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Product Data Sheet

Product Name: PF-06446846
Cat. No.: GC25727

Chemical Properties

Cas. No. 1632250-49-7

Formula C22H20CIN70 M.Wt  433.89
Solubilit DMSO: 87 mg/mL (200.51 mM);Water: Insoluble;Ethanol: Storage Store at
Y 87 mg/mL (200.51 mM) 9¢ 20°C
General For obtaining a higher solubility , please warm the tube at 37 °C and shake it
tips in the ultrasonic bath for a while.Stock solution can be stored below -20°C for

several months.

Shipping Evaluation sample solution : ship with blue ice All other available size: ship
Condition with RT, or blue ice upon request.

Structure PF-06446846

Protocol

Cell experiment [1]:

OVCAR3, OVCAR3cis, A2780, A2780cis, JHOS2,
Cell lines Kuramochi, Ovsaho, COV362, and HelLa cells (human
ovarian cancer cell lines and cervical carcinoma cell line)

Cells were cultured in RPMI 1640 or DMEM supplemented
with 10-20% fetal bovine serum (FBS) and maintained at

Preparation Method 37°C, 5% CO. Cells were treated with PF-06446846 at
100 for 48 hours.

Reaction Conditions 100uM; 48h
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Applications

Animal experiment [2]:

Animal models

Preparation Method

Dosage form

Applications

PF-06446846 significantly impaired ovarian cancer cell
survival, with HeLa, OVCAR3, and OVCAR3cis cells
showing reduced viability, while PCSK9-negative |HOS2
cells exhibited minimal sensitivity. PF-06446846
treatment also induced robust phosphorylation of AKT,
ERK1/2, and MEK1/2 upon PCSK9 overexpression,
indicating a pro-survival role of PCSK9 in ovarian cancer
cells.

615-line mice and C57BL/6 mice

MFC gastric cancer cells were subcutaneously implanted
into 615-line mice. B16F10-OVA melanoma cells were
subcutaneously implanted into C57BL/6 mice. Mice were
intraperitoneally administered PF-06446846 (5mg/kg)
every other day for 10-18 days. Mice were sacrificed at
the treatment endpoint for tumor analysis.

5mg/kg; i.p.; Every other day for 10-18 injections.

PF-06446846 significantly suppressed tumor growth in
both gastric cancer and melanoma models, reducing

tumor volumes and weights. The inhibitor upregulated
MHC-Il expression on dendritic cells and tumor cells in

the tumor microenvironment, enhanced CD8™ T cell
infiltration and activation, and improved the anti-tumor
efficacy of OVA-Il peptide vaccines when used in
combination therapy.
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Background

PF-06446846 is an orally active proprotein convertase subtilisin/kexin type 9 (PCSK9)
translation inhibitorl1-21. PF-06446846 selectively inhibits PCSK9 synthesis by inducing
ribosomal stalling near codon 34. PF-06446846 can be used in research related to

atherosclerosis and cancer[3'4].

In vitro, in a HepG2 and AFP-specific TCR-T cell co-culture system, PF-06446846 (10uM)
treatment of TCR-T cells for 12 hours, PF-06446846 enhanced the killing activity of TCR-
T cells against hepatocellular carcinoma cells, downregulated PD-1 expression on the T

cell surface, and promoted CD8™ T cell activation by upregulating the LDLR-mediated

mMTORC1 signaling pathway[5]. PF-06446846 (100uM) pretreatment of OVCAR3 and Hela
cells for 48 hours, PF-06446846 significantly inhibited PCSK9 expression and reduced

cell survival[6].

In vivo, in the MFC gastric cancer model using 615-line male mice, PF-06446846
(5mg/kg/day) was administered intraperitoneally from day 2 after tumor inoculation
(every other day for a total of 10 injections). PF-06446846 significantly inhibited tumor
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growth and reduced tumor weight, while upregulating MHC-Il expression on dendritic
cells and tumor cells in the tumor microenvironment and enhancing CD8% T cell

infiltration and functional activation[’]. In the BL6F10-OVA melanoma model in C57BL/6
mice, PF-06446846 (5mg/kg) was administered intraperitoneally from day 2 after tumor
inoculation (every other day for a total of 8 injections). When used in combination with
the OVA-Il long peptide vaccine (10pg/mouse; administered subcutaneously from day 3),
PF-06446846 significantly enhanced the monotherapeutic anti-tumor efficacy of the

OVA-Il vaccine, achieving superior tumor controll8l],
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