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Role of proKineticines in gene expression
alterations of KDMs and PPARs in a murine
model of bortezomib-induced peripheral
neuropathy
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Neuropatiaperiferica

iIndottada

chemioterapici (CIPN)

{/che-mio-te-ra-pi-ci/}

Alcaloididellavinca:vincristina

Derivatidel platino : oxaliplatino

Tassani: paclitaxel

Inibitoridel proteasoma: bortezomib
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Bortezomib

Il bortezomib e stato approvato nel
2003, nel 2005 e nel 2008 dalla U.S.
Food and Drug Administration per il
trattamento del mieloma multiplo
progressivo (MM)
recidivo/refrattario, recidivo e di
nuova diagnosi, rispettivamente.

Meccaniscod’azione % Inibizione del proteasoma

4 /16

¥
1 SRON
\ E ‘\‘\\\“.‘
\ v {1
\ p42/44 MAPK

|
\ i \

\ v
\ Heat shock
\ | protein response

e -
-
-
-
-
P
-
—

IL8 <- NF«B - » cFLIP

XIAP

cytochrome c
mitochondnal
membrane

: ' 1
o4 }
\ IGF-1(R) —» Akt
\ /
///,

Active pathway
- -~ Non-active pathway




Ruolodelle
prochineticine
neldolore

Nei mammiferi sonostate
identificate:

o EG-VEGF

PK2/Bv8 81 aa PK1
PK2 o mBv8

Myeloid cells
E' wme
3[‘ g’épkm }
?E i %Q\wa
% £ %\;‘\I’RF’M
0 gl : PROK2 ]
& Tl
E] CD11b+GR1+ /
E} - GABAAl

PKR2 ’ Macrophages . T cells
@ nNeutrophils  HEE Fibroblast

5 /16

Ca?*

)

PKCz

"

Peripheral
) ' =''P

Sensitization

A Prokineticin-Driven Epigenetic Switch Regu-
lates Human Epicardial Cell Stemness and Fate

REHANA Quaesu-ul, MICHEL KINDOZ, MounIA BOULBERDAAI, JEAN-
2 3
JACQUES VON HUNOLSTEIN", MARJA STEENMAN, CANAN G.
Nesigi 4™

Prokineticin 2 Upregulation in the Peripheral Nervous System
Has a Major Role in Triggering and Maintaining
Neuropathic Pain in the Chronic Constriction Injury Model

Roberta Lattanzi,' Daniela Maftei,l Veronica Marconi,l Fulvio Florenzano,2

Silvia Franchi,’ Elisa Borsani,’ Luigi Fabrizio Rodella,! Gianfranco Balboni,’
Severo Salvadori,® Paola Sacerdote,” and Lucia Negri'

Targeting prokineticin system counteracts ®
hypersensitivity, neuroinflammation, and
tissue damage in a mouse model of
bortezomib-induced peripheral neuropathy

Giorgia Moschetti', Giada Amodeo’, Daniela Maftei?, Roberta Lattanzi®, Patrizia Procacci®, Patrizia Sartori®,
Gianfranco Balboni®, Valentina Onnis®, Vincenzo Conte®, Alberto Panerai’, Paola Sacerdote’ and Silvia Franchi™



PC1,antagonista
delrecettore perle

prochineticine

Sequenza AVITGA N-terminale
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Prokineticin Receptor Inhibition With
PC1 Protects Mouse Primary Sensory
Neurons From Neurotoxic Effects of
Chemotherapeutic Drugs in vitro

Giorgia Moschetti'", Theodora Kalpachidou?, Giada Amodeo’, Roberta Lattanzi?,
Paola Sacerdote ', Michaela Kress? and Silvia Franchi’

PC1, a non-peptide PKR1-preferring antagonist, reduces pain behavior
and spinal neuronal sensitization in neuropathic mice

F. Guida®!, R. Lattanzi®™!, S. Boccella?, D. Maftei®, R. Romano?, V. Marconi®, G. BalboniF,
S. Salvadori9, M.A. Scafuro®*, V. de Novellis?, L. Negri®, S. Maione***, L. Luongo®*

Antagonism of the Prokineticin System
Prevents and Reverses Allodynia and
Inflammation in a Mouse Model of Diabetes

Mara Castelli', Giada Amodeo’, Lucia Negri’, Roberta Lattanzi?, Daniela Maftei?,
Cecilia Gotti®, Francesco Pistillo®, Valentina Onnis®, Cenzo Congu®, Alberto E. Panerai’,
Paola Sacerdote'*, Silvia Franchi’
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Recettori attivati dai
proliferatoridei

Perossisomi(PPARSs)
e dolore
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dipendenti appartenenti alla PPAR Q
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Central administration of palmitoylethanolamide reduces hyperalgesia in mice via
inhibition of NF-kB nuclear signalling in dorsal root ganglia

Giuseppe D'Agostino ?, Giovanna La Rana?, Roberto Russo ?, Oscar Sasso *, Anna lacono?,

Emanuela Esposito *9, Giuseppina Mattace Raso 2, Salvatore Cuzzocrea <9, Jesse LoVerme ®,

Daniele Piomelli ®, Rosaria Meli , Antonio Calignano **

Intrathecal rosiglitazone acts at peroxisome proliferator-activated

receptor y to rapidly inhibit neuropathic pain in rats

Sajay B. Churi*, Omar S. AbdeI-AIeem', Kiranjeet K. Tumber, Heather Scuderi-Porter, and
Bradley K. Taylor*

Exogenous ligands
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Histone demethylase UTX/KDM6A enhances tumor immune cell
recruitment, promotes differentiation and suppresses medulloblastoma

- - o o - - - *
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Demethylase Kdm6a epigenetically promotes IL-6 and IFN-
production in macrophages

Xia Li ™7, Qian Zhang ', Qingzhu Shi ¢, Yin Liu ?, Kai Zhao ?, Qicong Shen €, Yang Shi ¢,
Xingguang Liu , Chunmei Wang ?, Nan Li ¢, Yuanfang Ma ®, Xuetao Cao *<¢*
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Methods

Animals

Topimaschi C57BL/ 6J k
di 9 settimane suddivisi A LS

+

IN6 gruppl. PC1 150ug/kg

due volte al giorno (s.c)

IEEEs——— 4

Day 1 / Day 14 21 Day 28

PC1 150pg/kg
due volte al giorno (s.c)

Gruppi Sperimentali

CTRLT14 BTZ T14 CTRLT28 BTZ T28 BTZ+PC1(T28) PC1

Soluzione  Bortezomib = Soluzione Bortezomib Bortezomib PC1150p
salina 0,4 mg/kg salina 0,4 mg/kg O'4m+g/kg g/kg BTZ0.4 mg/kg
0,9% 0,9% PC1150pg/kg

tre volte alla settimana (i.p)
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Methods

Template DNA

7 Prelievodellearee DD
-

Denaturation

éa Analisidegliacidi nucleici :

Estrazione diRNA e DNAgenomico N - Lo
Valutazione quantitativa ™M™

u Priemes

Retro-trascrizione in cDNA DAMNw ™.
Amplificazione mediante Real-Time PCR

Analsistatistica

arwN P

PPARa AGGTTGAGCTCAGTCAGGA GGTCACCTACGAGTGGCATT
PPARYy GGAAGACCACTCGCATTCCTT GTAATCAGCAACCATTGGGTCA
KDM6a TTTGGTCTACTTCCATTA AAGCCCAAGTCGTAAATGAATTTC
KDMb5¢ AAGATAAGACTCTGCGGAAAAAAGAT TTGACATCCCCACCTAATTCCT
GAPDH AACTTTGGCATTGTGGAAGG ACACATTGGGGGTAGGAACA
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Risultati
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Risultatl

Analisidi espressione genicanelmidollo spinaledopo trattamento
conBTZperl4giorni(T14)
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Risultati

Analisidi espressione genicaneiDRGdopo trattamento conBTZe
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Risultatl

Analisidi espressione genicanelmidollo spinaledopo trattamento
conBTZper28giorni(T28)
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