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Screening flow chart ()

1 1
] 1
| 2BH 2/= 00 inhibitor & ZAE 9 Ay '
1 (=8 H4E & 29) i
i H
He= ol EZtEHSE 52d -
| ey k LASE S ETEES A7A2 2
€y Issues Assay model == HefF 48
i Development 3. dUd =&
. . A
i | 1. Target validation (in vitro / ex vivo / in vivo) 4.7PP 23
I | 2. Assay EHEOIR
1| 3. EEEE Vs _ T
| 4 TCP Experimental Screening IHsd 2ol :
' | 5. Screening FEF = (XX activity / 00 4HHF) (000 model) '
\
e :
1l
1. S2% 572 e .
Modeling & Synthesis > Focused library Shat Bl 7|2 T t P d t P f I L . .
g' EQ%DTQAEQ al"ge roauc rotiie (ql*l)_Crlterla for Candidate Selection
¥ 4' = ll ofad 7 -
T 4 Experimental Screening N - SEHEEd SPSE FFLI M YA FR I
(XX activity EC or IC50) o S p Minimum acceptable criteria
SAR (binding E_IS_Say) MOA EH1 Category Test item Ideal Criteria (or Competitor) (Canr.lei';ate)
D(gY“’t"X'C'W} Description PI3K Inhibitor
= (00 mouse test) - Indication and Usage  NSCLC2| 1st X2, NSCLCE| 2nd/3rd K| 2
Dosage and Administration Z-50]
B J s Target binding PI3K binding (Kd < 1nM) PI2K binding (Kd < 10nM) Kd < 10nM Kd < 100nM
" iomarker
S;ﬁiﬁéehﬂfoiesis\g?:g%g (MIRMA / 00 products / o Enzyme Potency PI3K Inhibitor (IC50<1nh) IC50 <10nM IC50 <10nM IC50 <10nM
wtoilnes) = in vitro Efficacy Isoform Selectivity ~ Class | PI3K 1C50 = 7 fold against other isoforms 5 fold against other isoforms 3 fold NR
. i 1. TCP7|E 22 o Kinase selectivity ~ 20-30 fold against other isoforms 10 fold 5 fold NR
Advanced Pre-clinical studies (00 2. gofno-go ZH
model Tg behavior) 3 M2~y Cell based Assay 1C50 0.1-1uM (HCT116, DLD-1 and SWA480 cells) <TuM <10uM <10uM
in vivo Effica Murine model- 30mg/kg body weight treats effectively without Tumor gross inhibition 30% (40-  Tumor gross inhibition NR
Y tumor models side effects 50 mg/kg) 20% (40-50 mg/kg)
Metabolic stability ~ Stable in HLM, MLM Stable in HLM, MLM Stable in HLM, MLM MR
Permeability High High High NR
DMPK CYP inhibition All CYPs >10uM All CYPs >10uM - NR

Bioavailability >30%

. Bioavailability >50% Bioavailability >30% 5 q
I i (A2 Half life =3hrs (mice, rat & dog) Half life =3hrs (mice, rat & dog) ga‘lifolgrf;a Sl (ule, e | G5
MW <500 <500 <500 <500
Physicochemical properties 29 solubility >1.0 mg/mL :t[;l:I mg/lrjr:aLS — >tO.bOII r.ng;anSL — NR
0 m " . i 0 " e in PBS, gastric an stable in PBS, gastric an
chemical stability  stable in PBS, gastric and intestinal fluid intestinal fluid intestinal fluid NR
hERG IC50 > 10 pMm IC50 = 10 pM NR NR
safety AMES test MNegative : — Negative NR NR
Single dose toxicity body/organ weight *9 O[L 2, LDSO (oral, LD50 (oral, mouse) =500 mg/kg  NR MNR

mouse) >1000 mg/kg
* NR : not required
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