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Introduction
SIDEROFLEXINS FERROPTOSIS & signaling pathway
« SFXNs are conserved in eukaryote ) (F:e” detath_ d_r |vent_byt|r3n-gep_e||1de_nt Illlp'd %ermt(lhdalltlo_n I
« Mammalian SFXNs - 5 members (SFXN1-5) Derrop ?St'.s S ?C 'Vaﬁ P ystlo qgl(sloéag Ip? tr?' ogica yt bolism tri ¢ fosi
. Mitochondrial carriers (SLC56) eregulation of iron homeostasis, glutathione metabolism trigger ferroptosis
« SFXN1 main function = serine transporter r .t . glutamate Erastin
. . . . . . D
« SFXN1 potentially involved in iron homeostasis - controversial o e /
~ A, Ext [lul
‘..ooooooouooouoooooooooooooncoon“ooooooooooo noooooc“... 27 900000000 @ 00 80 HID 2 stzl.n“m.xx race..uf.r.
@ -
Serine ‘. ..‘..00..00.0.00.0...0000.0.0.0000.00000.0...00000.0 (X &1 9 000000000 & 00 09 Citonlasi
| B — 9 **" PUFA PUFA-CoA : PL-PUFA-OOH PL-PUFA-OOH  PL-PUFA-OH
Tt il QOuter mi?gchondrial .0. .o.. 2 ks Pl{/ & v ® N
3 |
uomunmomnmokcomnmouumomomomomnrnsmoagsoomou .. ..' @ @ CYStI ne
SFXN : o Fenton | f\GSH 4---- cysteine«J
precursor >+ Iron Chelators reaction
(DFO) ; ' RSL3 GSSG
Fe?
| H,0, T FIN56
»
' RTAs
Eo2+ | (Fer-1)
Serine Iron G %,
; metabolism metabolism % e:spir?;gzhain
Iron Glycine e He02 s
metabolism "/ Respiration A~
l 15 2 i PL-PUFA OJ(-)_ COQW\/COQIUHZ
i Heme y B
Hemg metabolism Fo
metabolism
Fig 1. Functions of the mammalian sideroflexins (SFXN). Created with BioRender Fig 2. Mechanisms of ferroptosis. Ferroptosis inducers (red) and ferroptosis suppressors (green) are shown. Created with BioRender
Consequences of SFXN1 depletion on iron metabolism and rerroptosis ?
Scientific questions Cellular phenotype Mitochondrial function & morphology
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» Delay of ferroptosis, KD cells appear to be resistant * Altered cristae morphology in KD cells |
: (or less sensitive to ferroptosis inducers) -> Test mitochondrial biogenesis and mitochondrial network
Open questions : > What are the mechanism allowing this resistance ? - Investigate the composition of the complexes maintaining cristae junctions

1) Does SFXNL1 depletion allows ferroptosis resistance
through the regulation of ROS formation and/or iron
homeostasis and/or oxidative stress response ?

2) What are the signaling pathways allowing the
Induction of HIF1a during SFXN1 depletion ?
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HIF1la is induced upon SFXN1 depletion
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Hsp60/hsp70 SIRT2  SOD2 :
 HIF1a seems to be upregulated in KD cells

* Same results with KD2-SFXN1 > Iron can regulate HIF1a, so does SFXN1 can regulate HIF1a through iron ?
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