[bookmark: _GoBack]Table 10. Summary of Randomized Controlled Trials evaluating TNT strategies Followed by Surgery in Patients With Locally Advanced Rectal Cancer.
	TNT Strategy
	CT Sequence
	CT Regimens
	Study (location)
	Phase
	Eligibility
	Treatment Arm (CT duration)
	No.
	Planned total CT Duration (weeks)
	Neoadjuvant CT Duration
	Adjuvant CT Duration
	Completed neoadjuvant CT (%)
	Completed adjuvant CT (%)
	Completed full CT duration (%)
	pCR (%)
	5-year

	
	
	
	
	
	
	
	
	
	Median Actual/Planned (weeks)
	Median Actual/Planned (weeks)
	
	
	
	
	DFS, %
	OS, %
	DM, %
	LRR, %

	CRT-based TNT
	Induction
	Doublet (FOLFOX or CAPOX)
	TNTCRT (China)
	III
	T3c-d with EMVI+, cT4, N2, MRF+, or lateral node positivity
	Standard: CAP CRT → Surgery → adjuvant CAPOX (18 weeks)
	232
	18
	-
	NA/18
	-
	-
	-
	9.9a
	67.9a, g
	87.9g
	74.2a, h
	-

	
	
	
	
	
	
	TNT: CAPOX (3 weeks) → CRT with concurrent CAPOX (6 weeks) → CAPOX (9 weeks) → Surgery
	226
	18
	NA/18
	-
	-
	-
	-
	27.5a
	77.0a, g
	90.3g
	83.0a, h
	-

	
	
	Triplet (FOLFIRINOX)
	PRODIGE 23 (France)
	III
	cT3-4; distance to anal verge < 15 cm
	Standard: CAP CRT → Surgery → adjuvant mFOLFOX6 (24 weeks) or Capecitabine (24 weeks)
	230
	24
	-
	24/24
	-
	51.7
	51.7
	12.1a
	62.5a, j
	76.1a, j
	27.7j
	8.1j

	
	
	
	
	
	
	TNT: FOLFIRINOX (12 weeks) → CAP CRT → Surgery → adjuvant mFOLFOX6 (12 weeks) or Capecitabine (12 weeks)
	231
	24
	12/12
	NA/12
	91.6
	55.8
	53.7
	27.8a
	67.6a, j
	81.9a, j
	20.7j
	5.3j

	
	Consolidation
	Doublet (XELOX or XELIRI)
	CinClare (China)
	III
	cT3-4 or N+; distance to anal verge ≤ 10 cm; a UGT1A1 genotype of *1*1 or *1*28
	Control: CAP CRT → XELOX (3weeks) → Surgery→ adjuvant CAPOX (15 weeks)
	178
	18
	3/3
	NA/15
	99
	-
	-
	15a
	70.6a
	76.1
	77.9l
	93.9m

	
	
	
	
	
	
	Experiment: CAP CRT with concurrent irinotecan→ XELIRI (3 weeks) → Surgery→ adjuvant CAPOX (15 weeks)
	178
	18
	3/3
	NA/15
	96
	-
	-
	30a
	77.7a
	82.9
	83.9l
	95.6m

	SCRT-based TNT
	Consolidation
	Doublet (FOLFOX or CAPOX)
	Polish II (Poland)
	III
	Fixed cT3-4
	Standard: 5-FU CRT → Surgery
	256
	0
	-
	-
	-
	39c
	-
	12
	41.0f
	49.0f
	34.0f
	32.0f

	
	
	
	
	
	
	TNT: SCRT → FOLFOX4 (6 weeks) → Surgery
	259
	6
	6/6
	-
	77.5b
	39c
	77.5b
	16
	43.0f
	49.0f
	36.0f
	35.0f

	
	
	
	RAPIDO (Europe and United States)
 
	III
	cT4, N2, MRF+, EMVI+, or lateral node positivity; distance to anal verge < 16 cm
	Standard: CAP CRT → Surgery →with or without adjuvant CAPOX (24 weeks) or FOLFOX4 (24 weeks)
	462
	24
	-
	NA/24
	-
	25.5†, e
	25.5†, e
	14a
	34.0a, i
	80.2
	30.4a
	8.1

	
	
	
	
	
	
	TNT: SCRT → CAPOX (18 weeks) or FOLFOX4 (18 weeks) → Surgery
	450
	18
	NA/18
	-
	85†
	-
	85†
	28a
	27.8a, i
	81.7
	23.0a
	11.7

	
	
	
	STELLAR (China)
	III
	cT3-4 or N+; distance to anal verge ≤ 10 cm
	Standard: CAP CRT → NOM or Surgery → adjuvant CAPOX (18 weeks)
	293
	18
	-
	9/18
	-
	28*
	39.9d
	12.3k, a
	58.7
	69.7a
	28.8
	11.6

	
	
	
	
	
	
	TNT: SCRT → CAPOX (12 weeks) → NOM or Surgery → adjuvant CAPOX (6 weeks)
	298
	18
	12/12
	3/6
	82.6
	36.2*
	53.0d
	21.8k, a
	62
	78.1a
	26.4
	9.6


Abbreviations: CT, chemotherapy; SCRT, short-course radiotherapy; TNT, total neoadjuvant therapy; CRT, chemoradiotherapy; EMVI, extramural vascular venous invasion; MRF, mesorectal fascia involvement; pCR, pathological complete response; cCR, clinical complete response; NOM, non-operative management; DFS, disease-free survival; OS, overall survival; LRR,local-regional recurrence; DM, distant metastases; NA, not available. 
*Focusing on the CAPOX regimen.
†completred at least 75% of the prescribed courses.
aP< 0.050.
bFull-dose completion rate.
cAdjuvant chemotherapy was administered at the discretion of the treating physicians, and its duration was not reported in the Polish II trial.
dPatients who completed 18 weeks of chemotherapy, irrespective of chemotherapy regimen, were included.
eAdjuvant chemotherapy was administered if protocolised by the participating centre, and 69 of 187 patients who started adjuvant chemotherapy prematurely stopped chemotherapy during adjuvant treatment in the standard of care group in the RAPIDO trial.
f8-year outcomes.
g3-year outcomes.
h3-year metastasis-free survival.
i5-year disease-related treatment failure.
j7-year outcomes.
kThe totoal rate of pCR plus sustained cCR.
l5-year distant metastasis-free survival.
m5-year local control.

