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Description

XY1 is a very close analogue of SGC707 (a potent, selective, and non-competitive inhibitor of PRMT3 with
IC50 of 31 nM), but XY1 is completely inactive. Target: PRMT3 XY1 is a close analogue of SGC707, is
completely inactive againstPRMT3 at concentrations as high as 100 uM. XY1 contains a naphthyl group
replacing the isoquinoline group, lacks the key hydrogen bond with T466. The naphthyl ring of XY1 could
act as a weak hydrogen-bond acceptor, but this should come with a substantial enthalpic penalty. The
more than 1000-fold potency loss of XY1 compared with SGC707 supports this analysis. It is unclear
whether other factors such as electronic effects also contributed to the potency loss of XY1 compared with
SGC707. SGC707 and XY1 are a pair of excellent tools for the biomedical community to further elucidate

biological functions and disease associations of PRMT3.

In Vitro:

DMSO : 67.5 mg/mL (227.01 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.3630 mL 16.8152 mL 33.6304 mL
Stock Solutions 5 mM 0.6726 mL 3.3630 mL 6.7261 mL
10 mM 0.3363 mL 1.6815 mL 3.3630 mL
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In Vivo:
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VABIKPR IERET: 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.25 mg/mL (7.57 mM); Clear solution

U7 FE AR 2 2.25 mg/mL (7.57 mM, EFTREEAREN) IRIVEE B

PL 1 mL TAER 9%, HL 100 pL 22.5 mg/mL [1#&iE DMSO fig & inF] 400 L PEG300 ', Vi&3%%
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2B IR IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.25 mg/mL (7.57 mM); Clear solution
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AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.25 mg/mL (7.57 mM); Clear solution

W7 FATERAS 2 2.25 mg/mL (7.57 mM, HATEZR ) FVEIHEL o7 SAE T sege i e AN A BLE
S8 .

L1 mL TAER 6], B 100 uL 22.5 mg/mL 354 DMSO fi§ &% 900 L Fkieh, REe#4.
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