"Unexpectedly, mometasone furoate demonstrates more therapeutic '
effects than methylprednisolone and dexamathasone In the chronic

_management of spinal cord injury In mice y
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Fig.4 Bcl-2 expression following SCI is modulated by GC treatments. A marked positivity for

medical and psychological challenge, with no curarative e e el

therapy available. The aim of the present study was to s - FEirea ot e e

compare the current conventional therapy adopted In the v B -

management of SCI, represented by methylprednisolone

sodium succinate (MPSS) in respect to other glucocorticoids S 03 mm—— F|g4

(GCs), namely dexamethasone (Dex) and mometasone s o g

furoate (MF) in a mouse model of experimental spinal cord el

compression injury. g 0

2.Materials and Methods st i S

Animals: Male adult CD1 mice (25-30g weight) were Do

housed in individually ventilated cages with food and water oo o :

SCI was induced in mice according to a standardized model | . HE g L e
] firstly described by Rivlin and f

Fig.3 ITHC staining for iNOS. Sham mice resulted negative for iNOS staining (a). Analyzing

- - . . . . 7 ] Bcl-2 is evident in sections sampled by sham animals (a). Conversely, SCI mice are negative for
I ato r 1 A I O n I tu d I n al .?ectwns. sampled b).f scI mice, we flemons.trated that untreflted animals (.hsplay a significant iNOS Bcl-2(b),while MF treatment completely and significantly protect the fissue by Bcl2
X lncr?tlsnrg (b), wlnl.e there is a dljferet'nlally modulated INOS' exl.n'es.su)n by GC treatments. In downregulation (c). Dex(d) and MPSS(e) possess a lower,although still significant, power to
particular, the grading scale of protection vs untreated SCI mice is given by MF (c) >MPSS (e) protect against Bcl-2 degradation. Densitometric quantitative analysis is provided in f. **p<0.01,
>Dex (d). Densitometric quantitative analysis is provided in f. **p<0.01 *%%p<0.001, ND=Not Detectable

Incision was made on the
midline of the back, exposing - e
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| the paravertebral muscles and |

Lanunectomy with fracture of the Compression with

laminectomy. SCI was produced by spinal cord compression 7 AR es e S
at T6-T7 level using an aneurysm clip (see figure above left) ) S oA
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with a closing force of 24g for 1 min. MPSS (6mg/Kg, i.p.), v e —
Dex (1mg/Kg, i.p.) and MF (0.1mg/Kg, i.p.) were ' ' |
administered 30 min after trauma induction and daily until e e i

sacrifice (eighth day). Spinal cord tissue was collected to N e e T e
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group SCI mice group display an increased and sampled by sham animals(a). Conversely, SCI
— ——— significant expression for this marker (b). About GAPDH D =n G ED G S v w» 06 w = analV mice are strongly positive(b). MF resulted able
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erform immunohistochemical and western blot analyses ’ - SCIGC reated mice, we reealed that ME (0 o compluct . sigcant prowct susue
u B — - has the best protection -capability avoiding h L byBax overexpression(c), while Dex(d) and

PARP-1 activation followed by MPSS(e)and
finally Dex(d). Densitometric quantitative

MPSS(e) possess a lower, although still
significant power. Densitometric quantitative
analysis is provided in f. Western blot analysis of

analysis is provided in f. Western blot analysis of
spinal cord protein extracts confirmed the best

3.Results - e i a5, N
Achieved data demonstrate that SCI induces tissue damage, |

cellular nfiltration (Fig.1), astrocyte activation (GFAP 5.Conclusions

Immuno staining [Fig.2]), INOS expression (Fig.3), Currently, therapy to treat acute SCI involves steroidal anti-
Antiapoptotic Bcl-2 expression (Fig.4), PARP-1 activation Inflammatory drugs, In particular MPSS administration
(Fig.5), and Proapoptotic Bax expression (Fig.6) in injured within 3-8 hours from the trauma (2). Our results show that
tissue. All the three GCs have demonstrated the capability to MF Is the best candidate for post-traumatic chronic
modulate Iinflammatory, oxidative and apoptotic pathways, treatment since It counteracts the spreading of periwound
but MF has demonstrated the best efficacy, while Dex and secondary damage and ameliorates the spinal cord injury In
MPSS have shown alternative potency with a different a mice model with higher magnitude than Dex and MPSS.
protection degree.

spinal cord protein extracts confirmed the best
" ‘W‘H efficacy of MF into counteracting Bax

overexpression(g). *p<0.05,***p<0.001,****p<0.
0001,ND=Not Detectable
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