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On the need for integrating cancer into the One Health
perspective
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GLOBAL BURDEN OF DISEASE

Pets come Sentinelle di
Esposizioni Ambientali

del Piemonte, Liguria e VValle d’Aosta

N°tumori tra 2007 e 2017
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Lottare Insieme contro le infezioni da PVs
RC IZS PLV 15/18

RC 1ZS PLV 12/19
RC 1ZS PLV 10/21
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PAPILLOMAVIRUS ISOLATI NEL CAVALLO FINO AD ¢

3 Bovine Papillomavirus

(BPV)

V BP\W (Ottenetal, 1993 _ A -
V BP\2 (Ottenet al, 1993 — associatl £ f QA ydasamds y | |

V BPM3(Lunardiet al, 2013

10 Equus Caballus
Papillomavirus (EcPV)

Vv
Vv
Vv
Vv

V EcP\, 3-7 placcheauricolari (Mira et al., 2018

-

EcP\2 carcinomia cellule squamose(CCSYli genitali esterni, stomacq orofaringe
(Porcellatoet al., 2020

EcPM CCQuricolare(Peterskennedyet al., 2020

EcP\ papillomatosicutaneadiffusa(Liet al, 2019
EcP\ isolatodal semedi uno stallonecon papillomapenieno(Liet al., 2019
EcP\10isolatoda unacavallaipofertile (DePaoliset al., 2022
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Virus Entry
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Frontiers in Cellualr and Infection Microbiolo@p22 10;12:81494&ttps://doi.org/10.3389/fcimb.2022.8149
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PAPILLOMAVIRUS

| 6esposi zione a PVs i1 nfezioni a

V Clearance del virus ad opera del sistema immunitario

V Infezioni persistenti che possono esitare in cancro invasivo
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Article
Detection of Equus Caballus Papillomavirus Type-2 in
Asymptomatic Italian Horses

Katia Cappelli 1, Chiara Grazia De Ciucis >*, Samanta Mecocci "*("), Tiziana Nervo 3, Maria Ines Crescio 2,

Marco Pepe !, Rodolfo Gialletti 1/, Daniele Pietrucci %, Laura Federica Migone 2, Silvia Turco >, Luca Mechelli !,
Fabrizio Passamonti 1, Carlo Drago 6(0, Gian Guido Donato 3, Katia Varello 2(/, Paola Modesto 2,
Giovanni Chillemi 47, Alessandro Ghelardi 7 and Elisabetta Razzuoli 2

Viruses 2022, 14, 169. https:/ /doi.org/10.3390/v14081696
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control  EcPV2L1p EcPV2Lin control  EcPV2L1p EcPV2-L1n

ESPRESSIONE GENICA . 118 Lz

~ 21 3
S S
TGFB e RANKL down regolati S — ﬁ S 7
IL8 ed IL1B up-regolati S J_ S
IL12p40 up-regolato nei EcPV2-L1n —"— EcPV2L1p EcPV2L1n R EcPV2L1p EcPV2L1n
" IL12p35
IL12p35 no significativo
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ARTICLE % L, e o : L i
Translational Thempeutics o ol ; ¥ |
Baseline immunity and impact of chemotherapy on immune r n ~
@ yE PE apy Cleo CDsé ML PD-1 PDLL1
microenvironment in cervical cancer ) Vg B T ] ' d g s 3 [ s h
¥i Zhang . Minhua Fu'?, Ying J a2 . Jiejun Cheng Caivan Zhang Lim Cheng . Haijiso Lu'?, Mei-Chun Cai®, Jie W', o L= ¥ " &
Wernjing Wang ', Wieihua Lou™?, Libwa Qu'?, Li Tan®, Husiwe Lu™, Xia Yin'2 Guanglel Zhuang (5 and Wen Di'7 . b 5
[ v L 5 - W W
u Tt . i g i
BACKGROUND: We aimed 1o comprehensively evaluate the immunologic landscape at baseline and upon chemotherapy in = & L h 4 g 4 [ i
cervical cancer. The infornmation should 2id ongoing ¢ linical investigations of check point biockade immunotherapies in this disease {0 = L [ b - '
setting. &, o ¥ juaie - v
METHODS: A series of 109 cervical carcinoma p atients was retrospectively assayed befos and afer necadjuvant chemotherapy. ol 2 R ¢ N N {
Tumouwrinfiltrating immune markers (OD3, C04, CD8, CD24, CD56, OD68, PO-1, PO were asessed by immunohistochemistny . & 4 Iy = & i L TRl

RMA sequencing analysis was perormed on matched pre- and posttreatment fresh-frozen §ssues.

RESUILTS: At diagnoss, diverse immune call types including COD0+ B cells, CD3+ T aells, CDS6+ natweal killer (NK) cells, and CD68+
mac sxphages were detected in different proportions of cenical carcinoma_ Uinsuparnvised hieardhvical chustering evidently showed that
OO and C0E+ T cell abwnd ance correlaied with POULT expression. Based on the immune infiltration patterns, the patients could be “ i " ek 4 g oy
stratified into four grewps with prognestic rlevance. namely. ‘immuno-active’, “immunc-medial’. immune-NIK, and ‘immunc-deficient. Foi o Py 1%a 1
Meoadjuvant chemothempy was associsted with increased CD4. CDR CD20. and CD56 signa k. mest preminently in good responders. g . " =
Transchptomic daw comoborated the improved anticancer immunity and identfied immuncsuppressive CD200 upregulation :
following chemotherapeutic intervention.

CONCLUSIONS: A subset of cervical cancer harbows active immune microemvironment, and chemothenapy treatment may further
exert loooregional immunastimulation. Immune checkpoint inhibiters as combinaton or maintenance therapies warrant future
exploration in cliric.
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Oncology — Original Article

Vulvo-vaginal epithelial tumors in
mares: A preliminary investigation on
epithelial-mesenchymal transition and
tumor-immune microenvironment

Federico Armando'" ", llaria Porcellato®" ", Livia de Paolis>*
Samanta Mecocci?, Benedetta Passeri*'”, Malgorzata Ciurkiewicz
Luca Mechelli?, Chiara Grazia De Ciucis®**®, Marzia Pezzolato?®,
Floriana Fruscione3'”, Chiara Brachelente? ', Vittoria Montemurt
Katia Cappelli?, Christina Puff'\"), Wolfgang Baumgirtner',
Alessandro Ghelardi®, and Elisabetta Razzuoli®

- -

Occasionali cellule FOXP3+
infiltranti CCS

’

Occasionali cellule CD 204
infiltranti papilloma

Veterinary Pathology
2024, Vol. &1(3) 366-381
[ The Author(s) 2023
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Article

Equine Penile Squamous Cell Carcinomas as a Model
for Human Disease: A Preliminary Investigation on
Tumor Immune Microenvironment

Ilaria Porcellato 15, Samanta Mecocci 1, Luca Mechelli 1*, Katia Cappelli 12+
Chiara Brachelente ', Marco Pepe 12, Margherita Orlandi ?, Rodolfo Gialletti '-2,
Benedetta Passeri 3, Angelo Ferrari 4 Paola Modesto ¢, Alessandro Ghelardi >* and
Elisabetta Razzuoli *

! Department of Veterinary Medicine, University of Perugia, 06126 Perugia, Italy;

ilariaporcellatodvm@gmail.com (LP); samanta.mecocci@studenti.unipg.it (S.M.);

chiara.brachelente@unipg,.it (C.B.); marco.pepe@unipg,.it (M.P); margherita.orlandi%4@gmail.com (M.O.);

rodolfo.gialletti@unipg.it (R.G.)

Centro di Ricerca sul Cavallo Sportivo, University of Perugia, 06126 Perugia, Italy

Department of Veterinary Science, University of Parma, 43126 Parma, [taly; benedetta.passeri@unipr.it

Zooprophylactic Institute of Piemonte, Liguria and Valle d'Aosta, 16129 Genova, Italy;

angelo.ferrari@izsto.it (A.F.); paola.modesto@izsto.it (P.M.); elisabetta.razzuoli@izsto.it (E.R.)

5 Azienda Usl Toscana Nord-Ovest, UOC Ostetricia e Ginecologia, Ospedale Apuane, 54100 Massa, ltaly

*  Correspondence: luca.mechelli@unipg.it (L.M.); katia.cappelli@unipg.it (K.C.);
ghelardi.alessandro@gmail.com (A.G.)
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OPEN Linking tumorimmune

L L12p40 infiltrate and systemic immune
400+ B0+ [
6=008 Lol mediators to treatment response
1 M - -
- - and prognosis in advanced cervical
- - | -
E E £ E 2001 E 0 cancer
E E + E g ; E Patricia Rocha Martins'** Katia Luciano Pereira Morais™*?
304 504 * 30 Mayane Alves de Lima Gal::lino"*; Adriana Jacauna’, Silva 0.c. Paula?,
ﬂ 100+ 00+ Wagner C. 5. Magalhies®>® Luciana W. Zuccherato™’| Larissa 5. Campos?,
‘ Pavlo Guilherme O. Salles® " & Kenneth J. Gollob®**%
0= 1] T T 0 T T 0 T T 1 I I
KR R NR R NR R KR R KR R

NR = pazienti che non rispondono alla radio-chemioterapia
R = pazienti che rispondono alla radio-chemioterapia
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Coltura 3D
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Coltura 2D: Immagini acquisite con microscopio ottico a fluorescenza, obiettivo 20X.
Coltura 3D: Max projection con microscopio confocale, obiettivo 20x.
Marcatura con anti-vimentina (rosso) e DAPI (blu).
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52 pazienti
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Progetto regione Liguria 22L03
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Diagnosi istologica N° pazienti

Adenocarcinoma 1
Carcinoma in situ 5
CIN1 3
CIN2 7
CIN 3 22
LSIL 1

In corso 13 Sottotipi maggiormente rappresentati nelle

Totale 52 pazienti: HPV-16, -18
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Cosa determina la vaccinazione??
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time time
l—o— Vaccin ——@—— Placebo ‘

l—O— Vaccin —@—— Placebo ‘ I—O— Vaccin  —@—— Placebo ‘

T1V vs T2V=0.008 T1V vs T1P=0.000 T1V vs T2V=0.003
cDCs Plasmacellule pDCs

Nelle vaccinate movimento cellulare diverso rispetto alle non vaccinate a 2 mesi dalla
vaccinazione
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Studiln vitro

A HelLa and PBMCsdttate/non trattate) (TO, T2, T3, T4) cell-calture
A Hela and plasma cell-caolture ¢rattate/non trattate)

HelLa+PBMCs cell @ulture

K Plasma &H

b

[
RFRIE> MTT HelLa and PBMCs ELISA on

RNA extraction supernatants

HelLa+Plasma cell
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)
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Effetto diretto del plasma su cellule tumorali
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Effetto diretto del PBMC su cellule tumorali
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SCC rappresenta il 10,4% dei tumori cutanei nei gatti.

Testa e collo (planum nasale, orecchie, palpebre).

Fattori di rischio

Esposizione cronica ai raggi UV, cute depigmentata, manto bianco.

Presenza PVs??
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Evoluzione

cheratosi attinica carcinoma in situ



