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Pyridone 6 is a pan-JAK inhibitor, which potently inhibits the JAK kinase family, with ICss of 1 nM

Description for JAK2 and TYK2, 5 nM for JAK3, and 15 nM for JAK1, while displaying significantly weaker affinities
(130 nM to >10 mM) for other protein tyrosine kinases.
JAK2 Tyk2 JAK3 Murine JAK1
1 nM (ICso) 1 nM (ICsp) 5 nM (ICs0) 15 nM (ICs0)
CDK2 cAMP-dependent kinase Csk Hek
3.3 pM (ICs0) 7.1 UM (ICs0) 2.1 M (ICs0) 7.7 uM (ICs0)
Fyn T p38 MAPK Mek
ICs0 & Target 0.5 uM (ICso) 11 UM (ICsp) 1.78 UM (ICsp) 0.16 uM (ICs0)
IkB Kinase 2 KDR Flt-1 Flt-4
0.3 pM (ICs0) 1.4 UM (ICso) 1.52 UM (ICso) 0.69 UM (ICso)
FGFR FGFR2 Tek PDGFR
1.48 UM (ICs) 0.94 pM (ICs) 24 uM (ICsp) 1.49 uM (ICsp)
PKC(a)
1.2 pM (ICsp)
Pyridone 6 is tested as an inhibitor of 21 other protein kinases; Pyridone 6 inhibits these kinases with IC50s
ranging from 130 nM to >10 pM. Pyridone 6 inhibits IL2 driven proliferation of CTLL cells with IC50=0.1 uM
and L4 driven proliferation with IC50=0.052 uM[1]. Pyridone 6 (P6) is shown to inhibit kinase by interacting
In Vitro within the ATP-binding cleft of each JAK. The IC50 of Pyridone 6 is 3 nM for all of these cytokines; this is
comparable to the reported IC50s of Pyridone 6 for JAK2, Tyk2, and JAK3. Pyridone 6 strongly inhibits Th2
and modestly inhibits Th1, whereas it enhances Th17 development when present within a certain range of
concentrations. Pyridone 6 reduces IFN-y and IL-13, whereas it enhances IL-17 and IL-22 expression.
Pyridone 6 also inhibits both Th1 and Th2 development, whereas it promotes Th17 differentiation from
naive T cells when present within a certain range of concentrations[2].
Pyridone 6 (P6) delays the onset and reduced the magnitude of skin disease in an AD-like skin-disease
In Vivo model of NC/Nga mice. P6-nano strongly ameliorates atopic dermatitis (AD) in NC/Nga mice, exerting an

effect comparable to that of betamethasone ointment, a commonly used drug, which also tested as a
positive control. In contrast, empty polylactic acid with glycolic acid (PLGA) nanoparticles (C-nano) seemed

to have no effect[2].

In Vitro:
DMSO : 2100 mg/mL (323.27 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
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Preparing 1 mM 3.2327 mL 16.1634 mL 32.3269 mL
Stock Solutions 5mM 0.6465 mL 3.2327 mL 6.4654 mL
10 mM 0.3233 mL 1.6163 mL 3.2327 mL

Solvent&Solubility

TR S AEAS TR 7 o A R B IR B S IS BRI IS A & — ELRCHORI, 15035 IRAE, R
ST YRR BT Bl R R

ik W A7 77 AT HIPR: -80°C, 6 months; -20°C, 1 month. -80°C £, i7E 6 AN WA, -20°C
fEfERS, WEFE 1 AN H NER.

In Vivo:

AR S 1 S B B AN 45 24 07 SO PRI M VA AR T 2o AT IR T RERE S % IR In Vitro 77 2RC V88 775 1) i
I TR I B 7 7

—— PRESE IR G5 R T AEYE, VS I Al A& TT DRI A2 2, & IRAF s MR S2Be i AR, @ illis Bl
FIBARS, R BUR VTR 10 1 43 be o S v SRR SIS ) 2 b (R AR L anAE RS i 72 o
BUTUE. BT ILE, wr LU R srE 7 1) 7 B

VB FETRINAEFIAA]:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: =2 2.5 mg/mL (8.08 mM); Clear solution

W7 E AT HKAE 2 2.5 mg/mL (8.08 mM, LRI AR BRIV IR

LU mL AR, B 100 pL 25.0 mg/mL [#7%5% DMSO fi#%#&iin%] 400 yL PEG300 H#, JRA%%
] R AR R AN 50 L Tween-80, JRA5]: SR 48NN 450 pL AFEER /KBS 1 mL.

2AH IR INA R R: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (8.08 mM); Suspended solution; Need ultrasonic

P77 R 3RAG 2.5 mg/mL (8.08 mM)f3y 5] ki il R AT T 2 ROR I s v A

PL 1 mL TAEBCAB], T 100 pl 25.0 mg/mL 171§ DMSO fif & InE] 900 pL 20% (¥ SBE-B-CD ‘=

BRI, B,

BAHWFHINEEFE R 10% DMSO  —~90% corn oil
Solubility: 2 2.5 mg/mL (8.08 mM); Clear solution
U7 E AR 2 2.5 mg/mL (8.08 mM, MR ARA) MMEHHER, 7 RAE M T9256 B LA A UL Er

B4 mL TN, BL 100 ul 25.0 mg/mL (%5 DMSO &%) 900 pL Tk, A4,
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Cell Assay

Naive CD4* T cells are treated with various concentrations of Pyridone 6 (10 and 30 nM) in RPMI
1640 medium 1 h before the appropriate cytokines are added to create each Th-differentiating
condition. Immunoblotting is performed using antiphospho-STAT protein Abs or anti-total STAT

protein Abs[2].

Mice[2]
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Animal Administration

NC/Nga mice are used at the age of 10-15 wk. To assess the effect of Pyridone 6 treatment on AD
symptoms, nanoparticles containing Pyridone 6 (2 mg/body) or empty nanoparticles as a negative
control (C-nano) are dissolved in 0.1 mL saline and administered s.c. 1 d after Dfb ointment
application; this treatment is repeated twice a week. To assess the effects of recombinant murine
IL-17 and IL-22, these cytokines (50 pg/kg) or 100 uL PBS is administered for the same duration as
the nanoparticles. Twenty milligrams of 0.064% betamethasone ointment are applied to the dorsal

lesion of mice once a week|[2].
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