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Abstract: The TAUTEM study is a randomized controlled, prospective, multicentre phase Il non-in-
feriority trial designed to compare preoperative chemoradiotherapy combined with transanal endoscopic
microsurgery (CRT-TEM) with total mesorectal excision (TME) in patients with rectal adenocarcinoma
staged as T»3,NoM, in terms of local recurrence and postoperative complications. The primary endpoint
was the two-year local recurrence rate, while the secondary variables were the tolerance of CRT and its
adverse effects; clinical complete response(cCR) and pathological complete response(pCR) after CRT;
postoperative complication rate and mortality; quality of life and the 3-year overall survival (OS). A-
mong patients undergoing CRT-TEM, the incidence of side effects after neoadjuvant chemoradiotherapy
was 29.6%(24/81); the pCR rate was 44.3%(35/79); the organ preservation rate was 82.7%(67/81); the
incidence of postoperative complications in the CRT-TEM group was 20.7%(17/82), whereas that in the
TME group was 50.6%(41/81). The findings of TAUTEM indicated that neoadjuvant chemoradiotherapy
in conjunction with local excision would lay the foundation for organ preservation in patients suffering
from early superficial rectal cancer.

Subject words:rectal cancer; neoadjuvant chemoradiotherapy; local excision; transanal endoscopic
microsurgery(TEM); total mesorectal excision(TME); non-inferiority trial
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Table 1 Perioperative variables. Morbidity-mortality at 30 days (Modified Intention-to-Treat and Per-Protocol Analysis)™"

Modified Intention-to-Treat Analysis

Per-Protocol Analysis

Characteristics Total TME CRT-TEM Pvalue Total TME RT-TEM P value
(n=163) (n=81) (n=81)  Difference(95%CI)  (n=147) (n=81) (n=66)  Difference(95%ClI)
SURGICAL INTERVENTION
Type of surgery(n,%)
TEM 13(7.9) 0 13(16) 12(8.1) 0 12(18.1)
TEO 47(28.8) 47(58) 40(27.2) 0 40(60.6)
TAMIS 14(8.6) 14(17.3) 14(9.5) 0 1422L.1)
LARY with ileostomy 51(31.3) 47(58) 4(4.9) 47(32) 47(58) 0
LAR without ileostomy 20(129)  18222) 2(2.5) 18(122)  18(222) 0
Miles 16(9.8) 16(19.8) 0 16(10.9) 16(19.8) 0
No intervention® 1(0.6) 0 1(1.2) 0 0 0
Surgical approach(n,%)
Laparoscopy T4(84.1) 68(84) 5(83.3) 68(84)
Laparotomy 14 13(16) 1(16.7) 13(16)
Surgical time,median(IQR)"(min) 171.1(190)  252.5(116)  88.6(46) <0.001  171.9(180)  252.5(116) 75(35) <0.001
Blood loss,median(IQR)"(mL) 106.7(142.5)  198.3(125)  22.6(20) <0.001  108.5(135  198.3(125) 11.5(11.3) <0.001
MORBIDITY AT 30 DAYS
Overall(n,%) 58(35.6) 41(50.6)  17(20.7) <0.001 49(33.3) 41(50.6) 8(12.1) <0.001
29.63(15.6 a 43.7) 38.5(25.1 a 51.9)
Clavien-Dindo Classification(CI-D)
Grade [ 12(7.4) 7(8.6) 5(6.1) 9(6.1) 7(8.6) 2(3)
Grade Il 28(17.2) 23(28.4) 5(6.1) 25(17) 23(28.4) 2(3)
Grade Ila 6(3.7) 5(6.2) 1(1.2) 6(4.1) 5(6.2) 1(L.5)
Grade IIb 9(5.5) 4(4.9) 5(6.1) 6(4.1) 4(4.9) 2(3)
Grade IVa 1(0.6) 1(1.2) 0 1(0.7) 1(1.2) 0
Grade IVh 0 0 0 0 0 0
Grade V 2(1.2) 1(1.2) 1(12) 2(1.4) 1(1.2) 1(1.5)
Relevant morbidity(CI-D> Il )(n,%) 18(11) 11(13.6) 7(8.5) 0.33 15(10.2) 11(13.6) 4(6.1) 0.17
5.04(-4.56 a 14.65) 7.5(-1.9 a 16.9)
CCI® median(IQR)" 0(20.9)) 8.7(20.9) 0(0) <0.001 0(20.9) 8.7(20.9) 0(0) <0.001
SSI%(n,%) 16(9.8) 9(11.1 7(8.5 0.61 13(8.8) 9(11.1) 4(6.1) 0.39
2.57(-6.56 a 11.71) 5(-3.9 a 14)
Incisional SSI(n,%) 74.3) 3(3.7) 1(1.2 1 6(4.1) 3(3.7) 0 1
~1.17(-7.39 a 5.04) ~0.84(-73 a 5.6)
Organ-cavity SSI(n,%) 11(6.7) 8(9.9) 6(7.4 0.131 9(6.1) 8(9.9) 4(6.1) 0.04
6.22(-1.45 a 13.88) 8.3(1.2a 15.5)
Anastomotic leak(n,%) 8(4.9) 7(8.6) 1(1.2 0.034 7(4.8) 7(8.6) 0 0.02
7.42(0.86 a 13.99) 8.6(2.5 a 14.7)
Treatment of anastomotic leak(n,%)
Medical 6(3.7) 6(7.4) 0 0.01 6(4.1) 6(7.4) 0 0.03
741(1.7 a 13.11) 74(1.7 a 13.11)
Surgical 2(12) 1(1.2) 1.2 1 10.7) 1(1.2) 0 1
1.23(-1.17 a 3.64) 1.2(-1.1 a 3.6)
Type of complication(n,%)
Nosocomial 1509.2) 10(12.3) 5(6.1 0.19 13(8.8) 10(12.3) 34.5) 0.14
6.25(-2.59 a 15.09) 7.8(-0.9 a 16.5)
Surgical 46(71.8) 35(43.2) (13.4) <0.001 40(27.2) 35(43.2) 5(1.6 <0.001
29.8(16.73 a 42.86) 35.6(23.1 a 48.1)
Medical 4(2.5) 2(2.5) 2024 1 4(2.7) 2(2.5) 2(3) 1
0.03(-4.72 a 4.78) -0.56(-5.9 a 4.7)
Mortality(n,%) 2(1.2) 1(1.2) 1012 1 1(1.4) 1(12) 1(1.5) 1
1.23(-1.17 a 3.64) -0.28(-4 a 3.5)
Days admitted,median(IQR)* 7.2(7) 10.6(7) 3.7(2) <0.001 74(7) 10.6(7) 3.4(2) <0.001
Readmission(n,%) 1509.2) 9(11.1) 6(7.3) 043 13(8.8) 9(11.1) 4(6.1) 0.39
3.79(-5.07 a 12.66) 5(-3.9 a 14)

. IQR :interquartile range. v
sponse(watch and Wait strategy).
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?.CCI:comprehensive complication index. @

Y. SSI : surgical-site infection

:LAR :low anterior resection. 2;One group decided not to operate on one patient who presented complete clinical re-
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Table 2 Postopreative pathology data'

Total TME  CRT-TEM P value
(n=163) (n=81)(%) (n=79)'(%) Difference(95%CI)

Characteristics

Grade of differentiation™(n , %)

Grade [ 62(39.7) 39(48.1)  24(30.3)
Grade II 58(37.2) 39(48.1) 19(24)
Grade [T 2(1.3) 2(2.5) 0
Grade IV 2(1.3) 1(1.2) 1(1.3)
Grade of regression®(n , %)
TRG 1 35(44.3)
TRG 2 11(13.9)
TRG 3 20(25.3)
TRG 4 5(6.3)
TRG 5 3(3.8)
Positive margins TME(n, %)
Distal(<1.5 ¢m) 5(6.7)
Circumferential(<1 mm) 2(3.3)
Positive margins TEM(n , %)
Deep(<1 mm) 2(2.5)
Lateral(<1 mm) 2(2.5)
T stage(n, %)
T, 34(21.8) 0 3544.3)
T, 26(16.7) 10(12.3) 18(22.8)
T, 73(46.8) 53(65.4)  20(25.3)
Tsq, 15(9.6) 14(17.3) 2(2.5)
Taa 8(5.1) 4(4.9) 4(5)
N stage(n, %)
No 66(79.5) 64(79) 3(3.8)
N, 17(20.5) 17(21) 1(1.3)
Pathological response(n, %)
Complete 35(44.3)
Partial 18(22.8)
Stability 22(27.8)
Progression 4(5)
Number of lymph nodes ,median(n,IQR)
Positive 0.53(0)  0.53(0) 0.5(-)
Total 16.1(7) 16(7) 18(-)
Infiltration(n , %)
Venous 12(7.6) 11(13.6) 1(1.3) 0.015
12.2(4.3 a 20.1)
Lymphatic 12(7.6)  9(11.1) 3(3.8) 0.146
7.1(-0.9 a 15.2)
Perineural 13(8.3) 10(12.3) 4(5) 0.162
7.3(-1.36 a 15.9)
Factors of poor prognosis®(n, %) 23(14.8) 17(21) 7(8.9) 0.025

12.1(1.3 a 23)

“:In the CRT-TEM one patient was excluded who did not complete CRT and another who did not un-
derg) surgery(watch and wait strategy) ;thus the total is 79,not 81.

V.Grade I: well differentiated; Grado II: moderately differentiated; Grado II: poorly differentiated;
Grado IV: cndifferentiated.
2. Bouzourene Classification:TGR1 :no evidence of residual tumor; TGR2: occasional tumor cells isolated ;
TGR3: predominance of fibrosis over tumor cells; TGR4: predominance of tumor cells over fibrosis;
TGRS : tumor unchanged.
@ All types of invasion (angiolymphatic or perineural) and undifferentiated tumors
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Table 3 Morbidity-Adverse Effects due to CRT"

Modified intention to treat analysis(n=80)
Type of AE(n, %)

Grade 1 Grade 2 Grade 3 Grade 4-5
Abdominal pain 1(1.2)
Angina 1(1.2)
Asthenia 2(2.4)
Constipation 1(1.2) 1(1.2)
Cystitis 1(1.2)
Diarrhea 5(6.2) 2(3.7)
Dysgeusia 1(1.2)
Fecal incontinence 1(1.2)
Nauseas/vomiting 1(1.2) 1(1.2)
Perianal pain 1(1.2)
Proctitis 3(3.7) 3(3.7)
Radiodermititis 56.2) 5(6.2)
Rectal bleeding 1(1.2)
Sacral ala fracture 1(1.2)
Sacral pain 1(1.2)
Vaginitis 1(1.2) 1(1.2)
Total 23(28.1) 14(17.3)  3(3.7) 0

AE: Adverse Effects
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