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A MULTIDISCIPLINARY APPROACH FOR LOCOREGIONALLY 
ADVANCED RECTAL CANCER 



• Surgical resection 

• Pathology assessment and estimation of risk 

• Treatment based upon classical TNM 

factors 

• Postoperative concurrent chemoradiation 

 

 

 

 

OLD APPROACH TO RECTAL CANCER 

NIH consensus conference.  

Adjuvant therapy for patients with colon and rectal cancer   

JAMA, Sep 1990; 264: 1444 - 1450.  



• TME surgery 

• Optimal staging by MRI 

• Pathological assessment of the quality of 
surgery 

• Preoperative radiation or chemoradiation 

• Integration of knowledge in a 
multidisciplinary team approach 

• Selective approach for preoperative 
Treatment 

 

CURRENTS CONCEPTS IN RECTAL CANCER 

DIAGNOSIS AND THERAPY 



THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE?  

• American Intergroup data 

• Quasar data 

• Japanese Society of Colon and Rectal Meta-
analysis on individual data 

• Cochrane Meta-analysis on individual data 

• Chronicle trial 

• Proctor/Script trial 

• Adore trial 

• CAO/ARO/AIO-04 trial 

• PETACC 6 trial  

 



THE ROLE OF SYSTEMIC CHEMOTHERAPY IN LOCALISED RECTAL 
CANCER:   

Gunderson et al. J Clin Oncol 2004 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The American Intergroup* Pooled Analysis 

* NSABP, NCCTG and  US-GI Intergroup  



THE ROLE OF SYSTEMIC CHEMOTHERAPY IN LOCALISED RECTAL 
CANCER:   

The QUASAR Collaborative Group. Lancet 2007; 370:2020. 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The QUASAR TRIAL 

Recurrence      Overall Survival    



THE ROLE OF SYSTEMIC CHEMOTHERAPY IN LOCALISED RECTAL 
CANCER:   

The QUASAR Collaborative Group. Lancet 2007; 370:2020. 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The QUASAR TRIAL 

UK QUASAR 

uncertain indication 

trial  

Approx 30% rectal. 

5yr survival 5 yr recurrence 

Chemo No 

chemo 

P-value Chemo No 

chemo 

P-value 

Whole cohort 80.3% 77.4% 0.02 22.2% 26.2%, 0.001 

Rectal subgroup p=0.05 19.6% 26.8%, 0.005 



THE ROLE OF SYSTEMIC CHEMOTHERAPY IN LOCALISED RECTAL 
CANCER:   

The QUASAR Collaborative Group. Lancet 2007; 370:2020. 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The QUASAR TRIAL 



THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The Japanese Society of Cancer of Colon and Rectum  Meta-analysis on UFT trials  

Sakamoto et al. Br J Cancer 2007 



THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The Japanese Society of Cancer of Colon and Rectum Meta-analysis on 
UFT Trials: Overall Survival Forest Plot  

Sakamoto et al. Br J Cancer 2007 



2012 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The Cochrane Meta-analysis  



Petersen et al, Cochrane Data Base of Systenatic Rev 2012; CD004078 



Petersen et al, Cochrane Data Base of Systenatic Rev 2012; CD004078 



Petersen et al, Cochrane Data Base of Systenatic Rev 2012; CD004078 



Petersen et al, Cochrane Data Base of Systenatic Rev 2012; CD004078 



CHRONICLE TRIAL: ASSESSING THE VALUE OF ADJUVANT 

CHEMOTHERAPY IN THE TREATMENT OF RECTAL CANCER AFTER 

PREOPERATIVE CHEMORADIATION 

Glynne Jones et al.  Ann Oncol 2014; 25:1356 

 



Glynne Jones et al. Ann Oncol 2014; 25:1356 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

The Chronicle Trial 

 

• Target population 800 pts 

• Primary end point: DFS at 3 years (HR:0.75) 

• Accrued nr. Patients 113 

• Underpowered to detect any potential benefit of 

Chemotherapy 

 

• HR for DFS: 0.80 (95%CI: 0.38-1.69; p:0.56) 

• HR for OS:   1.18 (95%CI: 0.43-3.26; p:0.75) 

 



Breugom et al. Eur J Cancer  2013; 49 (S1) abstract 

PROCTOR/SCRIPT TRIAL: ASSESSING THE VALUE OF 

ADJUVANT CHEMOTHERAPY IN THE TREATMENT OF 

RECTAL CANCER AFTER PREOPERATIVE 

CHEMORADIATION OR 5X5 RADIATION 

 

• Target population 840 pts 

• Primary end point: OS at 5 years improved from 60 to 70% 

• Accrued nr. Patients 437 over 14 years 

• Underpowered to detect any potential benefit of Chemotherapy 

• 5 year OS for observation: 79.2% 

• 5 year OS for observation: 80.4% 

 

• HR for DFS: 0.80 (95%CI: 0.60-1.07; p:0.13) 

• HR for OS:   0.93 (95%CI: 0.61-1.29; p:0.73) 

 



Hong YS et al. Lancet Oncol 2014 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

THE ADORE TRIAL 

 

 

 

BOLUS 5FU-LV 
Mayo Clinic Schedule 

 

 

 

FOLFOX 

Rectal Cancer 
patients who 

completed 
preoperative 
Long course  

chemoradiation 
and Surgery with 

free margins 
ypT3-4N0 

or 
anyTN1-2 

1:1 Randomization 



Hong YS et al. Lancet Oncol 2014 

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

THE ADORE TRIAL 

 

• No observational arm 

• Randomised phase II trial 80% Power 

• Unilateral hypothesis 

• Target population 320 pts 

• Primary end point: DFS at 3 years improved by 

8% from 70 to 78% 

• Accrued nr. Patients 322 over 3.5 years 

 

 



ADORE TRIAL: ADJUVANT CHEMOTHERAPY IN STAGE II/III RECTAL 
CANCER AFTER PREOPERATIVE CHEMORADIATION 

DISEASE FREE SURVIVAL   

Hong YS et al. Lancet Oncol 2014 



ADORE TRIAL: ADJUVANT CHEMOTHERAPY IN STAGE II/III RECTAL 
CANCER AFTER PREOPERATIVE CHEMORADIATION 

OVERAL SURVIVAL   

Hong YS et al. Lancet Oncol 2014 



Rödel et al. ASCO 2014 abstract  

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

THE CAO/ARO/AIO-04 TRIAL 

 

 
• No observational arm 

• Randomised phase III trial 80% Power 

• Bilateral hypothesis 

• Target population 1200 pts 

• Primary end point: DFS at 3 years improved 

by 7% from 75 to 82% 

• Accrued nr. Patients 1265 over 3.7 years 

• MRI mandatory 



Slide 5 

Presented By Claus Rodel at 2014 ASCO Annual Meeting 



Slide 18 

Presented By Claus Rodel at 2014 ASCO Annual Meeting 



Slide 22 

Presented By Claus Rodel at 2014 ASCO Annual Meeting 



Slide 5 

Presented By Hans-Joachim Schmoll at 2014 ASCO Annual Meeting 



Schmoll et al. ASCO 2014: abstract  

THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: WHAT IS THE EVIDENCE WE HAVE? 

THE PETACC 6 TRIAL 

 

 
• No observational arm 

• Randomised phase III trial 80% Power 

• Bilateral hypothesis 

• Target population 1090 pts 

• Primary end point: DFS at 3 years improved 

by 7% from 65 to 72% 

• Accrued nr. Patients 1094 over 3 years 

• Interim analysis presented 

• MRI not mandatory (not performed in 35%) 



           Disease-free survival: primary analysis (ITT)<br />                         follow up 31 months (2.6-5.6 years) 

Presented By Hans-Joachim Schmoll at 2014 ASCO Annual Meeting 



STAGE II/III RECTAL CANCER TREATED WITH PRE-

OP FLUOROPYRIMIDINES + RT +/- OXALIPLATIN: 

ypCR Rate 

 Study 
 

# Pts 
ChemoRT 
Regimen 

ypCR Rate 
(%) 

ACCORD 12 
(JCO 2010) 

291 Cape+RT 14 

293 Cape + Oxali 
50mg/m2 wkly+RT 

19 (p=0.09) 

STAR-01 
(JCO 2011) 

379 FU CI+RT 16 

368 FU CI + Oxali 
60mg/m2 wkly+RT 

16 

German AIO-04 
(Lancet 2012) 

623 FU CI+RT 13 

613 FU CI + Oxali 
50mg/m2 wkly+RT 

17 (p=0.038) 

PETAAC-6 
(PASCO, 2013) 

547 Cape+RT 11 

547 Cape + Oxali 
50mg/m2 wkly+RT 

13 (p=0.031) 

NSABP R-04 
(PASCO, 2012) 

636 FU/Cape+RT 18 

640 FU/Cape + Oxali 
50mg/m2 wkly+RT 

20 (p=0.42) 



ADJUVANT THERAPY FOR LOCALIZED 

RECTAL CANCER 



THE ROLE OF ADJUVANT CHEMOTHERAPY IN LOCALISED 
RECTAL CANCER: CONCLUSIONS 

• Adjuvant Chemotherapy should be 
considered for patients at risk after direct 
surgery 

• Adjuvant Chemotherapy (oxaliplatin based) 
should be given after neoadjuvant 
Chemoradiation for patients at high risk 

• Adjuvant Chemotherapy could be also 
considered for locally advanced patients 
with good response to Chemoradiation 

 

 



PREOPERATIVE STAGING OF RECTAL CANCER 

BOWEL WALL INVASION REGIONAL LYMPH NODES 

CURRENT KEY CONCEPTS 
WELL DEFINED BY MRI 

DISTANCE TO 
MESORECTAL FASCIA 

DISTANT METASTASIS 

SPHICNTER 
INVOLVEMENT 

VENOUS  
INVASION 

(EMVI) 



SELECTION OF PATIENTS FOR PREOPERATIVE 

THERAPY: A MAIN TASK FOR THE 

MULTIDISCIPLINARY TEAM  

* Burton et al, Br J Cancer 2006; 94:391-397 

TREATMENT  

GROUP 

MRI  

FEATURES 

TREATMENT 

STRATEGY 

A T1-2, T3 <5mm, 

N0-1,  

PREDICTED CRM- 

TME SURGERY 

B T3>5mm, T4 

N2 

PREDICTED CRM- 

PREOP ChRT 

C PREDICTED CRM+ PREOP ChRT 



MRI DEFINED INVOLVEMENT OF MESORECTAL 

FASCIA IS VERY ACCURATE AND RELATES TO 

RELEVANT OUTCOME MEASURES 

* Taylor et al, J Clin Oncol 2013; 32:34-43 



NEOADJUVANT CT PLUS CT-RT IN MRI DEFINED 

HIGH RISK RECTAL CANCER:  

THE PANEX EXPERIENCE 

* Scalfani et al.  ASCO 2014; abstract 3575 
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NEOADJUVANT CT PLUS CT-RT VERSUS CT-RT FOLLOWED BY 

SURGERY AND ADJUVANT CT IN MRI DEFINED HIGH RISK RECTAL 

CANCER: THE PHASE II RADOMIZED VALENCIAN EXPERIENCE 

Fernández-Martos et al. J Clin Oncol 2010; 28: 859-865 
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Concurrent CRT with 

CAPOX 

 

 

 

CAPOX x 4 

MRI defined 
Locally advanced 

Rectal Cancer 
patients 
N=108 

1:1 Randomization 
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THE WAY FORWARD: THE PHASE III RADOMIZED RAPIDO TRIAL 

PI: Prof. C. van de Velde 
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CRT with 

CAPECITABINE 

Week 1-6 

 

 

 

5x5 RT 

Week 1 

MRI defined 
Locally advanced 

Rectal Cancer 
patients 
N=885 

1:1 Randomization 

 

 
SURGERY 

Week12 

 

 

 

Adjuvant 

CT  

OPTIONAL 

 

 

 

Neoadjuvant XELOX x6 

Week 3-16 

 

 

 

SURGERY 

Week 24-28 

DFS at 3 years improved by 10%  from 50 to 60%  



THE ROLE OF NEOADJUVANT CHEMOTHERAPY IN 
LOCALISED RECTAL CANCER: CONCLUSIONS 

• NCT is feasible 

• Good results in Phase II single arm or 
randomised: high RESPONSE RATE 

• It should be considered experimental 

• To be validated in randomised phase III 
trials in patients with MRI defined high risk 
rectal cancer 

 

 



European Society for Medical Oncology Congress 2014 

MULTIDISCIPLINARY TEAM FOR COLORECTAL 

CANCER 

 BIOMEDICAL RESEARCH INSTITUTE INCLIVA 

UNIVERSITY HOSPITAL VALENCIA  

 
• MRI: Salvador Campos 

• Pathology: Samuel Navarro,  

• Surgery: Alejandro Espí, Estephanie García-Botello, 

Vicente Plá, David Moro, José Martín Arévalo.  

• Radiation Oncology: Esther Jordá 

• Medical Oncology: Susana Roselló, Alejandro Pérez 

Fidalgo, Juan M. Cejalvo, Inés González, Isabel Chirivella 

(Family Cancer Unit), Andrés Cervantes 



Thank you 


