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Description A (PCSK9) FIEHIFAMHI7 . PF-06446846 hydrochloride T it i% G A% ME 1A 15 £ 2575 7 34 FIH, M
M3 PCSK9.
IC50 & Target PCSKO[1]
In Vitro PF-06446846 hydrochloride #Iffl] Huh7 ZHfii/}i#t PCSK9, IC50 Jy 0.3 nM[1].
PF-06446846 hydrochloride (I AR3RAAE; 5-50 mg/kg/ K, F58: 14 K) LGRS E 7 2R i
JK PCSKO JIF AR [ B AT 1] o
Animal Model: Male Sprague-Dawley (Crl:CD [SD] rats, 6-8 wk old at initiation of
dosing)[ 1]
In Vivo
Dosage: 5, 15, and 50 mg/kg
Administration: Oral gavage; daily for 14 days
Result: Lowered plasma PCSKO9 in a dose-dependent manner and lowered total
cholesterol levels.
1 B S
Solvent&Solubility H20 FHIEMAE - 100 mg/mL (212.61 mM; 8 75 BIE)

DMSO VA fEEE : 100 mg/mL (212.61 mM; HAEBIE (<60°C); RIRH DMSO X /= G il B A
BEHW, 18 HFIFE T DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1261 mL 10.6304 mL 21.2608 mL
Stock Solutions 5mM 0.4252 mL 2.1261 mL 4.2522 mL
10 mM 0.2126 mL 1.0630 mL 2.1261 mL

STEARAE = S E AN TEVA AR AV R B PR A& VA R T (5 9. — ELIC U, 19 7 2 ORAE,
ST R R I R P R

AR RA7 7 ANWIRR : -80°C, 2 years; -20°C, 1 year (sealed storage, away from moisture) . -80°C fi& 17
I, EE 2 SRR, -200C fEAEIN, ELE 1 ERAET

*ORTE: WP KA A, R E LIRS, B 0.22 pm IR ERR S A0 .
YL

TEIRARIE R SEsRsh PR SS 24575 X IR 2 VA IR T

VANV 7 B e I In Vitro 75 SUBLHITEE R BRI I Bh 7 77«

—— MR SERG S RN, IS ARG AT UARIE A 0, 3& S OR A7 PRI SEER I LR, &
WAL A, 2R,

DR VA AR AT R R B 20 LU 4R VA FRIFE SR ) i P AR 5 B e AR v e S AT
LG, AT LOE AR/ B8 7 1 7 BN

E S

W IR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 5 mg/mL (10.63 mM); & %%

BT RA3RAF > 5 mg/mL MR RHD EHER -

PL I mL TAEBCAE], B 100 uL 50.0 mg/mL [{7E5% DMSO fig & InE] 900 uL 20% [ SBE-B-CD
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B ERAOKEIR T, IREBIN .

2 g SBE-B-CD (BT 5k B-IfE) MiRwEA T 10 mL WAEFEKAF, TRBEMEREEN.

L -

EIRF I AR 10% DMSO  —  90% Corn Oil

Solubility: > 5 mg/mL (10.63 mM); i K

SET A8 > 5 mg/mL CHURIEERAD IRV, SbJ7 R2ga A I7E /4 A UL LI s s mots

[EOE

PL I mL TAEBCAE], HC 100 uL 50.0 mg/mL [{7EF DMSO fig i inE] 900 uL Tk, JBEH
%],

TR =

R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: >2.08 mg/mL (4.42 mM); 5V

W EATHAG >2.08 mg/mL GHLRIERED IR

UL 1mL TAEWCHE], B 100 pL 20.8 mg/mL K DMSO f## N 400 uL PEG300 1, VR4
¥4y, B BRI AT 50 uL Tween-80, VB AA]; ARG HEAEEMA 450 uL AEBEK EFBE 1

mL.
AEFRER KT 4 0.9 g FALEN, M T ddH.0 HEAE 100 mL, AT LIS EIEHE I IR ER K
s

PUR AR 7 58, 18 ELERICH] LARR. @UCWA R, ERINARIA .  LURIERITT R i & 4t
RARIZAFIEBE A L BAR G b IR RCHD AR P BLDE . SR BLGL, AT Loda n A/
B 7 SUB

E S

TEH P IR PBS

Solubility: 100 mg/mL (212.61 mM); &AM, BA BT (<60°C).

EZ 3N [1]. Lintner NG, et al. Selective stalling of human translation through small-molecule engagement of the

ribosome nascent chain. PLoS Biol. 2017 Mar 21;15(3):¢2001882.

SRR BRI R -
AL 7 AL R VA0 o VAR B PR B & VAR RS R 3 0 — ELEC BT, 0 B ORAT, B G SRS VAR R S P 7= i R
T RAE )T SRAARR : -80° C, 2 years; -20° C, 1 year (sealed storage, away from moisture). -80° C fiffEif, %4 2 4EN
M, 20° CREAER, WELE 1 AEPRETT .

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.1261 mL 10.6304 mL 21.2608 mL 53.1519 mL
5 mM 0.4252 mL 2.1261 mL 4.2522 mL 10.6304 mL
H20/DMSO | 10 mM 0.2126 mL 1.0630 mL 2.1261 mL 5.3152 mL
15 mM 0.1417 mL 0.7087 mL 1.4174 mL 3.5435 mL
20 mM 0.1063 mL 0.5315 mL 1.0630 mL 2.6576 mL
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25 mM 0.0850 mL 0.4252 mL 0.8504 mL 2.1261 mL
30 mM 0.0709 mL 0.3543 mL 0.7087 mL 1.7717 mL
40 mM 0.0532 mL 0.2658 mL 0.5315 mL 1.3288 mL
50 mM 0.0425 mL 0.2126 mL 0.4252 mL 1.0630 mL
60 mM 0.0354 mL 0.1772 mL 0.3543 mL 0.8859 mL
80 mM 0.0266 mL 0.1329 mL 0.2658 mL 0.6644 mL

100 mM 0.0213 mL 0.1063 mL 0.2126 mL 0.5315 mL

ks MEIERARIE N ERW WRBEE TS, A 0.22 pm AYREHRL 8RR 1H 5 fEH -
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