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The expected ADMET study
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Predicted ADMET for the designed compounds and reference drug

BBB Solubility | Absorption | CYP2D6 PPB
Comp. level 2 level ® level © | prediction ¢ | prediction ®
1lla 3 3 0 FALSE TRUE
11b 4 2 0 FALSE TRUE
1ic 4 2 0 FALSE TRUE
11d 4 2 0 FALSE TRUE
1le 4 3 1 FALSE TRUE
11f 4 3 2 FALSE TRUE
119 4 2 2 FALSE TRUE
12 4 3 1 FALSE TRUE
13 4 3 0 FALSE FALSE
14 4 3 0 FALSE TRUE
15 3 3 0 FALSE TRUE
Sorafenib 4 1 0 FALSE TRUE

2 BBB level, blood brain barrier level, 0 = very high, 1 = high, 2 = medium, 3 = low, 4 = very low.
b Solubility level, 1 = very low, 2 = low, 3 = good, 4 = optimal.

¢ Absorption level, 0 = good, 1 = moderate, 2 = poor, 3 = very poor.

4 CYP2D6, cytochrome P2D6, TRUE = inhibitor, FALSE = non inhibitor.

¢ PBB, plasma protein binding, FALSE means less than 90%, TRUE means more than 90%



Toxicity properties of the synthesized compounds

Rat
FDA Rodent . . . Rat
) o Carcinogenic | Maximum | Developmental Rat ) ]
Carcinogenicity o Chronic | Ocular Skin
Comp. Potency TDsy | Tolerated Toxicity Oral ) )
(Mouse- ) LOAEL | Irritancy Irritancy
(Rat) 2 Dose Potential LDso®
Female) b
(Feed)®
lla Non-Carcinogen 23.443 0.067 Non-Toxic 2.730 0.244 Irritant | Non-Irritant
11b Non-Carcinogen 6.212 0.081 Non-Toxic 4.841 0.264 Irritant | Non-Irritant
1ic Non-Carcinogen 5.977 0.081 Non-Toxic 2.881 0.155 Irritant | Non-Irritant
11d Non-Carcinogen 5.977 0.081 Non-Toxic 2.478 0.144 Irritant | Non-Irritant
1le Non-Carcinogen 51.481 0.220 Non-Toxic 2.539 0.347 Irritant | Non-Irritant
11f Non-Carcinogen 4715 0.049 Non-Toxic 5.090 0.186 Irritant | Non-Irritant
11g Non-Carcinogen 2.964 0.059 Non-Toxic 5.866 0.098 Irritant | Non-Irritant
12 Non-Carcinogen 32.462 0.087 Non-Toxic 0.936 0.212 Irritant | Non-Irritant
13 Non-Carcinogen 42.027 0.087 Non-Toxic 0.656 0.227 Irritant | Non-Irritant
14 Non-Carcinogen 12.449 0.054 Non-Toxic 4518 0.220 Irritant | Non-Irritant
15 Non-Carcinogen 46.537 0.161 Non-Toxic 3.627 0.391 Irritant | Non-Irritant
) Single- . . )
Sorafenib ) 14.244 0.089 Toxic 0.823 0.005 Irritant | Non-Irritant
Carcinogen

& Unit: mg/kg body weight/day
b Unit: g/kg body weight




HINMR of compound (7)
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CL3NMR of compound (7)
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IR of compound 11a
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HINMR of compound (11,)
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Dept 135 NMR of compound (11b)
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IR of compound 11c
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HNMR of compound (11c)
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Current Data Parameters
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F2 - Acquisition Parameters
Date_ 20180423

Time 9.44
INSTRUM spect
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NS 50

DS 2
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D1 1.00000000 sec
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======== CHANNEL fl ========
SFO1 400.1524711 MHz
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PLW1 18.00000000 w

F2 - Processing parameters
ST 65536

SF 400.1500000 MHz
WDW EM

SSB 0

LB 0.30 Hz
GB 0

PC 1.00
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HNMR of compound (11c)
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H!NMR (D20) of compound (11c)
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IR of compound 11d
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HNMR of compound (11d)
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HNMR of compound (11e)
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Mass spec. of compound 11e
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IR of compound 15
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