FERBRR: 8-[4-(1-FEIF T H)HREE]-9-5KH-1,2,4- =M HH[3,4-f][1,6]F 7€ -3(2H)-
B —EhER £k
FEiAl4: MK-2206 2HCI; MK-2206 dihydrochloride

HEYEYE

MK-2206 dihydrochloride (MK-2206 (2HCI)) is an orally active allosteric AKT inhibitor with IC50s of 5 nM,
Description
12 nM, and 65 nM for AKT1, AKT2, and AKT3, respectively[1].

Akt1 Akt2 Akt3 Autophagy

IC5¢ & Target
5 nM (ICs) 12 nM (ICs) 65 nM (ICs)

MK-2206 dihydrochloride (MK-2206 (2HCI)) (0-10 uM; 72 and 96 hours) inhibits the nasopharyngeal
carcinoma (NPC) cell lines CNE-1, CNE-2, HONE-1, and SUNE-1 proliferation in dose- and
time-dependent mannerf{1].

MK-2206 dihydrochloride (0-10 pM; 24 and 48 hours) results in a dose-dependent increase in the
percentage of cells in GO/G1 phase and a concomitant reduction of cell numbers in S phase in CNE-2 and
HONE-1 cells[1].

MK-2206 dihydrochloride (0-10 uM; 24 hours) attenuates phosphorylation levels of PRAS40 and S6 in a
dose-dependent manner. MK-2206 does not effect phosphorylation of GSKa/g and AKT[1].

MK-2206 dihydrochloride (0-10 puM; 24 hours) increases the appearance of LC3-ll in CNE-2 cells

dose-dependently. Microtubule-associated protein 1 LC3 is an essential autophagy protein[1].

Cell Proliferation Assay/[1]

Cell Line: The NPC cell lines CNE-1, CNE-2, HONE-1, and SUNE-1
In Vitro Concentration: 0.08, 0.16,0.31, 0.63, 1.25, 2.5, 5, 10 uM
Incubation Time: 72 and 96 hours

At 72 and 96 hours, the ICs, values in CNE-1, CNE-2, and HONE-1 cell
Result:
lines were 3-5 pM, and in SUNE-1, they were less than 1 yM.

Cell Cycle Analysis[1]

Cell Line: CNE-2 and HONE-1 cells
Concentration: 0.625, 1.25, 2.5, 5, 10 uyM
Incubation Time: 24 or 48 hours
Result: Induced cell cycle arrest at G1 in a dose-dependent manner.

Western Blot Analysis[1]

Cell Line: SUNE-1 and CNE-2 cells

Concentration: 0.625, 1.25,2.5,5, 10 yM

Incubation Time: 24 hours

Result: Inhibited phosphorylation of AKT downstream targets.

Cell Autophagy Assay|[1]

Cell Line: CNE-2 cells
Concentration: 0.625, 1.25, 2.5, 5, 10 uyM
Incubation Time: 24 hours

Result: Induced autophagy.

Both MK-2206 dihydrochloride (MK-2206 (2HCI)) doses (oral gavage; 480 mg/kg once a week and 240

mg/kg three times a week; for 2 weeks) can inhibit the growth of human CNE-2 xenografts in nude mice. In

In Vivo the two MK-2206 dihydrochloride groups, the tumor weights are much lighter than the control group.




Temporal body weight reduction is observed after receiving the MK-2206 dihydrochloride treatment[1].
No other obvious toxicity is observed in mice[1].

MK-2206 dihydrochloride (orally; 120 mg/kg; alternate days; for 3 weeks) significantly inhibits tumor

growth[2].
Animal Model: Four- to 6-week-old male BALB/c nude mice with CNE-2 xenografts[1]
Dosage: 240 mg/kg and 480 mg/kg

Administration: Oral gavage; 240 mg/kg for three times a week; 480 mg/kg for once a week; for 2

weeks

Result:

Both doses inhibited the growth of human CNE-2 xenografts in nude mice.

In Vitro:
DMSO : 20 mg/mL (41.63 mM; Need ultrasonic)

H,O : 3.81 mg/mL (7.93 mM; Need ultrasonic and warming)

1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.0816 mL 10.4082 mL 20.8164 mL
Stock Solutions 5mM 0.4163 mL 2.0816 mL 4.1633 mL
10 mM 0.2082 mL 1.0408 mL 2.0816 mL
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