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INVENTION DESCRIPTION 
BPR000F is a novel tylophorine derivative which displayed potent in vitro 
activities for a wide spectrum of carcinoma cell lines. BPR000F exhibited 
IC50 values ranging from 24 to 56 nM against a panel of carcinoma cell 
lines (NCI-H460, MCF7, HepG2, HONE-1, NUGC-3, A549). BPR000F also 
exhibited in vitro EC50 values of 38 and 66 nM for anti-TGEV replication 
and anti-inflammation for suppressing NO production in LPS-IFN 
stimulated RAW264.7 cells. Even more, it is potent for a broad spectrum 
of coronaviruses, e.g., SARS-CoV-2, SARS-CoV, HCoV-OC43, HCoV-229E 
TGEV, MHV etc. Moreover, BPR000F showed great efficacy in vivo for 
anti-cancer in A549 xenograft nude mice studies at 10 mpk with oral 
administration and for anti-inflammation with rat paw edema model at 3 
and 5 mpk. We also have identified the direct cellular targets of BPR000F. 
In carcinoma cells, it targets the RNP complex containing cMyc mRNA 
and caprin-1 protein to block cMyc associated signaling pathways for its 
anti-cancerous mechanism. In coronaviral infected cells, it targets the 
RNP complex containing viral RNA and nucleoprotein to block viral 
replication and activities for anti-coronaviral mechanism. 

COMPETITIVE ADVANTAGES OF BPR000F 
 BPR000F is the first identified novel tylophorine derivative that 

most likely retains their modes of action. Keeping their modes of 
action is a valid way to remain their therapeutic efficacy to work in 
parallel of developing more drug-like related derivatives.  

 The improvement of solubility, potency and neurotoxicity of 
tylophorine derived compounds have been revealed. 

 BPR000F showed potent in vitro activities, in vivo efficacy, and good 
bioavailability to be used as an orally active agent. 

 BPR000F demonstrated in vitro and in vivo activities against 
cancers, inflammatory diseases and coronaviruses. 

MARKET POSITIONING/OPPORTUNITY 
More than 60 analogues were synthesized in this series and BPR000F is 
selected as a promising development candidate. Based on the current 
results, the US and ROC patent applications have been obtained. The 
drug discovery synthetic route consists of 12 steps (longest linear 
sequence) while a chemical process development for scale-up synthesis 
consisting 7 steps also has been successfully established. 
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