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Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del  Ministero della Salute, è richiesta la 
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.
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Rectal Cancer Care: an evolving paradigm
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Rectal Cancer Care: an evolving paradigm
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• The available evidence

• How to optimize
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Organ Preservation in early – low risk rectal cancer

Preoperative
(Chemo)radiation

pCR 8-27%
in LARC

pCR > 30%
if smaller tumors

pCR better
oncological outcomes

TME
• 25-30% surgical morbidity
• 20% long term stoma
• 12% urinary disfunction
• sexual disfunction

QoL in elderly and 
young patients

Lancet Oncol 2010;240:711-718
BJS 2022;109: 695-703



Organ Preservation in early – low risk rectal cancer

? Integrated treatment including organ preservation:
- Is safe in terms of oncological outcomes?
- Could be beneficial for patients? 
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Lancet Oncol 2015;16:1537-46

45 Gy/25 fz
sequential boost 9 Gy/5 fz

Amended after 53 pts
45 Gy/25 fz
Sequential boost 5.4 Gy/3 fz

4-8 wks
Primary endpoint: 3yrs DFS

Secondary: R0 resection rate, 
pCR, morbidity, 
QoL (FISI, FACT-C)



Lancet Oncol 2015;16:1537-46

79 pts included / 77 had surgery
38(49%) ypT0/is
11(14%) ypT1
24(31%) ypT2
3  (4%) ypT3         2 APR no residual cancer, NED 47 months

1 refused surgery, pelvic recurrence

4% local recurrence

Median follow up 54 months 91% organ preservation



Lancet Oncol 2015;16:1537-46

QoL evaluation
Fecal Incontinence Severity 
Index (FISI)
Functional Assessment of 
Cancer Therapy-Colorectal
(FACT-C)

Baseline 71 pts
12 months 62 pts



Lancet 2017;390:469-79
Lancet Gastroenterol Hepatol 2020;5:465-74

Primary endpoint: composite 
outcome of death-recurrence-
morbidity-2yrs side effects

Secondary: 5yrs DFS OS LR 
DMFS



Lancet 2017;390:469-79
Lancet Gastroenterol Hepatol 2020;5:465-74
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Lancet 2017;390:469-79
Lancet Gastroenterol Hepatol 2020;5:465-74

Patients Selection

QoL evaluation



Primary endpoint: cumulative randomisation at 
12, 18, and 24 months. 

Secondary outcomes: safety, efficacy
health-related quality of life 
EORTC QLQ C30 CR29

Lancet Gastroenterol Hepatol 2021; 6: 92–105



Cumulative randomization: 
18 patients at 12 months, 
31 at 18 months, 
39 at 24 months
55 at 36 months

Good compliance to SCRT-organ 
preservation

No differences in Oncologic 
Outcomes Lancet Gastroenterol Hepatol 2021; 6: 92–105



JAMA Surg. 2019;154(1):47-54

Primary endpoint: ypT0-1 TEM
74% 

Secondary:
Locoregional recurrences
HRQL



JAMA Surg. 2019;154(1):47-54
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Organ Preservation in early – low risk rectal cancer

• Promising in terms of safety
• Oncological Outcomes

comparable to TME
• Randomized trials are 

feasible

• Patients selection
• QoL crucial endpoint 
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Treatment 
choice

Ann Surg 2019; 269: 102-107

1991-2006
46 cT2N0 pts
45 Gy/25 fz

Boost 5.4 Gy/3 fz
FU-Leucovorin

2006-2016
35 cT2N0 pts
45 Gy/25 fz

Boost 9 Gy/5 fz
FU-Leucovorin

cCT FU-Leucovorin
3 cycles

cCR WW

cPR TME



Treatment 
choice

Ann Surg 2019; 269: 102-107Five-year surgery-free survival for all cT2N0 Five-year surgery-free survival cT2N0 after cCR

cCR
56.6% standard CRT   
85.7% after extended CRT



Treatment 
choice

J  Clin Oncol 2022; 40, no. 16_suppl 3512-3512.

cT2-T3ab 
cN0-N1< 8mm 
Staged using MRI

CRT 45Gy/ 5 wks / Capecitabine 825 mg / m2

Sequential boost (9Gy/ 5 fr/ 1 wk)

T< 3 cm boost CXB (90 Gy/ 3 fr/ 4 wks) 
sequential CRT

T> 3 cm CRT 
sequential boost CXB (90 Gy/ 3 fr/ 4 wks) 

144 pts
Median Follow up 34 months

3y Organ Preservation
60% EBRT  vs  81% CBX
97% CBX before CRT



Treatment 
choice

J Clin Oncol 2022 Aug 18;JCO2200184

1yr / 2yr locoregional relapse 
free survival 98% and 90%



Treatment 
choice

J Clin Oncol 2022 Aug 18;JCO2200184



Colorectal Disease. 2022;24:639–651

Primary outcome:rate of organ preservation at 30 months. 

Secondary:
Clinician-reported outcomes (acute tox)
Rate of non-operative management
Non-regrowth pelvic tumour control/DFS at 36 months, 
OS 60 months
Patient-reported toxicity, health-related quality of life 
Exploratory biomarker research uses circulating tumour DNA to 
predict response and relapse

Treatment 
choice/
Patients
selection



Patients
selection

BJS, 2022, 109, 114–120



Outcome
definition

Nat Rev Clin Oncol 2021;18(12):805-816

Organ preservation assessed at
30–36 months after commencing
treatment should be the primary
intermediate end point for
randomized phase II/III trials
using either NOM or LE (for
patients with a cCR or ncCR)

• Patient-reported LARS score is
recommended as the best-available
method of measuring anorectal function.

• A new organ preservation-specific
score should be developed that includes
the ability to measure other functional
aspects, such as urinary and sexual
dysfunction in addition to bowel
dysfunction.

• Overall QoL, should be used to document
adverse events and how they affect patients.

• Ten symptomatic toxicity items were
selected as the highest priorities for
evaluation, with a specific time schedule for
measurement.

• A new, validated PRO scale should be
developed specifically for patients undergoing
treatment with organ preservation
approaches.



Response and 
prognosis
prediction

Dis Colon Rectum 2020; 63: 300–309
Front. Oncol. 12:1026216
Ann Coloproctol 2022;38(3):253-261
Oncology Research, Vol. 28, pp. 847–855



Conclusions
In early- low risk rectal cancer cT2-T3ab N0

• Intergrated treatments involving organ sparing approach are safe 
in terms of toxicity and effective in terms Oncological Outcomes

• This approach can improve QoL of patients
• To evaluate this approach a QoL evaluation is needed
• Different integrated approaches were reported
• RT and/or CT intensification appears to be useful



Conclusions
In early- low risk rectal cancer cT2-T3ab N0

• Randomised trials are feasible but should include patients
preference

• Patients selection is crucial and requires refined classification of 
risk

• Clinical factors should be integrated with molecular, biologic and 
radiomic features



Conclusions

PATIENT



Conclusions
L’esperienza 
Italiana

Dis Colon Rectum 2013; 56: 1349–1356
Ann Surg Oncol. 2022 Mar;29(3):1880-1889

160 patients 
98 patients were managed with LE 
and 62 with WW. 
cCR increased from 8- to 12-week 
restaging. 
At a median 24 months follow-up, a 
tumor regrowth was found in 15 
(24.2%) patients undergoing WW.



Conclusion

SICO/AIRO/AIOM




