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OS In Advanced CRC in 2008:
The Impact of Multidisciplinary Management

Improvements of chemotherapy
Median survival >24 months
5-year survival 9%

I3%
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PDTADEI TUMORI DEL COLON E DEL RETTO -ASL NAPOLI 3SUD /INT
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Adjuvant Treatment in Stage 11/111 Colon
Cancer: MOSAIC TRIAL
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Indicazione: stadio Il alto rischio (T4, intervento in urgenza, N valutati <12)

Terapia adiuvante: Capecitabina per 6 mesi

Indicazione: casi selezionati di stadio I11 o Il ad alto rischio

André T. et al. J Clin Oncol 27:3109-3116, 2009.



Study Schema

Total planned accrual 2 10,500

3 months
Stage lll
Colon R Investigator's choice
Cancer FOLFOX or CAPOX
Patients
(
6 months

FOLFOX: 5FUILV + Oxaliplatin CAPOX: Capecitabine + Oxaliplatin



IDEA Trials Summary

Stage lll Colon

Trial Regimen(s) ' o cerPatients

Enrolling Country

TOSCA - CAPOX or FOLFOX4 2402 ltaly

UK, Denmark, Spain, Australia,
Sweden, New Zealand

IDEA France | CAPOX or mFOLFOX6 2010 France
C80702 mFOLFOX6 2440 US, Canada
HORG CAPOX or FOLFOX4 708 Greece

ACHIEVE CAPOX or mFOLFOX6 1291 Japan
*Only stage Il colon cancer patients were included in the pooled primary analysis

SCOT CAPOX or mFOLFOX6 3983




Non-inferiority Hypothesis Testing @

Statistical Conclusions Under Different Scenarios
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DFS Comparison by Regimen, cont. @
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DFS Comparison by Regimen, cont. @
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IDEA Clinical Consensus: Risk-based approach to @
adjuvant chemotherapy in stage lll colon cancer

Risk group Recommended duration of adjuvant therapy
3 months 6 months
T1-3 N1 g

(~60% of stage Ill)

T4 and/or N2

_-------‘

Duration of therapy determined by
(Or other high-risk factors) = (OIEbity of therepy

- patient preference

- assessment of risk of recurrence

- Reaimen (CAPOX vs FOL FOX)



The Tumor Heterogeneity of Rectal Cancer

Distant metastasis
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Gunderson LL, et al. J Clin Oncol 22:1785-1796, 2004.



Rectal Cancer Treatment Paradigm

Stage Il (T3/T4 N-) and Stage 111 (T3/T4 N+)
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Total Neoadjuvant Treatment Paradigm

Short-RT TME Adjuvant
Chemothera

> >
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Adjuvant Chemotherapy in Rectal cancer

e Muddy waters

l ] Adiuvante: ypN+; ypCRM; ypT4?



Avallone et al. BMC Cancer 2014, 14:875
httpy//www.biomedcentral.com/1471-2407/14/875

Trial Registration:

BMC
Cancer

STUDY PROTOCOL _1018981C Open Access

Phase 1/2 study of valproic acid and short-course

radiotherapy plus capecitabine as preoperative
treatment in low-moderate risk rectal

cancer-V-shoRT-R3 (Valproic acid - short
RadioTherapy - rectum 3rd trial)
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Usual work-up {History and Physical Examination, Blood count, Biochemistry, Toracic/Abdomen
CT scan, Pelvic MRI or CT scan, Echocardiography, Endosonography, CEA, Ca 19.9.

ECG ("patient treated with VPA only, *
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Quality of Life
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Characeristics n=20 (%) .
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ECOG Performance status| %m
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Clinical Stage ¥
T2NO 2(7.5) ¢
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Selective Use of Surgery
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Follow up nel Tumore del Colon e del
Retto Stadi 11 e 111

o e
gfy}?fﬁéﬁx COLON RETTO =
N

Colonscopia Retto-Colonscopia

gg 3-5 anni) (g 3-5 anni)

AC t.b. con mdc TAC t.b. con mdc
(q 6 mesi X 5 anni) (q 6 mesi x 5 anni)
RMN pelvi

(q 6 mesi X 5 anni)

Linee guida AIOM , 2016.



“Some things require a revolution, rather than an evolution, in
thinking. The problem is we can be locked into an orthodoxy of
thinking that prevents us from thinking in novel ways”.

Gates Foundation

Thank You
for your attention
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Improvements of chemotherapy

Median survival          >24 months

5-year survival              9%
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 OS in Advanced CRC in 2008:  

 The Impact of Multidisciplinary Management  
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PDTA DEI TUMORI DEL COLON  E DEL RETTO  - ASL NAPOLI 3 SUD  / INT PASCALE NAPOLI 

		COLONSCOPIA DA SCREENING           COLONSCOPIA AMBULATORIALE                       MMG                     



		NEGATIVA



		DIAGNOSI DI CANCRO*



 SOSPETTO CLINICO

		RESEZIONE/BIOPSIA



		RESEZIONE/BIOPSIA



		Anatomia Patologica



CASE MANAGER



 GOM

completamento stadiazione

 avvio a trattamento 

		 * Contatto Case Manager e prenotazione 
     per prima visita in tempo reale



 4 settimane

 3 giorni 

 15 giorni



FASE DIAGNOSTICA  TERRITORIALE

		POSITIVA per lesione*



		POSITIVA per lesione*



21  giorni 

chirurgia ( Pascale) 

Radioterapia  ( Pascale) 

Chemioterapia ( ASL Na3 /Pascale) 

Terapia del dolore ( ASL Na3) 





		Anatomia Patologica



CASE MANAGER



Core GOM Pascale  



Completamento stadiazione

 Trattamento

   Follow-up 

		 * Contatto Case Manager e prenotazione 
     per prima visita in tempo reale



 4 settimane

 3 giorni 

 15 giorni

PDTA DEI TUMORI DEL COLON  E DEL RETTO  - ASL NAPOLI 3 SUD  / INT PASCALE NAPOLI 



 GOM Interaziendale

  ASL-Na-3/Pascale 

Presso l’INT avverrà la presa in carico dei pazienti affetti da tumore del colon-retto da parte dei specifici Gruppi Oncologici Multidisciplinari (GOM), colon e retto. I GOM saranno costituiti dalle figure professionali necessarie all’inquadramento del percorso diagnostico-terapeutico cui sottoporre il cittadino con sospetto/diagnosi di neoplasia. 

Compito del GOM sarà quello di definire il percorso diagnostico e terapeutico-assistenziale nelle varie fasi di malattia e di coordinare le diverse figure professionali che si faranno carico del paziente affetto da tumore del colon per i propri ambiti di competenza specialistica. In particolare il GOM consente la pianificazione del trattamento ottimale per ciascun paziente mediante: 

-Un’ accurata stadiazione del tumore.

-L’accesso a terapie multimodali integrate.

-L’accesso a terapie sistemiche personalizzate sulla base delle caratteristiche cliniche e  molecolari della neoplasia.

-Follow-up







Adjuvant Treatment in Stage II/III Colon Cancer: MOSAIC TRIAL



Andrè  T. et al. J Clin Oncol 27:3109-3116, 2009.

Terapia adiuvante: FOLFOX6/CAPOX per 6 mesi

Indicazione: stadio III (N+)

Terapia adiuvante: FOLFOX6/CAPOX per 6 mesi 

Indicazione: stadio II alto rischio (T4, intervento in urgenza, N valutati <12) 

Terapia adiuvante: Capecitabina  per 6 mesi 

Indicazione: casi selezionati di stadio III o II ad alto rischio





Study Schema







IDEA Trials Summary







Non-inferiority Hypothesis Testing
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Gunderson LL, et al. J Clin Oncol 22:1785-1796, 2004.







































































The Tumor Heterogeneity of Rectal Cancer
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Chemo-

Radiotherapy

Rectal

Surgery

Adjuvant

Chemotherapy

Rectal Cancer Treatment Paradigm 

 Stage II (T3/T4 N-) and Stage III (T3/T4 N+)    

Local recurrence rate

Short and long-term toxicity

Sphincter preservation

Sauer  R. et al. J Clin Oncol 22:1785-1796, 2012.





5FU





 Total Neoadjuvant Treatment Paradigm

TME
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Adjuvant Chemotherapy in Rectal cancer

Muddy waters





Adiuvante: ypN+; ypCRM; ypT4?
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Trial Registration: NCT01898104

21 patients enrolled

Acetyl-Lys and AC-H3-histone in patient’s PBMC 

Grant

PI: A. Budillon





































Patients 

Characeristics  

Number of patients

n 

= 20 (%

)

Gender

Mlale/



Female

16 / 5 

Age

Median  (range)

)

61 (46

-

69)

ECOG 

Performance status

0

21 (

100%)

Clinical Stage 



T2N0

2 (7.5)

T2N1

1 (2.5%)

T3N0

9 (45%)

T3N1

9 (45%)





Selective Use of Surgery

TME

Adjuvant Treatment

NeadjuvantTreatment











Fokas  E. J Clin Oncol  2014, 20:1554-62 























Follow up nel Tumore del Colon e del Retto Stadi II e III

Linee guida AIOM , 2016.

COLON





RETTO    

Colonscopia (q 3-5 anni)

TAC t.b. con mdc 

(q 6 mesi x 5 anni)

Retto-Colonscopia

(q 3-5 anni)



TAC t.b. con mdc

(q 6 mesi x 5 anni)



RMN pelvi 

(q 6 mesi x 5 anni)





“Some things require a revolution, rather than an evolution, in thinking. The problem is we can be locked into an orthodoxy of thinking that  prevents us from thinking in novel ways”.

Gates Foundation



Thank You                     for your attention 
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