Prevention of the Spread of Virus Infection in Global Societies:
Anti-SARS-CoV-2 Agents Learned from HIV Researches

COHirokazu Tamamura,' Nobuyo Higashi-Kuwata, Hiroaki Mitsuya,? Kohei Tsuji,’ Takahiro Ishii,! Takuya Kobayakawa,’ Institute of

Elamaterials and
Eiaengineering

Tokyo Medical and Dental University, ZMational Center for Global Health and Medicine Research Institute

Introduction https://doi.org/10.17952/37EPS.2024.P1132

Pere than three vears nave passed siraz the sedinning af the pandemic of the ravel emerging irfection dizease, COVID-19 which is aroduced by SARS-CoV-2, Since SARS-COV-2 main proteass (MF<1 iz essential for viral replication and
there is na human enryme closely hemalogaus with the BP0 is an impartant and atractive drag disoeovery lamet for treatment of QOWIN-19. Recently, innibitars of the ZARS-Col-2 Mre, Minmatrelir and Ensitreldr, were davelnaed.
However racent studies warned of the aezsibility of the emerence of dn.g-resistan SARS-COW-Z variants against the Ninvatrelvir therefore develapment of nowel drugs ard an increaze ir the repertory of the dnigs are urgently neaded. In
arder ta meel this challenge, we previously repored highly paient M inhibitors, THKB198 and TKB211, basad an ¥H-33/0h, which was develape: by Heyashi et al.in 2073 rs & SARE-CoV M ™ inhikitar. More recensly, our further siudies
ed o the development of mare potent inhikitars, TKB245 and THB248. In this study, we report our stnucture-activity relationship stbudies and evaluatian of the anti-SARS-CoV-2 activite of derivatives of these inaibitors.
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TKB245 or TKB248 =0 y TKB245 and TKB248 are still the most promising .
T ! ¥ B compounds. In addition, we found TKB2B6, which the Conclusion & ACRHDWIEdQ_
AR T activity is comparable to that of TKB245. As the results of the SAR studies of TKB245, a 4-fluoro or 4-
chiorobensothiazole ketone was suitab e as the P17 unit, Biological
evaluation demonstrated  that TEKB245 and THKB248 showed
prafarasle acid stability in the test conditions and no significant
cytotoxicity in RPMECs, MOLT-3 cells and MT-Z calls.
These data supported that TKB245 and TRB248 can be orally
administrable drug candidates for COAID-19 therapy as W™
inhibitors. We deeply thank to Prof. Yoshio Hayashi and Dr. Sho
=i Keonra Trenn Tokyo Universily of Phanngey amd Life Sciences (or
TKE#3 (X =1
THE247 (% 5;.J THBzzd the valuable discussions,



micha
Text Box
https://doi.org/10.17952/37EPS.2024.P1132


	スライド 1



