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HE TPOWCXOIUT, M KIETKU BCTYIAIOT B arlornro3 0e3
yuactusi mutoxoHapuii. ITockoneky CBE, kak mpa-
BUJIO, B TIEPBYIO OY€pEb HAMNPABIEHHO NEWCTBYET Ha
mutoxoHapuu (CaBuikas u ap., 2016), MOXHO mpea-
MOJIOXHUTb, YTO MUTOXOHIPUAIBHBIN TTYTh arorTo3a B
kietkax A431 sBisieTcss OCHOBHBIM U JOTIOJHUTEIbHO
ycunuBaetcst ctpeccom DI1P. Bo3dmoxkHO, Takoe pas-
JI4ue JIeXUT B OCHOBE Pa3HO UYyBCTBUTEJIbHOCTU
knetok A431 u HaCaT k BosneiictBuio CBE.

Wccnenosanue Bo3neiictBuss CBE Ha HOpMalibHbIE
U OMyXOoJeBble KJIETKU aKTyaJlbHO KaK C TeopeTuye-
CKOM1, TaK W MPaKTUYECKOW TOUKU 3peHus. M3yueHue
a¢ppexToB CBE 110 OTHOLIEHMIO K KJIETKAM OITyXOJei
TMOMOXET JIydllle MOHSITh MEXaHM3MBbI JeXalluX B UX
OCHOBE MPOLIECCOB, a B MEPCIEKTUBE — pa3paboTaTh
MPOTUBOOITYXOJIEBBI MpenapaT ¢ CEJEKTUBHBIM JIEHi-
CTBMEM W MUWHHUMAaJbHBIM KOJWYECTBOM MOOOUYHBIX
2dPEKTOB.
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ALPHA-TOCOPHERYL SUCCINATE INDUCES ER STRESS,
DISREGULATES LIPID METABOLISM AND LEADS TO APOPTOSIS
IN NORMAL AND TUMOROUS CELL LINES OF EPIDERMAL ORIGIN

M. A. Savitskaya?®, I. I. Zakharov?, A. A. Saidova?, E. A. Smirnova®, G. E. Onishchenko® *

¢ Lomonosov Moscow State University, Department of Cell Biology and Histology, Moscow, 119234, Russia * e-mail: galina22@
mail.ru

Vitamin E succinate (VES, a-tocopheryl succinate), is a potential antitumor agent known to selectively af-
fect the mitochondria of tumor cells. However, the data on the proapoptotic mechanism of action of VES
are unclear, and the effect of VES on normal, non-tumorigenic cells has not been fully investigated. Previ-
ously, we showed that VES induces apoptosis via the mitochondrial pathway in A431 human epidermoid
carcinoma cells. The goal of this work is to investigate the effect of VES on non-tumorigenic cells and to
reveal commonalities and differences in pathways activated in normal and tumorous cells. To achieve this,
we studied how VES affects such organelles as the ER and the Golgi apparatus, analyzed the expression
of ER stress-associated genes, and also assessed the ROS content and the accumulation of lipid droplets
in A431 human epidermoid carcinoma cells and HaCaT immortalized human keratinocytes. We show that
in both cell lines there are signs of ER stress, the amount of ROS and lipid droplets increases, as does the
number of apoptotic cells. At the same time, the key difference in the mechanisms apoptotic cell death
induction in A431 and HaCaT cells treated with VES lies in the reaction of mitochondria: in A431 cells,
apoptotic cell death is triggered via the mitochondrial pathway, while HaCaT cells initiate apoptosis without
involving mitochondria. Thus, the targets of VES in normal and tumor cells may differ and can possibly
complement each other during apoptosis induction.
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