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KaTepapa 3a papmakonorujy, ®apmaueytckm pakyntet YHMBep3uTeTa y beorpagy

YBoa: MurpeHa je npenosHaTa Kao jeaaH og soaehux 3gpaBscTBeHMX npobaema Ha rnobanHom HMBOY, jep je npaheHa
oHecnocob/beHoWwhy U HapyLWeHWM KBaUTeToM *KusoTta obonenux. Mpeko 50% naunjeHaTa ca MUTPEHOM HUje 33 40BOJbHO
CBOjUM Nneyerbem. MocToje AoKa3n 0 edMKAaCHOCTM aHTUAeNpecKBa, NOCEOHO OHUX ca MyTUMOZATHUM AejCTBOM
(@MUTPUNTUAKUH), M NpenopyKe 33 HUXOBY NPUMEHY Yy NpoduUIaKCch MUrpeHo3He raBobosbe. BOPTUMOKCETUH je HOBM
MYNTUMOZA/THU aHTUAENPECUB Ca HEAABHO NOCTY/IMPaHUM aHare TCKUM CBOjCTBUMA .

Lumw paga: 1) McnutaTv aHanreTcky epuKacHOCT BOPTUOKCETUHA ¥ nopeherby ca cymaTpMNTaHOM HaKOH NepopasiHe aKyTHe
npumeHe y moZeny akyTHe MUrpeHo3He rnasobosbe; 2) UcnutaT aHanreTcky erMKacHOCT BOPTUOKCeTUHa y nopehetsy ca
NponpaHoO/I0/1I0M HaKOH NOHOB/beHE NPOobUNAKTUYKE NepopasiHe MPUMEHE Y MOAENY XPOHUYHE MUTPEHE.

Marepujan umetoge: Moaen akyTHe MUrpPeHO3He rNaBobos/be NOCTaB/bEH je aKyTHOM NPUMEHOM HUTporauLepuHa (10
mg/kg, VHTpanepuTOHeaIHo), AOK j& MOAE/ XPOHWUYHE MUTPEeHe NOCTaB/beH MOHOB/LEHOM, UHTEPMUTEHTHOM MPUMEHOM
HUTPOrANLEPUHA, CBAKOT APYrOr AaHa Yy AeBeTOAHEBHUM UMKNYCMMa KO4 MysKjaka muwesa C57BL/6 coja. MoHoB/bEHA
NpUMeHa HUTPOTINLLEPMHA J0BOAM A0 Pa3Boja XPOHMYHe Ba3anHe U akyTHe 6onHe NpeoceT/bMBOCTU. 33 NPOLLeHY pa3Boja
60/1He NpeoceT/bMBOCTU, KA0 U aHTUHOLMLIENTUBHOT AejCcTBa UCMUTUBAHUX TPEeTMaHa, KopuwheHu cy TecTosu
npoBouupaHor 601HOT NoHaWaka (von Frey TeCT— MexXaHUYKM CTUMYNYC U opodaLMjaNHU FyTaMaTHU TECT — XE MUjCKU
CTMMYNYC), Kao ¥ TeCT HenpoBouMpaHor 60HOr NOHalWaka (TecT Konatba), Koju je yjeaHo oapas onwTe 4o6pobutn
XMBOTUHbA. JobujeHn pe3ynTtaTm aHanM3nMpaHu cy npumeHoMm jeaHodakTopcke/asodakropcke ANOVA-e (y3 Tukey post hoc
aHanusy).

Pe3yntati: Y mogeny akyTHe mMurpeHosHe rnasobosbe 3abenexeH je CTaTUCTUYKKM 3HaYajaH, ynopeams (von Frey TecT) unm
Behu (opodaumjanHu rnyTamaTHM TeCT) aHTUHOLMLLENTUMBHU edeKaT BOPTUOKCETMHA Y OAHOCY Ha CymaTpunTaH. Y moaeny
XPOHWYHE MUTPEHE NOKa3aH je CTaTUCTUYKKM 3HaYajaH, ynopeaus (von Frey TecT — 6a3anHa NpeoceT/buMBOCT, opodaLmjanHm
rAYTaMaTHWU TECT M TecT Konakba) unuv sehu (von Frey TecT — aKkyTHa NPeoceT/bUBOCT) AaHTUHOLMLENTUBHM edeKaT
BOPTMOKCETMHA Y OAHOCY Ha NPONPaHONON.

3akbyuak: lpuMKasaHW pe3ynTaTu yKasyjy Aa je BOPTMOKCETUH je bapem nopenbeHo edurKacaH Kao 1 pedepeHTHU NeKoBU
3@ KOHTPOJ1y MUTPEHO3HMX aTaka/mpodunakcy MurpeHe, LWTO je Hanas og moryher KAMHWYKOr 3HaYaja.
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Introduction: Migraine is recognized as a global health issue, responsible for high population levels of disability and
impaired well-being. Above 50% of migraine sufferers are not satisfied with their pain relief strategies. There is evidence of
antidepressants’ efficacy, especially those with multimodal action (amitriptyline), and recommendations for their usein
migraine prophylaxis. Vortioxetine isa novel multimodal antidepressant with recently postulated analgesic properties.
The Aim: 1) To examine the efficacy of vortioxetine compared to sumatriptan after acute oral administration in a migraine
attack model; and 2) to examine the efficacy of vortioxetine compared to propranolol after repeated prophylactic oral
administration in a chronicmigraine model.

Material and Methods: The model of a migraine attack was established by acute nitroglycerin injection (10 mg/kg,
intraperitoneally), whereasthe model of chronic migraine was developed by repeated, intermittent administration of
nitroglycerin, every other day, over 9 days in male mice, C57BL/6 strain. Repeated nitroglycerin administration causes
chronic basal and acute hypersensitivity. To assess the development of painful hypersensitivity, and the antinociceptive
effects of corresponding treatments, stimulus-evoked tests (von Frey test —mechanical stimulus; orofacial glutamate test —
chemical stimulus), and non-evoked nociceptive test (burrowing test; also reflecting general animal welfare) were used.
The results were analyzed by one-way/two-way ANOVA (Tukey post hoc analysis).

Results: In the migraine attack model, statistically significant, comparable (von Frey test) or higher (orofacial glutamate
test) antinociceptive effects of vortioxetine compared to sumatriptan was observed. In the chronic migraine model,
vortioxetine showed statistically significant,comparable (von Frey test —basal hypersensitivity, orofacial glutamateand
burrowing tests) or higher (von Frey test —acute hypersensitivity) antinociceptive effects compared to propranolol.
Conclusion: The presented results imply that vortioxetine isat leastcomparably effective as selected referent drugs for
migraine attack/migraine prophylaxis treatment, giving clinical importance to our findings.
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