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HEYEE

Sotorasib (AMG-510) is a first-in-class, orally bioavailable, and selective KRAS G12C covalent inhibitor.

Sotorasib irreversibly inhibits KRAS G12C by locking it in an inactive GDP-bound state. Sotorasib leads to

Description
the regression of KRAS GI2C-mutated locally advanced or metastatic non-small cell
lung cancer (NSCLC)[1][2][3][4][5][6]-
IC50 & Target KRAS(G12C)
TESNMLINE 1, Sotorasib (AMG-510) FL &1 KRAS G12C JHWiil KRAS G12C 55445, @ fr
4 KRAS p.G12C 24541l 21 ERK1/2 (p-ERK) BERR b AR M & [2].
Sotorasib (AMG-510; 1-10 uM: 72 /M) 6 24815 NCI-H358 1 MIA PaCa-2 40 fEE /7,
IC50 43 %179 0.006 uM A1 0.009 uM. IE KRASGI2C 4Hfifi ZXF Sotorasib (IC50>7.5 uM) ANBUEK[3].
Sotorasib (AMG-510) (0-50 uM, 72 /NP AT 404K, If5 Cisplatin £ H23 1 H358 4
P EAEFS]
Sotorasib (AMG-510) (100 nM, 4-72 /INIF) XFiE1E KRAS B A Fr il 4E 1, H 45 8 0 % 5
RAS-MAPK ) [ i& B R 15 LTS [6]
Cell Viability Assay[3]
Cell Line: NCI-H358 and MIA PaCa-2 cells
Concentration: 1-10 M
Incubation Time: 72 hours
Result: Potently impaired cellular viability in both NCI-H358 and MIA PaCa-2
(IC50=~0.006 pM and ~0.009 pM respectively).
Cell Viability Assay[5]
Cell Line: NCI-H23 (H23) and NCI-H358 (H358) cells (Lung adenocarcinoma cell
In Vitro fines harbor KRAS G12C mutations)
Concentration: 0-50 uM
Incubation Time: 72h
Result: The IC50 values in H358 and H23 cell lines were 0.0818 pM, 0.6904
1M, respectively.
Had a synergistic effect with Cisplatin (HY-17394).
Western Blot Analysis[6]
Cell Line: H358, MGH1088-1, MGH1062, MIA PaCa-2, B8182, LIM2099, SW837,
SW1463 (KRAS-%12C mutant cell lines)
Concentration: 100 nM
Incubation Time: 4,24,48,72h
Result: Showed effective inhibition of the MAPK pathway at 4 h, comparable
rapid and robust reactivation of RAS-MAPK signaling was observed, such
that phospho-ERK levels returned to an average of ~75% of baseline
levels by just 72 h.
Adaptive feedback is likely to be a key driver of resistance.
In Vivo FEIR RGBT, Sotorasib (AMG-510) Bl BN i34 & KRAS G12C, A £ RS0
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HEWE (MAPK) {5 5. Sotorasib (Ml AR—K) REWSAE KRAS GI12C it/ A i &
iR AR [3]

Sotorasib (AMG-510) (30 mg/kg: ks B H—, JLReEE 28 K) A&/ NCI-H358 SHRATA 7F#%
FUNRABAL R R RN, 5 Cisplatin B W FEIEF[S].

Animal Model: Balb/C nude mice (injected with H358 cells under the skin)[5]
Dosage: 30 mg/kg

Administration: Oral gavage (p.o.); daily for 28 days

Result: The mean tumor volume were 426.66mm?.

Reduced tumor size, and had a synergistic effect with Cisplatin.

Had little effects on body weight.

Solvent&Solubility

4 i S
DMSO H IR - 50 mg/mL (89.19 mM; #8755 BhiA; WRIEH DMSO X 7= S f W iR fE A & & e,
114 F #T 4 ) DMSO)

H20 "FAUIAAIE : 33.33 mg/mL (59.46 mM; ultrasonic and adjust pH to 11 with NaOH)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7838 mL 8.9192 mL 17.8383 mL
Stock Solutions 5 mM 0.3568 mL 1.7838 mL 3.5677 mL
10 mM 0.1784 mL 0.8919 mL 1.7838 mL

AR P S EA R P VA AR IR 3 A& A IR U 40 — LSRRI, W 38 (RAE, i
JSE VR R R 7 o 2R

fits £ W AR A7 7 SAHER . -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C fif fEH, i
TE6AAWMER, -20°C flfERS, T57E 1A A AR .

YL

ARG () IR 2477 2 SR BG4 A AR T R

AR ¥ A7 77 S H0VE S T8 In Vitro 7 2URE IV A 40980, AR VR I B 71

—— PRSI A B TS, VT 6 A T DA A A2 2, S8 2 IRAE s AR SRBR I AR, 2
WS AR, 2R

DA VA S R 1 T 4 LU R 8 A 7RI 7 A TC ) 28 P R s B PR TR A b e BT L T
TG, AT LOE I FAEn /s 7 i) 7 A

FE

KA AER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.08 mg/mL (3.71 mM); ¥ & A

P77 AR = 2.08 mg/mL GRAIREARED B HER-

PL1mL TAEGCAEI, B 100 wL20.8 mg/mL [ E DMSO fig&nEl 400 wLPEG300 i, &
A5l T ERARFIIA 50 wL Tween-80, JR&IHS: RIEHALIA 450 nL HHIHAK &
A% 1mL.

AR EKEOBCH]: 45 0.9 g SALEN, VEMT ddH2 O JEERZE 100 mL, AT DA% ) 4 B0 26
KB

HHE —

B FHRINEEFER:  10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: = 2.08 mg/mL (3.71 mM); ¥ & &

P77 AR = 2.08 mg/mL GRAIREEARED B HER-
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L 1mL TAEWCHE], B 100 1L 20.8 mg/mL K DMSO f###8n% 900 uL20% [ SBE-B
-CD AFEHAKEW T, BEHA.

2 g SBE-B-CD (FT Mk B-HWKE) BMAEAET 10mL AEMEKS, SEBMEETEN.
HE =

TR FFA IR AT 10% DMSO  —  90% Corn Oil

Solubility: = 2.08 mg/mL (3.71 mM); ¥ iEHER

SEJ7 ARG = 2.08 mg/mL CHUFIEEARRFD MIBIEEH, M7 R8I MIE A A L i 3h sk

LONEREIE
L ImL TAERCAHI, B 100 uL20.8 mg/mL [I7E5H DMSO fE#30ME] 900 wL Tk, 1BE
Bi5).

VUR R 7 %8, W BELEICHI AR . @ WCAIAS, RN R,  BUF ISR SR E 4 L
FEAR IR FE I R 2R P ARG B e RS A R o B OE . AT LA, BT BLE s A/
HH 7 7 B .

E S

KPS I AVAE ). 20% HP- B -CD in Saline

Solubility: 10 mg/mL (17.84 mM); &kitif; i Bhi%
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TEEEAE BRI R -
AL 7 LN R VA0 o B VAR B PR G VAR RC R R 3 0. — ELEC BRI, T 0 e ORAT, B G SRS VAR R S P 7= i R
i A7 7 AR : -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C i f£ I, &£ 6 A A, -20°C
FEFERE, TE7E 1A A PR

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 1.7838 mL 8.9192 mL 17.8383 mL 44,5959 mL
H20 /DMSO 5 mM 0.3568 mL 1.7838 mL 3.5677 mL 8.9192 mL
10 mM 0.1784 mL 0.8919 mL 1.7838 mL 4.4596 mL
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15 mM 0.1189 mL 0.5946 mL 1.1892 mL 2.9731 mL
20 mM 0.0892 mL 0.4460 mL 0.8919 mL 2.2298 mL
25 mM 0.0714 mL 0.3568 mL 0.7135 mL 1.7838 mL
30 mM 0.0595 mL 0.2973 mL 0.5946 mL 1.4865 mL
40 mM 0.0446 mL 0.2230 mL 0.4460 mL 1.1149 mL
50 mM 0.0357 mL 0.1784 mL 0.3568 mL 0.8919 mL
60 mM 0.0297 mL 0.1487 mL 0.2973 mL 0.7433 mL
DMSO
80 mM 0.0223 mL 0.1115 mL 0.2230 mL 0.5574 mL

ol WMEIERKIE R, B ETAERUR, fH 022 um [IEREE EERE &
e
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