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TOM TAT

Fluoxetine (FLX), mét loai thubc chéng trdm cam dwoc st dung rong rai nhw mét chét (e ché tai hap thu
serotonin ¢é chon loc. FLX da dwoc chirng minh la c6 cac co ché hoat déng khac nhau & céc loai té bao khac
nhau. FLX c6 th& c6 nhitng tac dung phu khéng mong muén, khéng lién quan dén muc dich st dung va c6 thé
&nh hwéng dén sinh Iy néi tiét. Ching tdi cho thay trong bao céo nay, sau 1 gi¢& nudi cay té bao Leydig MLTC-1
¢6 bb sung FLX trong méi tridng, phan tng ctia cAMP véi Luteinizing Hormone (LH) bi &c ché phu thudc néng
dd FLX. FLX & ndng d6 thap (12,5uM va 25uM) gay ra sw (rc ché nay ma khéng lam gidm ndng dé ATP, trong khi
ndng d& FLX cao hon (50uM va 100uM) lam gidm ndng dd ATP. Hon niva, FLX cling gay ra sw suy gidm san
sinh steroid dwoc sy kiém soat béi cAMP ndi bao. Biéu thi vi trong nghién cru nay la ching téi da tim ra co ché
hoat dong cGa FLX trong phan &ng trc ché tdng hop cAMP duéi kich thich cta LH trong té bao Leydig MLTC-1
c6 thdng qua trung gian hoat dong cua protein AMPK. Tom lai, két qua nghién clru cta ching téi da ching minh
réng sw trc ché tdng hop cAMP béi FLX phu thudc vao nong do va xay ra trong cac t& bao MLTC-1 théng qua hai
co ché, khong phu thudc AMPK va phu thudéc AMPK, & ndng d6 thap va cao, twong (rng. FLX ciing trc ché sw
hinh thanh steroid do hormone trong té bao MLTC-1 va té bao Leydig tinh hoan & chuét trwéng thanh.
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SUMMARY

Fluoxetine (FLX), a widely used antidepressant primarily acting as a selective serotonin reuptake inhibitor (SSRI),
has been shown to exhibit other mechanisms of action in various cell types. Consequently, it might have
unexpected adverse effects not related to its intended use, possibly in the endocrine regulation of reproduction.
We show in the present report that after a 1-hour preincubation of MLTC-1 Leydig cells with FLX in the medium,
the intracellular cAMP responses to Luteinizing Hormone (LH) are reduced relative to the FLX concentration. FLX
at low concentrations (12.5uM and 25uM) induced this inhibition without affecting ATP concentration, while higher
FLX concentrations (50uM and 100uM) induced the intracellular cAMP and a decrease in ATP concentration.
Interestingly, in this study, we found the mechanism of action of FLX in the inhibition of LH-stimulated cAMP
synthesis, at least partly mediated by AMPK activation in MLTC-1 cells. Taken together, our results show that the
inhibition of cAMP synthesis by FLX is dose-dependent and occurs in MLTC-1 cells by an AMPK-independent or
AMPK-dependent mechanism, depending on whether the concentration is low or high, respectively. FLX also
inhibited hormone-induced steroidogenesis in MLTC-1 cells and mouse testicular Leydig cells.
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