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Takum o6pazom, CL-43 sgBasieTcss cBoero poja
YHUKaJbHBIM BEIIECTBOM, TaK KaK CIIOCOOeH He
TOJIBKO WHIMOMPOBATh TJIaBHBIA aKTUBATOp 3alllUT-
HBIX MEXaHM3MOB B OITyXOJIEBBIX KJIETKaX, HO U IIO-
BBIIIATH €r0 YPOBEHb B 3IOPOBBIX KJIETKAX, UTO BaK-
HO B KOHTEKCTe OOpbOBLI ¢ MOOOUYHBIMU P dheKTaMu
Tepanuu. HecMoTpst Ha 3TO, MEXaHU3MBI €r0 PabOThI
BCE ellle HEeM3BECTHBI U OCTAIOTCSI TTPEAMETOM HaIlIUX
JAIBHEUIIMX WUCCICIOBAHUNA.
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EFFECT OF THE HSF1 INHIBITOR CL-43 ON TUMORS
AND NON-TRANSFORMED CELLS

S. A. Vladimirova®, B. A. Margulis®, I. V. Guzhova?®, A. D. Nikotina® *
4 Institute of Cytology, Russian Academy of Sciences, St. Petersburg, 194064, Russia

* e-mail: nikotina.ad@gmail.com

The occurrence of severe side effects in patients undergoing chemotherapy remains a significant clinical
challenge. Therefore, the urgent task is to search for tumor-specific therapies that target opposing responses
in non-transformed and tumorigenic cells. HSF1 is known to be an important marker of cancer progres-
sion and its transcriptional activity products allow tumor cells to escape the adverse effects of anticancer
therapies. Thus, drugs inhibiting HSF1 activity hold promise as a therapeutic strategy. Our study shows that
using the cardenolide group’s HSF1 activity inhibitor, CL-43, provides cytoprotective effects on primary,
untransformed dermal fibroblast (DF-2) cells, making them less sensitive to etoposide, whereas we observed
an increase in sensitivity in the DLD1 tumor cell line. Furthermore, our results show that CL-43 interferes
with the intranuclear transport of the active form of HSF1, increasing its activity and consequently the
synthesis of HSP70 in human fibroblasts, while suppressing this activity in tumor cells in a dose-dependent
manner. Our findings demonstrate the unique potential of CL-43 as a tumor-specific compound with high
therapeutic value.

Keywords: HSF1, combination therapy, CL-43, dermal fibroblast

LHMUTOJIOTUA Tom 66 Ne2 2024



