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Basic Facts:

2nd & 3rd most common cancer 

in females & males.

1.4 million new case and 694000 

deaths.

Lowest rates in Africa & South 

Central Asia.



Principles:

Surgery is the cornerstone in 

management

However,



Clinical Colorectal Cancer, Vol. 4, No. 4, 233-240, 2004



Adjuvant Radiation Therapy:

Clinical Colorectal Cancer, Vol. 4, No. 4, 233-240, 2004



Early-stage disease, defined 

as T1-2N0, is usually treated

with surgery alone.



Locally advanced disease, defined as 

stage II/III disease, requires initial clinical 

staging with pelvic MRI and endoscopic 

rectal ultrasound (ERUS) evaluation to 

determine the extent of disease and nodal 

involvement.



Staging provides critical information 

1- The likelihood of achieving a 

complete resection (R0) 

2- The likelihood of sparing the rectal

sphincter and thereby maintaining 

fecal continence.



Cuthbert Dukes 1932: Nodes as a prognostic factor





MURCERY Trial: 

Fiona et al. JCO. 2014:1(32). 34-46.



CONCLUSION:

• High resolution magnetic resonance imaging accurately predicts 
whether the surgical resection margins will be clear or affected by 
tumour.

• This technique can be reproduced accurately in multiple centres to 
predict curative resection and warns the multidisciplinary 
team of potential failure of surgery, thus enabling selection of 
patients for preoperative treatment.





Radiotherapy and surgical resection 

are standard components of therapy 

for patients with stage II/III 

carcinoma of the rectum.



Total Mesorectal Excision (TME):

• Removal of peri-rectal
tissues involving lateral &
circumferential margins of
mesorectal envelop.

Dis Colon Rectum. 2013 May;56(5):535-50.



Neoadjuvant Therapy



The objectives of neoadjuvant

Therapy

1-optimization of disease-free survival (DFS) 

overall survival (OS) 

2-minimizing toxicity from RT and    

chemotherapy 

3-eliminating local recurrence.



Neoadjuvant Therapy: 
The German Study: A Shifting Concept

N Engl J Med 2004;351:1731-40.



Preoperative Multimodality 

Therapy Improves Disease-

Free Survival in Patients With 

Carcinoma of the Rectum: 

NSABP R-03 

 Journal of Clinical Oncology 27, no. 31 (November 1 2009) 5124-5130. 



 Patients with clinical T3 or T4 or node-positive rectal cancer 

 were randomly assigned to preoperative or postoperative 
chemoradiotherapy.

 Chemotherapy consisted of fluorouracil and leucovorin with 45 Gy in 
25 fractions with a 5.40-Gy boost within the original margins of 
treatment. 

 In the preoperative group, surgery was performed within 8 weeks 
after completion of radiotherapy. In the postoperative group, 
chemotherapy began after recovery from surgery but no later than 
4 weeks after surgery.

 The primary end points were disease-free survival (DFS) and overall 
survival (OS).
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Radiation + Chemotherapy are MANDATORY in Neoadjuvant 
Therapy:

Gastrointest Cancer Res 1:49-56. ©2007 by International Society of Gastrointestinal Oncology



Neoadjuvant Therapy:
The Use of Capecitabine:

The Cancer Journal • Volume 13, Number 3, May/June 2007

EQUIVALENT



Neoadjuvant Therapy:
Adding Oxaliplatin:

Curr Opin Oncol 2012, 24:441–447

• ++ Toxicity & -- Compliance.
• Did not improve:

1. R0 RR.
2. pCR.
3. Sphincter Preservation



Neoadjuvant Therapy:
Adding EGFR/VEGF Inhibition:

Curr Opin Oncol 2012, 24:441–447

No Significant Added Benefit over 
Chemotherapy & Higher G 3 & 4 

Adverse Events.



Neoadjuvant Therapy:
Indications:

1. T3 – T4 Lesions

2. Depth of Extramural Invasion:

– T3 lesions (>5 mm)  ++ LNs involvement  Higher Cancer Specific Mortality
(54% Versus 85%).

– Selection of high risk T3 for treatment.

– Approved outside US.

3. T1 – 2 lesions with Positive Nodes.

4. Low situated lesions.

5. Invasion of mesorectal fascia.

Br J Cancer 2000; 82:1131
www.uptodate.com (September 2015)



Neoadjuvant Therapy:
Treatment Outcome:

Complete 
Response

cCRpCR

• 15 – 30%.
• Small & Less

Advanced Lesions
• 10 – 12 Weeks.

• Involution to flat scar.
• DRE & Endoscopy.
• Imaging:

• Endorectal US
• PET-CT
• MRI.

• ypT0N0

Martin R. et al. Surg Oncol Clin N Am 23 (2014) 113–125 



Neoadjuvant Therapy:
Treatment Outcome in Relation to pCR: 
German Study:



Neoadjuvant Therapy:
Impact of Pathological CR:

British Journal of Surgery 2012; 99: 918–928

Can we Avoid Surgery?



Predicting Pathologic CR: 
Questions & Debates:

• DRE: Under estimation.

• CT and ERUS : Residual disease & nodes (ypT0  LN +ve = 2 – 9%)

• Timing of Assessment: 6 or 12 or 6 & 12 months?

• CEA: Cutoff Point = 2.7 ng/ml at 4 or 8 weeks?

• Diffusion Weighted MRI: Higher sensitivity and specificity.

• Full Thickness Excision Biopsy.

• PET CT Scan: 6 and 12 months.

• Molecular Signature: 33 & 54 genes signatures. 

Chawla et al. Am J Clin Oncol 2015;38:534–540 



Can we Avoid Surgery?







There may be patients with a pCR after 
neoadjuvant therapy who may be candidates 

for a “watch-and-wait” approach—thus 
avoiding surgery—which is the subject of 

current clinical investigation



Habr-Gama A, São Julião GP, Perez RO. Nonoperative manage ment of rectal cancer: identifying the ideal 
patients. Hematol Oncol Clin North Am 2015; 29: 135151 [PMID: 25475576 DOI: 10.1016/j.hoc.2014.09.004]



Neoadjuvant Therapy:
Problems with Current Practice:
CRT 

5.5 Weeks 6 wks
TME 

1 – 2 weeks
4-6 wks Adjuvant Cth

18 weeks
• Delayed.
• Reduced.
• Omitted

CRT TME 
Neodjuvant 
Chemoth.

Neodjuvant 
Chemoth.

CRT TME 

Adopted from Deborah Schrag’s Presentation at 2015 ASCO Annual Meeting



The Art of Today:

• Radical resection remains the cornerstone in management 
regardless the achieved response.

• The identification of patients with pCR is challenging, however, 
patients should be informed about watch and wait strategy.

• Data showed higher incidence of relapse during the 1st year then 
becoming comparable to those following radical surgery 
intensive follow up during the 1st year.

• Adoption of MDT  should be encouraged.

• The need for more clinical trials is highly appreciated.



PROSPECT Trial



Conclusion

Preoperative chemoradiotherapy, 

compared with postoperative 

chemoradiotherapy, significantly 

improved DFS and showed a trend 

toward improved OS.




