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DICHIARAZIONE
Relatore: MAURA CAMPITELLI

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del Ministero della Salute, & richiesta la
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

Posizione di dipendente in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Consulenza ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Fondi per la ricerca da aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Partecipazione ad Advisory Board (ASTRA ZENECA)

Titolarita di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)

Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario (NIENTE DA DICHIARARE)
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ASSOCIAZIONE PARPi + SBRT
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Biologia e sinergismo Studi preclinici: Studi clinici: Primo studio italiano
; _IN VITRO — -FASE 1 3 multicentrico
-IN VIVO -FASE 2 «Epimetheo»
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Radioterapia di precisione per unoncologia innovativa e so:

MECCANISVII D’AZIONE

PARPI RT stereotassica
plie—— et B i arbvror il bl ey . relazione non lineare
m:iw "":7%;‘ m":iw m mf':t(jm .2:'.;@?;1.. m";ffm m tra dose ed effetto
PARPl  BRCA PARP] »X"- (nm I;ARPI n('A cmAF.“”l X;- —— 2 Y : citotossico
W < o A g oo e . Una o poche frazioni a
0T U | 10T 0uc | LT PR | 0T Bue dos levate hamo >
1 1 l 2 effetto cell-killing della
- A A - e stessa dose data con
Lt O o - frazionamenti
convenzionali
«Syntethic lethality»

INTERAZIONE COMIPLESSA

Igelhart JD and Silver DP, NEJM 2009
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Radioterapia di precisione per un'oncologia innovz

MECCANISMI D’'INTERAZIONE

MOLECOLARE CELLULARE TISSUTALE
& ﬁ 'R ! 7 Solid tumor * Eﬁ:etto S UI
iﬁ_ mmg{g g §., s . W.w}mmmmj -y h microambiente
- - - tumorale

SsB

repaired by converled 10
BER ‘ . DSE

HR defect HR defect
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[ o 1%DMsO

Single-Cell Surviving Fraction

NODON MPQ b@q o somav S, - resistenza all’'ipossia
SS8 repaired ‘ ‘ 'z‘ﬂdiﬂﬁmaﬂm (G;i ’ ":"’:"Rh t U m O ra I e
HR proficient HR deficient . Unrepaired ‘?im to collapsed mw:\:m forks in S phase
(DSB repaired) (DSB not repaired) \ B o
‘ ’ \ % . G2 E . . G1 ,//_ —_— //_
E’ E Hypoxa-induced HR defect
Q' & %u o 10Ms0 gm o mowso Tumor cell death
Sun/lval Surwval Apoptosis ° * 30uMAN ° n 20 MANI
(zone ipossiche—> deficit di HR (down-
* Impedisce riparazione SSB radiosensibilizza la fase S del ciclo regulation di Rad51)—> > sensibilita ai PARPi
*  Promuove la conversione SSB>DSB cellulare contextual syntethic lethality
Zheng F. et al Biomed & Pharmacother 2020 Noel G et al. Mol Cancer Ther, 2006 Ranjit S Bindra et al., Mol Cell Biol.2004; Chan N et al., Cancer Res 2010
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ASSOCIAZIONE PARPi + RT
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Radioterapia di precisione per unoncologia innovativa e sost

STUDI DI CLONOGENICITA’
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Fig. 2. Clonogenic survival of exponentially growing U373-MG
glioma cells irradiated at 0.3, 1, and 3 Gy in the presence of three
different concentrations of PARP inhibitor PJ34. Mean values =

SEM of three measurements shown.
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Chalmers A et al. JROBP, 2004
Barreto-Andrade JC et al. Mol Cancer Ther, 2011

PARPi (1-10uM)
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Radioterapia di precisione per un'oncologi

Vehicle/Olaparib(50mg/kg) in 20% Captisol by oral gavage

ASSOCIAZIONE PARPi + RT invive [ 111111}
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Table 1 Current Clinical Trials Evaluating PARPi-Radiotherapy Combinations

AS

Table 1 (Continued)

SOCIAZIONE PARPI + RT

PARPI-IR Trials (As Available on ISRCTN and ClsicalTrials.gev)

PARPLIR Triaks (As Avalable o ISRCTN and Clisical Trials.gov)

PARPi Cancer Site Trial Ttke Spessor and Trial ID Phase and Status  PARPI Cancer Site Trial Tehe Speesor and Trial 1D Phase and Status
HNSCC Phise | Trial of Olaparid (AZD2281) in Combination With C225 and Radiation Theragy in Patients University of Colerado, Deswar Phase | Brain et atiws. A Randoerized, Double-Blind, Phase 2, D L y {pric . Abbott) Phise Il
AZD-2281 With Locally Advanced, Stage IVA-B Squamous Cell Carcinomas of the Head/Neck With Heavy NCTO1758731 Reported of Vieliparib ind Whola Brain Rackation Theripy vi Placsbo . ion Tharapy 799 Reparted
Smoling Histerias in Subjects With Besin Metastases From NoeSmal Cell Lung Cancar
Otaparib Dose Escalation Trial for Stage 11 Laryngesl The Nethedands Canear Institute Phase ! A Phase 1 Study Evahsating the Safety, Tokeabiity and Phirmacokinetics of ABT-588 in Combi-  AbbWie {priee sponsor, Abbott) Phise |
S ' Seuamocs Cull Carcincens NCTO2229656 ‘Active, pot tion Wi Whele Brin Rackion Tharagy i Subjects With S Matastises 7 Completed
- o o~ GBM APhase VI Trial of ly Diage Phase L
A Phase I Tral of Olapurib . . ch - University Collage, London S Gioblastoma Mutforme cincr Caner e John Heplia Completed
mwuuwnug Fisk Localy e o NeTozze0rz Actien, et APhes 2Seudy of Veparh ABT.068 and Locs bradeion Fowad by Miltsasace Yhpar  Nekionl Cnce oetote Phise
NsCLC o With o¢ Without Dy The Netharands Cancer Institute Phase | xzm«mrvm . . Recruiting
mmlumymmnmluwm NCTO1562210 Reported Jm“_:"'h"c R e fhasai
ssac . F"""“"’“‘“M"“""M ca . " "';::‘mg Mumw meumrnw -mamwn NCTO1514201 Cempluted
. . . INCTU3532850 ~ Roctad An Opan-Label Phase 1b Study of the Sulety and Tolarabslity of Vieliparit in Ct {pric . Abbort) Phise b
Ovscphacys Radiotharapy & Olapurib in COmbisaticn for Carcinoma of the Ouscphagus. A Phase | Trisl The Christie NHS Founds stabine and Rackation i Subjects With Locally e {LARC) NCTO1589819 od
(ROCOCO} ey Naticeal Cancer Institute Phase Il
NCTOZ921256 Active, nct
Parcrom A Phase 1 study of olaparib in st
cancur (PIONEER) HR M M Fractionated Whele Naticeal Cancer Institite Phase |
Broast A Phase I Randomized Trial of Stu I u Icatl o With NCTO1264832 Reperted
therapy va Radiotharapy Alcne . With Epithetal Ovarian,
Otaparib Dose Escalation in Combination
Gonal Lymph Nedes in Patiants With Breust Camcer Ruckation in Patierts With Hospital Phise i
Recruiting
A Phase 1 of Olaparib With Raiation in Patiersts With Inflammatory, Loco-regicmaly i A  Niraparit RTin Triple Nega- Massachusetts Genaral Hospital Phise
Advirced oe Matastatic TNEC (Triphe Negative Breast Cancer) or Patient With Operated NCT03109080 Active, mot tive Broast Cancer Patients (UNITY) NCTU3945721 Recruiting
_TNEC With Fuidu s o Gam Efficacy and Safety of Niraparis Combined With i Phise I
GEM plus olapa owly agr able NS sgow and Clyde Phise LW Ghoblastoma tor ) ) X NCT\I‘;IS‘ZO M:ug
™ i i 0 loadkin phase | Recruiting Canks Cardnoma  Michal S Ludwig e
dmcmmvm NCTO3644382 Recruiting
e esclation sy (PARADIGH)
- ; ide in rawdydiag: s sgow ind Clyde b o Depeivation Therapy (ADT) i Risk P c.\e-«mmumnmmw m mn:u.umg
ncsad Gliob stratifod by MGMT sat § ation in ostate i
arems by 2pucali phise F 3 Recruiting AN Cantee *r—m." e . . PARP lohi- ewrsity of Michi Can- Phaelm
Phase s Study of C With Olapuarib and Ureusect- Cartire Francois Baclesse Phase Uil IASCLEPR.S) A Phase U2 T i rogh ek and i eeing
able High Grade Gliomas Patints {OLA-TMZ RTE-01) NCTO3212782 Recruiting P m———" Neronsesss
Soh tiass sarcoma APhase & Saudy of Olaparib Wah C i Locally Inetitut Fhasel Pamiparib Gam A Phase 1572 Study 10 Assess e Sfaty, Tolarabiity and Effcacy of BGE-290in Combintion BeiGane Phase Ib/1
) Soft-tisss Sircoma RADIOSARP) NCTO2787642 Recruiting aom 290 With Racbation Theesey (RT) andfor . Acvn, a0t
Velipard NSCLC A ¥ Placebo-C Natioes! Cancer Inatitute Phase rent/Rufractory Glichlastoma .
AST-888 of scbopiatin and Packtaxd for Unre- NCTO1336385 Active, st A Phase 072 Clineal iparib in Newdy.Disgrosed and Nadder Sanal s/
Msug-nwc-lugcmnsclqﬂcxsmo,umnm recniting NCTO4614909 Recrusting
Purcrom A Phase | Study of Vabparibs (ABT-288) in C: Codes.Sinai Modical Centar Phase | Talazoparib Essclc A Tlazoparib and C : ive Stage Univansity Haalth Network, Tor- Phise |
o Tharagy in Pt Advancad, Parcrastic NCTO1508478 Reported BMNM.673 Small Cell Lung Cancer oo Recruiting
Carcor (VelGemRad) NCTO$170986
Braast A Phase 1 Study of Vebparib Admiristered Concurrently With Chast Wil and Nodal Radiaticn University of Michigan Rogel Can-  Phase | Gynse Phise | Study of Talazoparib in Combination With Radiation Therapy for Locally Recurrent Gyne-  M.D. Anderscn Cancer Centra Phise |
Tharapy in Patients With Inflammatory or Locs regionally Recurrent Braist Cancar Reported cologic Cancars NCTO3968406 Recruiting
NCT01477489 Rucaparib Brasst by of Rucsparis . wcer  Phasel
Pre-Operative PARP and kradiation (POPI) in Wermen With an Incomplute Response to Neo- Richard Zollars Phase | AGO14659 Patients With Triple Cancer Folow- Cantre Recruiting
Adjuvant Chemotherapy for Beaast Cancar NCTO1618357 Recruiting ing Neoadjrvart Chamotharigy 75
—
Omios”

Derby SJ et al,Semin Radiat Oncol 32:15-28, 2021
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Studi pubblicati fase 1 e 2*

Favorevoli Sfavorevoli
to (fase 1 PARP + itabina + RT*) -polmone (fase 1 PARPi+cisplatino+ RT ipofraz 2.75Gy/fx)
-retto (fase | + Capecitauina -testa-collo (fase 1 PARPi+ cetuximab+ RT 2.1 Gy/fx)
-mammella (fase 1 RADIOPARP Trial; RT *) .
fase 1 PIONEER study PARPi + tabi -pancreas (fase 1 VelGemRad trial; RT 2.4 Gy/fx )
;p;;lir)eas (fase study | + capecitabina - carcinosi peritoneale (fase 1 PARPi+ LDFWAR 60cGy x 2/die)
*RT convenzionale (50-50.4 Gy/2-1.8 Gy/fx) - Ipofrazionamenti su GRANDI VOLUMI
= CHT radiosensibilizzante convenzionale (CAPECITABINA) - Vicinanza con acute responding normal tissue (mucosa

esofagea e tenuale, midollo)
- Associazione con cisplatino o cetuximab o gemcitabina

* Ref su ClinicalTriaIS-gOV diapo 13 @ Assc?ciaziorjnelmlinna o @\< BOLOGNA1 25-27 NOVEMBRE
Radiocerspla ¢ Oncologla clinica Societa ltaliana di Radiobiologio n/[Sﬁ ALY DI GENEREES
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Radioterapia di pi

E nelle neoplasie ovariche...

la stereotassi puo essere impiegata ad intento curativo in tumori sensibili ai PARPi in cui il ruolo della RT era stato finora limitato
dalle tossicita tardive delle irradiazioni sull’addome in toto (vantaggio di alte dosi/fx su piccoli volumi)

L
...nella malattia oligometastatica/persistente/recidivante /68|
/ 68
(P
Oncologlst o o
A Large, Multicenter, Retrospective Study on Efficacy and Safety 261 pa2|gnt|, 449 IeSIQnI
of Stereotactic Body Radiotherapy (SBRT) in Oligometastatic FUP mediano: 22 mesi
Ovarian Cancer (MITO RT1 Study): A Collaboration of MITO, AIRO CR+PR: 89%
GYN, and MaNGO Groups 2y-LPFS: 81.9%; 2y-PFS: 15.4; 2y-0S:73.6%

GABRIELLA MA((mAO,"' RoserTa LAZZARI,b" Nicorerra CoLomso,” Concerra Lmus(m,d Giovanni Capew,” Giuserpe RoBERTO If)'Ac,osvmcv,f
Francesco Deopato,” Ernesto Maranzano,® Epy Iwmm:»,h Sara Rowcm,b Fasiola PAIAR,d Marta Scoo\szm,"' Savino Ciua,’

Rossana INGaraiota, > Aiessanora Huscuer,' Ana Maria Cerrotra,™ Anorel Fooor,” Lisa Vicenz,,® Donatewa Russo,”

Simona Boraesi,? Eusaserta Perruca,” Sanoro PiGnaTa,® CynHia ArisTel,” Avessio Giuseppe MorGanTi,® Giovann Scamsia, ™

Vincenzo Vatenning, > Barsara Aucia Jereczek-Fossa, ™" Gasriewa Ferranoma""

Macchia G et al. The Oncologist 2020; 25(2):e311-e320

@ Associazione Italiana BOLOGNA, 25'27 NOVEMBRE
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Radioterapia di precisione per un'oncologia inn

E nelle neoplasie ovariche...

m U.S. National Library of Medicine

ClinicalTrials.gov
Efficacy and Safety of Stereotactic Body Radiotherapy (SBRT in Oligo-metastatic/Persistent/Recurrent Ovarian Cancer (MPR-OC): a

Prospective, Multicenter Phase Il Study (MITO-RT3/RAD)

NCT04593381

15 centri 265 lesioni (155 pazienti) a novembre 2022

' Linfonodi Parenchimi

0% 15%

—_
I

= Attuali = Rimanenti = Attuali = Rimanenti
(T Asoision stns @ = BOLOGNA, 25-27 NOVEMBRE
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Radioterapia di precisione per unoncologia innovativa e so

Unico studio clinico pubblicato sull’associazione PARPi-trattamento locale (CH o SBRT)

: Treatment-free interval-p

Diffuse
Progression

I
I
]
I
]
I
T
[
]
!
Recurrence CHT :
[
!
]
[l

Nessuna differenza statisticamente significativa tra chirurgia e RT stereotassica

LT only**

Treatment-free interval-p

. e - - -

Conclusion

Patients with recurrent ovarian cancer who have an oligometastatic progression during PARPi maintenance treatment, may continue to
benefit from PARPi, if combined with local treatment

Palluzzi E et al, IntJ Gynecol Cancer. 2022 Associazione Italiana "5‘“’-“ BOLOGNA, 25-27 NOVEMBRE
L Societd kaliana di Radiobiologia o PALAZZO DEI CONGRESSI
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Radioterapia di precisione per un'oncologia innova

Associazione PARPi e SBRT nelle neoplasie ovariche...

StUdiO EPIMETHEQ (colui che agisce prima di pensare)

Primo studio italiano multicentrico retrospettivo che associa i PARPi alla radioterapia
stereotassica nella malattia ovarica oligometastatica/persistente/recidivante volto a
valutarne l’efficacia, il profilo di tossicita e l'intervallo libero da CHT (durata del
mantenimento con PARPi)

Centri

*  Policlinico Universitario A. Gemelli IRCCS — Roma
*  Gemelli-Molise — Campobasso

*  Ospedale Vito Fazzi — Lecce

*  UPMC San Pietro FBF - Roma

Da Maggio 2019 a gennaio 2022
56 pazienti e 107 lesions (69 linfonodi e 38 parenchimi)

ﬂ‘ Associazione Italiana Cif:wr BOLOGNA, 25'27 NOVEMBRE

....... Full paper coming soon &) Radioterapa ¢ Oncologiaclinica Secitd o 3 Fsiobicoga i PALAZZO DEI CONGRESS!
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Radioterapia di precisione per un'oncologia innovativa e soste

SABATO 26 NOVEMBRE 2022

C040
RADIOTERAPIA STEREOTASSICA IN PAZIENTI AFFETTI DA NEOPLASIA OVARICA

IN PROGRESSIONE DURANTE TERAPIA DI MANTENIMENTO
CON PARP-INIBITORI: EVENTI AVVERSI ED ATTIVITA DALLO STUDIO '
RETROSPETTIVO "EPIMETHEO" O
G. Macchia, M. Campitelli, D. Russo, D. Pezzulla, S. Lucci, A. Nardangeli,

A. Di Stefano, G. Ronzino, C. Federico, V. Salutari, S. Cilla, M.A. Gambacorta, G. Ferrandina
(Campobasso, Roma, Lecce, Napoli)

14.00 - 15.00 COMUNICAZIONI ORALI 5 SALA BIANCA
Moderatori: F. Marletta, V. De Sanctis

ESTRO2023 ] 241
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