectrum of 10
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Figure 128. '"H NMR spectrum of 10
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Figure 129. Aromatic region of the 'H NMR spectrum for 10
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Figure 130. Aliphatic region of the '"H NMR spectrum for 10
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Figure 131. 3C-NMR spectrum of 10
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Figure 132. FT-IR spectrum of 10

Spectral data of (S)-3-(3-phenoxyphenyl)-1-(piperidin-3-yl)-1H-pyrazolo[3,4-d]|pyrimidin-
4-amine (8)




Figure 133. ESI-MS spectrum of 8
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Figure 134. "H NMR full spectrum of 8
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Figure 135. Aromatic region of the 'H NMR spectrum for 8
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Figure 136. Aliphatic region of the "H NMR spectrum for 8

4.0

=

-]
(=]
(=3

|

Voo

5.0




TN | . HlH L1

T ' | " | ' T " 1 " T ' T " | " 1 " T
180 160 140 120 100 80 60 40 20 ppm

Figure 137. 3*C-NMR spectrum of 8
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Figure 138. FT-IR spectrum of 8

In-vitro anti-cancer activity against NCI 60 cell line panel — five dose study and NCI
COMPARE. (Compound 12¢)
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Figure 140. Dose response curves for compound 12¢ in individual cell lines
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National Cancer Institute Developmental Therapeutics Program

In-Vitro Testing Results
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Figure 142. In-vitro five dose testing results for compound 12¢
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Figure 143. ICso values depicted in the waterfall graph for compound 12¢

In-vitro anti-cancer activity against NCI 60 cell line panel — five dose study and NCI
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Figure 144. NCI report for growth inhibitory activity of sample 12d at 10uM concentration
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Figure 145. Dose response curves for compound 12d in individual cell lines
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Figure 146. Dose response curves for compound 12d in all cell lines
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Figure 147. In-vitro five dose testing results for compound 12d
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Figure 148. ICso values depicted in the waterfall graph for compound 12d

In-vitro anti-cancer activity against NCI 60 cell line panel — five dose study and NCI
COMPARE. (Compound 12f)
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Figure 149. NCI report for growth inhibitory activity of sample 12f at 10uM concentration
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Figure 150. Dose response curves for compound 12f in individual cell lines
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Figure 151. Dose response curves for compound 12f in all cell lines




National Cancer Institute Developmental Therapeutics Program
In-Vitro Testing Results

MSC : D - 844704 /1 Experiment ID : 2309M581 Test Type - 08 Units : Maolar

Report Date : November 01, 2023 Test Date : September 25, 2023 QNS - MC -

COMI - 040 Stain Reagent : S5RE Dual-Pass Related S5PL - 1CPO

Log 10 Concentration
Time Mean Optical Densities Percent Growth

Panel'Cell Ling Zero  Cid £0 J0 £0 50 40 -0 70 €0 50 4D GIS0 TG LCED
Leukemia
CCRF-CEM 0404 2711 2540 2420 2206 1504 0617 a2 &7 a1 48 a T.S0EG > 1.00E4 > 1.00E4
HL-80{TE} 0580 2605 2370 2343 1004 0346 0256 B2 87 58 41 &7 140E-6 4 10E4 3TIES
K-562 0236 2386 2423 2483 2177 0574 0178 e 1M a0 18 25 JATES 245E5 > 1.00E4
MOLT-4 0508 2453 2435 2208 1888 0514 0376 bl a2 61 o -28 1.50E-6 1. 03E-5 > 1.00E-4
RPMI-3226 0787 2574 2844 2507 2115 1.105 0.588 4 1 T4 17 28 280EH 250ES > 1.00E-4
Non-Small Cefl Lung Cancer
AS4QIATCC 0421 2275 2130 2184 2156 1325 0.58D a2 95 ™ 49 g D3ATEH > 1.00E4 > 1.00E4
EKVX 0845 2313 2207 2248 2137 14068 1.020 a2 25 a7 a0 8 6.20E-6 > 1.00E4 > 1.00E-4
HOoP-g2 g.s3ae BOT 1805 1751 1.880 1.365 0454 a2 0 4 6 -18 1.33E5 B82S > 1.00E4
HOP-02 0.834 662 1827 1.830 1404 1136 0877 08 aF 0 28 g 483E6 > 1.00E4 > 1.00E4
NCI-HI28 1201 2405 2283 2200 2214 183 111D g8 a0 4 a8 -7 5.08E6 Q.EES > 1.00E4
MNCI-HZ3 055 2105 2051 2003 1950 1342 0770 o8 o« 20 49 12 B7IES > 1.00E-4 > 1.00E-4
MNCI-H32Z2M 09186 2504 2284 2420 247 1087 1.162 g8 o5 4 a7 18 217ES > 1.00E4 > 1.00E-4
NCI-H480 0288 2502 2293 2482 246 1300 030 a1 o3 79 50 1 1.ME-S > 1.00E4 > 1.00E-4
MNCI-HEZ2 20EE 3366 3290 3300 3310 2138 17BD el @ o0 g -4 2.17ED 7ATES > 1.00E-4
Colon Cancer
COLO 205 0645 2703 2716 2700 2540 1348 0514 @5 100 ag 13 -2 4MES 414E5 > 1.00E4
HCC-2008 0660 2506 2412 2481 2307 1702 0465 @0 a 20 58 30 1.24E-5 454EE > 1.00E-4
HCT-116 0251 2302 232 2B 2360 1238 0268 28 a7 a3 48 1 B43E6 > 1.00E4 > 1.00E4
HCT-15 0400 2720 2594 2708 2577 1381 0374 o4 29 frel 41 -2 6.74E6 B8.72E5 > 1.00E-4
HT20 0402 24p5 2506 2402 21478 1.212 0052 00 100 a5 L T 5.80E6 203E5 B.09ES
KM12 0767 3202 3245 3282 3104 1800 0658 @B @2 23 41 4 6.A8E-6 > 1.00E4 > 1.00E-4
SWw-E20 0336 2077 1740 1851 1880 1.366 0204 21 7 v 50 3@ 1.24E5 JB0ES > 1.00E4
CMS Cancar
SF-28a 07e3 2323 2172 2188 2082 1425 0718 @0 o 3 41 -3 6.18E-6 8.54E-5 > 1.00E-4
SF-205 0734 2356 2098 2152 2145 1203 0370 B4 87 87 [ 508E-6 225E5 7.31E-5
SF-530 0280 2877 2782 2017 2777 1070 0054 84 102 g5 52 o4 1.05E-5 220EE 4.90E-5
SNB-19 0600 2DB3 1975 2021 1046 1486 0880 a2 e a1 50 19 1.72E5 > 1.00E4 > 1.00E4
us1 03200 1770 1701 1.708 1841 1203 0337 @5 25 a1 59 -14 1.33E5 B42EE = 1.00E-4
Melanoma
LCu MWL 0200 2451 2300 2321 1921 1.182 0038 a3 o T4 8 90 478E6 1.20E5 4.87E-5
MALME-2M 0&oE 14D6 1376 1430 1204 1.007 0356 88 103 o 44 40 6.09E6 206E5 > 1.00E4
M4 0488 1821 13850 1932 1742 1370 0510 @5 101 a7 62 . 1.58E-5 > 1.00E4 > 1.00E-4
MDA-MB435 0580 2263 2202 2307 2260 1440 0505 02z 109 100 8 14 1.03E5 G.02E5 > 1.00E4
SH-MEL-2 1482 2B43 2843 20837 2773 2260 0413 100 100 g5 58 72 1.15E-5 279E5 B.78E-5
SK-MEL-2B 0408 1506 1870 1.872 1.372 1048 0216 07 109 1) M4 47 1.00E-5 J4IES > 1.00E4
SK-MEL-5 1218 33852 237286 32325 31265 1.824 0018 o8 o @ 19 -9 3.08E6 145E5 3.88E-5
UACC-287 1256 2814 2713 2742 2706 2253 D5 a2 95 a2 &1 a2 1.24E-5 316ES B.OSE-5
Uacce2 0888 2018 2738 2702 2373 1623 0400 a1 £a 73 38 &85 424E6 2 50E-5 B.B2E-5
‘Owanan Cancer
IGROVT 0805 2384 2276 2371 2285 1448 088D 24 100 a5 41 5 6.87E6 > 1.00E > 1.00E
CVCAR-2 058z 1g@e 1893 1.035 1791 1180 007D 00 103 o 43 83 B21ES 221E5 5.21E-5
CONCAR-5 0875 1768 822 1747 1564 1553 0323 105 23 a a0 51 1.70E-5 4 10E-5 0.87E-5
CNCAR-B 0556 2546 2488 2517 2380 1707 O.752 o5 o« o 53 0 148E-5 > 1.00E4 > 1.00E-4
MNCUADR-RES 0477 1717 1665 1.883 1528 1.072 0575 o8 a7 a5 43 3 BA1ES > 1.00E4 = 1.00E-4
SK-OV-3 0834 1068 1996 1896 1475 1462 1.0M o4 b o 55 1a 1.38E-5 > 1.00E4 > 1.00E-4
Renal Cancer
TB6-D 063p 2818 2788 2871 2810 2082 1088 @ 12 100 6a | 228E-5 > 1.00E4 > 1.00E-4

os 1200 2272 2304 25 21B3 1.BBS 1.144 e} a7 o 54 -1 1.32E5 G.85E5 > 1.00E4
ACHN 0288 1502 1420 1300 1342 0818 02340 o4 o a7 a4 5 T.14E6 > 1.00E4 > 1.00E-4
CAKELY 0603 2530 2320 2350 2064 1170 0730 @0 " T8 29 7 3.80EG > 1.00E4 > 1.00E-4
RXF 393 0815 1570 1584 1807 1460 1007 0545 @2 105 a7 37 33 5.52E-6 33BES > 1.00E-4
SN12C 0457 2002 1823 1.788 1.465 0484 04N &8 85 a5 28 - 254EH B.75ES > 1.00E4
TK-10 1320 2137 2071 2194 2458 1.981 1177 @2 107 140 -1 I 2.15E5 751E5 > 1.00E-4
uo-n 0868 2105 1844 1752 1432 0.016 0576 82 5 57 17 -4 147E6 E > 1.00E4
Prostate Cancer
PC-3 0550 2202 2192 2110 1.846 1121 0754 o4 29 T4 el 11 3.80E6 > 1.00E4 = 1.00E-4
DU-145 035p 1606 1581 1882 1643 1124 0586 @ 105 103 i1 13 18365 > 1.00E4 > 1.00E-4
Breast Cancer
MCF7 0625 2551 2376 2420 2120 1051 0615 a1 o« 73 n -2 3.13E6 4.50E-5 > 1.00E-4
MDA-MB-231/ATCCO405 1216 1185 1208 1.075 0Q.BOS 0300 o8 2 0 55 -19 1.18E-5 S40EE > 1.00E-4
HS 578T 0858 2131 1476 1920 1854 1407 0623 &0 84 73 50 -5 DA0EG 4.03E5 > 1.00E-4
BT-540 1079 2356 2331 3531 2353 1.754 0002 g 114 100 53 -18 1.10E-5 5.70ES > 1.00E-4
T47D 0750 1B43 1745 1310 1.880 0.007 0.BE2 o ar 3 23 10 3.B0E6 > 1.00E4 > 1.00E4
MOA-MB-4GE 025@  10BE 1047 1991 1816 1326 0503 22 100 oo | 38 490E6 JMMES > 1.00E4

Figure 152. In-vitro five dose testing results for compound 12f
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Figure 153. ICs values depicted in the waterfall graph for compound 12f
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Figure 154. NCI report for growth inhibitory activity of sample 12j at 10uM concentration
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Dose Response Curves
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Figure 155. Dose response curves for compound 12j in individual cell lines
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Figure 156. Dose response curves for compound 12j in all cell lines




National Cancer Institute Developmental Therapeutics Program
In-Vitro Testing Results

MSC: D - 844708 /1 Experiment ID : 2308M581 Test Type - 08 Units : Molar
Report Date : Movember 01, 2023 Test Date : September 25, 2023 QNS - MC -
O 044 Stain Reagent : SRE Dual-Pass Related S5PL : 1CPO
Log 10 Concentration
Time Mean Optical Densities Percent Growth
Panel'Cell Line Zere  Cil £0 70 H0 50 40 -0 -f0 60 50 40 GI30 TG LCS0
Leukemia
CCRF-CEM 0484 2708 2725 2610 2547 0730 D531 101 i rc 11 2 3IMESL > 1.00E-4 = 1.00E4
HL-80{TB) 0582 2820 2471 2415 2376 0411 0304 a3 2 a3 -30 -33 2.10E-6 5.55E-8 > 1.00E-4
K-G62 0236 2377 2340 2308 2117 0373 0238 102 101 @0 Fi 0 3INES > 1.00E-4 > 1.00E-4
MOLT4 0508 2E11 2508 2413 1.046 0400 0481 25 o1 a8 -4 -2 1.90E-6 3234 > 1.00e4
RPMI-3226 0787 2610 2833 2428 2331 0755 0584 101 &7 -5 -27 2.53E-6 3.78E-4 > 1.00E-4
Mon-Small Cell Lung Cancer
AB4LATCC 0421 2352 2252 2285 2205 0.831 0645 25 5 @ 24 12 4 15E46 > 1.00E-4 = 1.00E4
EKNX 0945 2328 2318 2293 2282 1335 1.142 o a7 a7 28 14 4 A0E-6 > 1.00E-4 > 1.00E-4
HOP-82 0538 1008 1880 1951 1437 1.037 0380 e 103 25 33 -23 5.85E-6 ATIES = 1.00E4
HOP-02 0834 1612 1585 15306 1551 00DE 0B27 a4 o @0 21 a IMESL 9.10E5 > 1.00E-4
MNCI-HZ26 1201 2411 2371 2340 2273 1.518 1280 a7 - a3 26 7 4.18E-6 > 1.00E-4 > 1.00E-4
NCI-HZ3 0585 2080 2012 1064 2.020 1.226 0686 25 a 23 42 [i} T.23E6 > 1.00E-4 > 1.00E4
NCI-H3Z2M 0916 2506 2505 2401 2410 1.852 1.037 100 et b 43 a B.I5E-6 > 1.00E-4 > 1.00E-4
MNCI-H480 0288 2644 2708 2782 2522 1.214 0483 102 109 25 34 g G4EG > 1.00E-4 > 1.00E-4
MNCI-H5Z2 2088 32BE 3387 3315 234 2033 1.70B a8 o o 3] -13 1.58E-5 3.82E5 > 1.00E-4
Colon Cancer
COLO 205 0845 2754 2702 2757 2.084 1.0280 0480 10z 10 a7 18 -2i 393E6 280E-5 = 1.00E-4
HCC-2208 0882 2643 2437 2452 2400 1.186 0488 o] ad a2 v =27 4 41E6 313ES > 1.00E4
HCT-116 0251 2432 2343 2357 2466 0.346 0.185 o5 T |1 v -24 4 93E-6 32ES > 1.00E4
HCT-15 042 2778 2748 2685 2582 0857 0445 o 25 21 18 1 3T0E6 > 1.00E-4 > 1.00E-4
HT28 0402 2541 2381 2467 2365 0.781 0206 23 a7 a2 18 -28 3.88E-6 251E5 > 1.00E-4
KM12 0787 3254 3306 3240 3273 1526 0650 iz 100 101 a0 -15 5.27EG 4 84E-5 > 1.00E-4
SW-a20 0336 2042 2136 2010 2188 1291 0637 108 g4 109 58 13 143E-5 > 1.00E-4 > 1.00E-4
CNS Cancer
SF-263 07@3 2377 2205 2110 2100 1.230 D481 25 = a9 29 -39 44026 288E5 = 1.00E4
SF-205 0734 481 2344 2147 2234 0702 0330 oz 81 B4 3 -54 2 85E-6 1.14E5 B.ETE-5
SF-538 0@82 267D 2745 2831 2533 1383 0450 104 24 a2 24 -53 4 17EH 207E5 | 23E-B
SHB-19 o0& 2164 2143 2023 2024 11608 0758 o o1 21 35 10 5.57E-G > 1.00E-4 = 1.00E4
Uz 02D 1785 1702 16887 1733 0O7FBA 0183 25 25 23 23 -53 4 95E-6 225E5 B.14E-5
Melanoma
LOX IMVI 0280 2408 2202 2100 2141 0.811 0036 a4 £ 33 11 21 3.10E6 128E-6 AOTE-5
M E 0688 1425 1374 1392 1462 0903 0381 23 % 105 41 43 T.13E6 2 88E-5 = 1.00E4
Mi4 0488 1835 1030 1891 1972 0902 0276 100 @ 1B 29 43 5.14E-6 242E5 = 1.00E-4
MOA-ME-435 0580 22346 2230 2243 2235 0B36 0225 a3 o o4 14 42 3.53E6 1.53E5 6005
SH-MEL-2 1482 2874 2873 2800 2358 1868 0571 100 25 a3 35 42 5MES 2 30E-5 7.80E-5
SK-MEL-28 0408 1441 1377 1.1¥B 1307 0675 0.160 4 75 23 23 -54 4 51E6 202E5 TRES
SH-MEL-5 1218 3323 3222 3217 3183 D651 0036 25 25 o -2 -a7 2306 4454 2.38E-5
UACC-25T 12356 2780 2046 2852 2664 1548 0500 21 21 o 13 -5 342E6 1.58E5 B.24E-5
UACCH 088E 2006 2702 27 2524 1.300 D240 i3 72 24 -T2 3.38E6 1.78E5 581E5
Owanan Cancer
IGROV 0805 2510 2558 2504 2004 1.351 00840 102 1083 105 32 a S.4EG > 1.00E-4 > 1.00E-4
COVCAR-3 0583 1880 1815 1754 1.785 06508 0.362 10z aa 3 21 38 385E6 2 28F-5 > 1.00E-4
OVCAR-5 0876 1.5 1.541 1407 1405 1.173 0650 a7 82 a2 58 -4 1.24E-5 3.88E-5 > 1.00E4
COWCAR-E 0556 563 2542 2455 2408 1277 0808 o o5 @ ag 13 5A2E6 > 1.00E-4 > 1.00E-4
NCUADR-RES 0477 1706 1885 1628 1553 0852 0673 28 e 87 N 18 4 55E-6 > 1.00E-4 > 1.00E-4
SK-OV-2 0834 1038 1035 1881 1.000 1178 0750 100 95 aF 3 -0 5.18E-6 5.TIES > 1.00E-4
Renal Cancer
786 0&3p 2BE? 2798 2823 2828 1573 1.067 a8 o ag 42 19 7.20E6 > 1.00E-4 = 1.00E4
A488 1202 2242 21 2157 238 1.747 1456 a7 21 108 43 17 BES > 1.00E-4 > 1.00E-4
ACHM 0288 1374 1408 1290 1246 0618 0300 102 a a8 30 2 4.58E-6 > 1.00E-4 > 1.00E-4
CAKI-1 0803 2450 2300 2206 2175 1026 0750 ar 83 85 23 a 383ES > 1.00E-4 > 1.00E-4
RXF 2393 0815 1577 1603 1554 1514 1.033 0765 102 a7 @ 24 -8 4 506 G.84E-5 > 1.00E-4
SN12C 0457 2074 1084 1880 1841 0771 0447 a4 25 ond 18 -2 379EG TB4ES > 1.00E4
TE-10 1328 2168 2038 2058 2117 1520 1.128 54 87 o 23 -15 4 13E6 388E5 > 1.00E-4
Uo-31 0668 2140 1060 1910 1747 0.850 0871 a7 84 73 12 1} 2,396 > 1.00E-4 > 1.00E-4
Prostate Cancer
PC-3 0550 2268 2243 2183 2080 0.847 0O.762 o e 20 17 12 3.50E-6 > 1.00E-4 > 1.00E-4
DU-145 0252 16830 1880 1531 1.064 0946 0543 104 LT [ ) 4 14 B43EG > 1.00E-4 > 1.00E-4
Bleas-tCanner
MCFY 0825 2614 2474 2338 2268 0.7B3 0618 23 i) 82 a 0 2T1EH 7.80E-5 > 1.00E-4
MDA-MB-231/ATCC 0485 1176 1182 1127 1.106 0.7B0D 0263 28 0 20 43 A7 T.15E-6 I0ES = 1.00e4
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BT-548 1072 2435 2389 2392 2401 1481 0431 a7 a7 a7 a -13 5MES 4 14E-5 > 1.00E-4
T47D 0750 1664 1030 1820 1.v67 0.867 0750 a7 i3 B4 10 1 285E-6 > 1.00E-4 = 1.00E4
MOA-ME-468 0852 2002 1877 1842 1912 1176 0774 28 e a1 21 -18 3.88E-6 330ES > 1.00E-4

Figure 157. In-vitro five dose testing results for compound 12j
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Figure 158. ICs values depicted in the waterfall graph for compound 12j
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Figure 159. NCI report for growth inhibitory activity of sample 11 at 10uM concentration
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Figure 160. Dose response curves for compound 11 in individual cell lines
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Figure 161. Dose response curves for compound 11 in all cell lines
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In-Vitro Testing Results
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NCI-H480 0323 18 1843 108568 1474 0040 113 14 -a8 141E-5 2 BBES
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Figure 162. In-vitro five dose testing results for compound 11




Mational Cancer Institute Developmental Therapeutics Program NSC : D - 845678/1 Units -Molar S5PL:1CPO I EXP. ID :2310NS90
\
Watertall Qraph' GIaD Report Date :November 25, 2023 Test Date :October 10, 2023
Fanes ol Hame Hollow Fiber cis0
Melznoma UACC-257 B
Melanoma M14 L
Leukemia MOLT-4 I
Melznoma LOX IMVI 2 B
Leukemia K-562 |
Melanoma SK-MEL-5 E
Renal Cancer RXF 393
Renal Cancer uo-a1
CNS Cancer SNB-T5 I
Colon Cancer KM12 I
Leukemia SR I
Melanama SK-MEL-28 I ]
Renal Cancer SN12C
Breast Cancer MCF7
CNS Cancer SF-538 I
Breast Cancer HS 578T
Melanoma MALME-3M I
Colon Cancer COLO 205 : [——
Colon Cancer HT20 I
Leukemia RPMI-8228 P |
Renal Cancer CAKIH
Mon-Small Cell Lung Cancer HOP-02 |
Breast Cancer MDA-MB-488
‘Owarian Cancer SK-OV-3 I
Non-Small Cell Lung Cancer NCI-H226 I
Owvarian Cancer OVCAR-5 " I
CNS Cancer SF-268 ]
Leukemia HL-60(TB) I
Melznama UACC-82 . [ ]
Renal Cancer 786-0 z
‘Ovarian Cancer IGROV1 [——
Leukemia CCRF-CEM | ]
Melanama MDA-MB-435 y 2
Non-Small Cell Lung Cancer NCI-H522 = I
Renal Cancer ACHN B
CNS Cancer uzs1 = ]
Breast Cancer BT-549
Breast Cancer T470
Breast Cancer MDA-MB-231/ATCC .
CNS Cancer SF-205 = I
Colon Cancer HCT-116 I
Renal Cancer TK-10
Non-Small Cell Lung Cancer ABABIATCC | s |
Non-3mall Cell Lung Cancer NCI-H23 : O
Colon Cancer HCC-2008 I —
Colon Cancer HCT-18 I
Owarian Cancer OVCAR-3 : I
Owarian Cancer OVCAR-4 EE—
Colon Cancer SW-620 o I
Prostate Cancer PC-
Non-Small Cell Lung Cancer EKVX I
Non-Small Cell Lung Cancer HOP-62 ]
CNS Cancer SNE-19 I
Ovarian Cancer OVCAR-8 I
Ovarian Cancer NCUADR-RES I
Prostate Cancer DU-145
Non-Small Cell Lung Cancer NCI-H4B0 e
Non-Small Cell Lung Cancer NCI-H322M I
Melanama SK-MEL-2 483 B ]
Renal Cancer B4gg 479
Log10 High Conc 4.0

Figure 163. ICs, values depicted in the waterfall graph for compound 11



