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Mobocertinib (TAK-788) & [ iR 2+ HA P8 (1) EGFR/HER2 #1#l7f]. Mobocertinib itk

Description Pt (HATEZER! EGFR) ##]&%#A EGFRex20ins fIEUE 45 {A . Mobocertinib 7] - T NSCLC
HIE S o
IC50 & Target|[1] EGFR (WT) EGFR exon 20 insertion HER2
Cell Line Type Value Description
Cytotoxicity against human A-431 cells expressing wild type
A-431 ECso 1676 nM EGFR assessed as reduction in cell viability incubated for 96
hrs by CellTiter-Glo assay
Antiproliferative activity against human A-431 cells harboring
A-431 Glso 26 nM wildtype EGFR assessed as cell growth inhibition incubated
for 72 hrs by CellTiter Glo assay
Cytotoxicity against mouse BaF3 cells expressing EGFR
BaF3 ECso 1.1 nsM L858R mutant assessed as reduction in cell viability incubated
for 96 hrs by CellTiter-Glo assay
Cytotoxicity against mouse BaF3 cells expressing EGFR
BaF3 ECso 2711 nM L858R/C797S mutant assessed as reduction in cell viability
incubated for 96 hrs by CellTiter-Glo assay
Antiproliferative activity against mouse BaF3 cells harboring
BaF3 Glso 9 nM EGFR D770 N771ins SVD mutant assessed as cell growth
inhibition incubated for 72 hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
Cellular Effect BaF3 ICso 1.9 nM L858R assessed as cell viability measured after 72 hrs hrs by
CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
BaF3 ICso 10.1 nsM Ex20 insertion GV mutant assessed as cell viability measured
after 72 hrs hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
BaF3 ICso 10629 Del19/C797S assessed as cell viability measured after 72 hrs
™ hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
BaF3 1Cso 1337 L858R/C797S assessed as cell viability measured after 72 hrs
™ hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
BaF3 1Cso 2108 L858R/T790M/C797S assessed as cell viability measured
™ after 72 hrs hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
BaF3 1Cso 27.1 ;M L858R/T790M assessed as cell viability measured after 72 hrs
hrs by CellTiter Glo assay
BaF3 ICso 34.5 nM Antiproliferative activity against mouse BaF3 cells harboring
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wild type EGFR incubated for 3 days by Cell Titer-Glo assay

Antiproliferative activity against mouse BaF3 cells expressing
Del19/T790M/C797S assessed as cell viability measured after
72 hrs hrs by CellTiter Glo assay

Anticancer activity against parental mouse BaF3 cells
assessed as cell viability incubated for 3 days by Cell
Titer-Glo assay

Antiproliferative activity against mouse BaF3 cells harboring
EGFR-D770-N771insNPG mutant incubated for 3 days by
Cell Titer-Glo assay

Antiproliferative activity against mouse BaF3 cells expressing
Ex20 insertion SVD mutant assessed as cell viability
measured after 72 hrs hrs by CellTiter Glo assay
Antiproliferative activity against mouse BaF3 cells expressing
Del19 assessed as cell viability measured after 72 hrs hrs by
CellTiter Glo assay

Antiproliferative activity against mouse BaF3 cells expressing
EGFR WT assessed as cell viability measured after 72 hrs hrs
by CellTiter Glo assay

Antiproliferative activity against mouse BaF3 cells expressing
Del19/T790M assessed as cell viability measured after 72 hrs
hrs by CellTiter Glo assay

Antiproliferative activity against mouse BaF3 cells expressing
Ex20 insertion NPG mutant assessed as cell viability

measured after 72 hrs hrs by CellTiter Glo assay

In Vitro

Mobocertinib (1.5nM-10 v M; 7 K> LAk 21nM (1) IC50 #i] LU0387 (NPH) ZHfE[1].

Mobocertinib (2 /NEF) it ELATH LT 9825 [¢) EGFR (HCC827 (D)~ HCC4011 (L)) 8¢ T790M %

AF (H1975 (LT)) [0l 21 255 F WT EGFR (A431 (WT)) [1].

Mobocertinib (0.1 nM-1 wM; 6/~ #E CUTO14 (ASV) 430 pEGFR I pERK1/2[1].

Mobocertinib (0.3 nM-1 1 M; 6 /N il EGFR K& I T E 544 S [1].

Mobocertinib(0.01.0.1 F1 1 1 M; 6 /MO H1781 (HER2 Exon 20G776>VC) 1 Ba/F3 (HER2

exon 20YVMA) 4 ¥ HER2 {5544 F[2].

Cell Viability Assay[1]
Cell Line:

Concentration:

Incubation Time:

Result:

Cell Viability Assay[1]
Cell Line:

Concentration:

Incubation Time:

LU0387 (NPH) cells

1.5 nM-10uM

7 days

Showed good inhibition activity for LU0387 (NPH) cells with ICsoof 21

nM.

A431 (WT), HCC827 (D), HCC4011 (L), H1975 (LT) cells

2h
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Inhibited EGFR with common activating mutations of HCC827 (D),
HCC4011 (L) cells and T790M mutation of H1975 (LT) with ICses of 4,

Result 1.3 and 9.8 nM respectively, which more potently than WT EGFR
(A431 (WT); ICso of 35 nM).

Western Blot Analysis[1]

Cell Line: CUTO14 (ASV) cells
Concentration: 0.1 nM-1pM
Incubation Time: 6h

Robustly inhibited EGFR signaling, reaching 80% and 100% inhibition
Result: of phosphorylated EGFR (pEGFR) at concentrations of 100 nM and

1uM, respectively.

Western Blot Analysis[1]
Cell Line: HCC827 (D), HCC4011 (L), H1975 (LT) cells
Concentration: 0.3 nM-1uM
Incubation Time: 6h
Potently inhibited EGFR and downstream signaling in HCC827 (D),
Result HCC4011 (L) and H1975 (LT) cells.
Western Blot Analysis[2]
Cell Line: H1781 (HER2 Exon 20977¢-VC), Ba/F3 (HER2 exon 20YYMA) cells
Concentration: 0.01, 0.1 and 1pM
Incubation Time: 6h
Inhibited HER2 signaling in H1781 and Ba/F3-HER2 exon 20YVMA
Result: mutant cells at 0.1uM with significantly decreased phosphorylations of

HER2, AKT, and ERK1/2 in a dose-dependent manner.

Mobocertinib (3. 10~ 30 mg/kgs FIRs BEH-—IK, gk 20 K> BEFH MR A KAMHI[1].

Animal Model: Female Athymic Nude-Foxnlnu mice (human NSCLC H1975 LT tumor
model)[1].
Dosage: 3,10, 30 mg/kg
In Vivo Administration: Oral; once daily for 20 days.
Result: Decreased the mean tumor volume by 44% and 92% when at 3 mg/kg

and 10 mg/kg, respectively, relative to the tumor size of vehicle group.

Induced a 76% tumor regression relative to the pretreatment tumor size

at 30 mg/kg.

Y P S :
Solvent&Solubility DMSO 1 HIVAAREE : 25 mg/mL (42.68 mM; HH EIE (<80°C); "R DMSO X ™ i HVA AR FE A
FHRW, W RETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7074 mL 8.5368 mL 17.0736 mL

Stock Solutions 5mM 0.3415 mL 1.7074 mL 3.4147 mL

10 mM 0.1707 mL 0.8537 mL 1.7074 mL
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FTEARAE = S LE AN TENA R AV A BE PR A& VA R T 5 90 — BLEC UL, 19 0 2 ORAE,
ST R R I T P R

it LI DR AT 77 ZUAIYIER : -80°C, 2 years; -20°C, 1 year. -80°C fi#ifF, 5fE 2 EMME, -20°C fif
T, A 1L ENREA .

YL

TEIRAR IR SEsRsh P ASs 24575 X IR 2 VA IR T &

VLNV 7 B Se % R In Vitro 75 SUBLHITEE R0 BRIV I Bh 7 77«

— NP SEG S RN, BIE IR AT ARIE A 0, 3&E S OR A PRI SEER I DR, &
WESLHIE, 2R,

[ S R T AN (N R = RE A i VN o 2 78T G R AN A O EC G DU s el B/ N TR/ i
BLG, 0T LUE I 0 /B 5 i 7 %

E S

R FAINEEAIAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (4.27 mM); ¥iE R

M5 ARG > 2.5 mg/mL CHURIERFD 1EHEW.

U 1mL TARRCAH], B 100 uL 25.0 mg/mL FITE DMSO & W% 400 uL PEG300 ', R4
¥i5); H R A RN 50 uL Tween-80, YRE¥I51; SRIEHARELIIAN 450 L 4K EHZE 1

mL,

AEFRER KNI 0.9 g FAEN, BT ddH.0 HEAE 100 mL, AT LIS EIEHE I IR ER K
s

I

WK IR N FYAR:  10% DMSO  —  90% Corn Oil
Solubility: > 1.25 mg/mL (2.13 mM); 3575
HFEATHAG > 1.25 mg/mL CARIERKD MIEEAR, M5 RO A WA A UL - RIsh i seie /Y

B
PL I mL TAEBCAE], X 100 uL 12.5 mg/mL [{7EF DMSO fig i inE] 900 uL Tk, JBEH
%],

VUMM %, 5 EEICH) AR, dBCHAIES, ERMIARIRA .  UNERI R E 5L
SRR AIE IS Z B AR S EE s eI H AR A BT . BT, R Rl AR
B A 175 A

E S

RIS IMEEFER]:  0.5% CMC/saline water

Solubility: 25 mg/mL (42.68 mM); £kt 85 B .

ﬁ%}tﬁ [1]. Gonzalvez F, et al. Mobocertinib (TAK-788): A Targeted Inhibitor of EGFR Exon 20 Insertion Mutants
in Non-Small Cell Lung Cancer. Cancer Discov. 2021 Jul;11(7):1672-1687.
[2]. Han H, et al. Targeting HER2 Exon 20 Insertion-Mutant Lung Adenocarcinoma with a Novel Tyrosine

Kinase Inhibitor Mobocertinib. Cancer Res. 2021 Oct 15;81(20):5311-5324.

SRR BRI R -
AL 7 LN R VA o B VAR B PR G VAR RC R R 3 0. — ELEC RV, 0 e ORAT, B G SRS VAR R S P 7= i R
il S ARAT )7 ATHABR . -80° C, 2 years; -20° C, | year. -80° C 417, VH7E 2 4EIMEM, -20° CHETERS, TH7E 1 4F
WER .
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AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W

1 mM 1.7074 mL 8.5368 mL 17.0736 mL 42.6840 mL

5mM 0.3415 mL 1.7074 mL 3.4147 mL 8.5368 mL
10 mM 0.1707 mL 0.8537 mL 1.7074 mL 4.2684 mL
15 mM 0.1138 mL 0.5691 mL 1.1382 mL 2.8456 mL

DMSO

20 mM 0.0854 mL 0.4268 mL 0.8537 mL 2.1342 mL
25 mM 0.0683 mL 0.3415 mL 0.6829 mL 1.7074 mL
30 mM 0.0569 mL 0.2846 mL 0.5691 mL 1.4228 mL
40 mM 0.0427 mL 0.2134 mL 0.4268 mL 1.0671 mL
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