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o} 40.13% HDAC1 inhibition at 1.0 umol/L
F 98.69% A549 inhibition at 10 umol/L

chidamide 100% HCT-116 inhibition at 10 umol/L
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Baricitinib was prepared by a novel method in a total yield of 77.8%. The preparation of compound 6 from
1,3-dibromopropan-2-one, and compound 4 from 3 have not yet been reported in literature.
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The overall yield was increased from 43.5% to 72.6%,
and the process has been applied in industrial production.

osimertinib

TM 1 ~ 10 exhibited good antiproliferative activity
against tumor cell lines. TM 10 has the best activity
when the linker was 4-aminobenzoic acid.

T™M10

The ICs value for lung cancer cells was 0.86 umol/L.
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To perform the quality control of regorafenib, eight related substances were prepared.
And the related substances 8, 10, 12 and 13 have not been reported in literature.
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Progress in Synthesis of Regorafenib

WANG Beilei*, WANG Qian', YANG Dezhi**
(1. Research Center for Medicine and Biology, Zunyi Medical University, Zunyi 563000;
2. School of Pharmacy, Zunyi Medical University, Zunyi 563000)

ABSTRACT: Regorafenib is an oral available multikinase inhibitor developed by Bayer pharmaceuticals, which can
inhibit tumor proliferation, angiogenesis and regulate tumor microenvironment. In this paper, the synthetic methods of

regorafenib were reviewed based on the different starting materials. Among them, the process used 3-fluoro-4-nitrophenol
and N-methyl-4-chloro-2-pyridylformamide as the raw materials to synthesize the target compound via condensation,
hydrazine hydrate reduction and urea formation in the presence of dimethyldithioester, has some advantages such as
mild conditions, safe and harmless, high yield and high purity, which make it more suitable for large-scale industrial

production.

Key Words: regorafenib; multikinase inhibitor; anti-tumor; synthesis
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