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The watch-and-wait strategy versus surgical resection for rectal cancer patients
with a clinical complete response after neoadjuvant chemoradiotherapy

+ JRPTELTIE 03 A S 2 AT L AHETR & L COFOLFIRINOXH A
Neoadjuvant chemotherapy with FOLFIRINOX (UNICANCER-PRODIGE23)
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CLINICAL NEOADJUVANT THERAPY PRIMARY TREATMENT ADJUVANT TREATMENT®%"
STAGE (6 MO PERIOPERATIVE TREATMENT PREFERRED)
<T3. NO FOLFOX (preferred) or
d CAPEOX (preferred) Surveillance
Chemo/RT before >
« Capecitabine + long-course ) ’ chemo/RT }» or 5-FU/leucovorin or (See REC-11)
RT' or infusional 5-FU + Transa_bd?wnal capecltablne
long-course RT" (category resection’™ cT1-3, )
1 and preferred for both) Consider N1-2 —>FOLFOX or CAPEOX —» s““’g’é’"::
or bolus 5-FU/leucovorin + | restaging® before (See REC-11)
long-course RTP*
or o Resection Mo, Systemic therapy*
Short-course RT"Y contraindicated (See REC-F)
or Capecitabine
I?e’a': g;{;zgh Chemotherapy (preferred) + RT
MRI);™ Y * FOLFOX (preferred) or or infusional

CAPEOX (preferred)
or 5-FU/leucovorin or
capecitabine
or or
Short-course RT""
followed by 12-16 weeks
of chemotherapy

T1-2, N1-2

—|5-FU (preferred) +
RT or bolus 5-FU/ resection"V'W
leucovorin + RTP |— Restaging®

Short-course RTY

Surveillance
(See REC-11)

Transabdominal

Resection
contraindicated

Systemic therapy*
(See REC-F)

* FOLFOX (preferred) or
CAPEOX (preferred)
or 5-FU/leucovorin or
capecitabine

¢ See Principles of Imaging (REC-A).
! See Principles of Surgery (REC-C).
™ CRM measured at the closest distance of the tumor to the mesorectal fascia.

Clear CRM: Greater than 1 mm from mesorectal fascia and levator muscles and

not invading into the intersphincteric plane.
PBolus 5-FU/leucovorin/RT is an option for patients not able to tolerate
capecitabine or infusional 5-FU.
9See Principles of Adjuvant Therapy (REC-D).
" See Principles of Radiation Therapy (REC-E).

UEvaluation for short-course RT should be in a multidisciplinary setting, with a
discussion of the need for downstaging and the possibility of long-term toxicity.

VIf patient treated with short-course RT, surgery should be within 1 week or
delayed 6-8 weeks.

W In those patients who achieve a complete clinical response with no evidence
of residual disease on digital rectal examination, rectal MRI, and direct
endoscopic evaluation, a “watch and wait,” nonoperative (chemotherapy and/
or RT) management approach may be considered in centers with experienced
multidisciplinary teams. The degree to which risk of local and/or distant failure
may be increased relative to standard surgical resection has not yet been
adequately characterized. Decisions for nonoperative management should
involve a careful discussion with the patient of his/her risk tolerance.

XFOLFOXIRI is not recommended in this setting.

Version 6.2020 © National Comprehensive Cancer Network, Inc. 2020. All rights reserved.
The NCCN Guideli and this ion may not be

in any form without the express written permission of NCCN.
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* Gani C, Gani N, Zschaeck S, et al. Organ Preservation in Rectal Cancer: The Patients’ Perspective. Front Oncol 2019;9:318.
* Gunjur A, Chazan G, Newnham G, et al. Pilot study of patients” preferences for immediate resection versus a watch and wait approach
after neoadjuvant chemoradiation for locally advanced rectal cancer. JCO Oncol Pract 2020;17(2):e149-57.
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The watch-and-wait strategy

versus surgical resection for rectal cancer
patients with a clinical complete response
after neoadjuvant chemoradiotherapy

Qiao-xuan Wang'", Rong Zhang?', Wei-wei Xiao'", Shu Zhang'", Ming-biao Wei?, Yong-heng Li, Hui Chang',

Wei-hao Xie', Li-ren Li°, Pei-rong Ding®, Gong Chen?, Zhi-fan Zeng', Wei-hu Wang*!, Xiang-bo Wan?'
and Yuan-hong Gao'™"

Abstract

Background: The watch-and-wait strategy offers a non-invasive therapeutic alternative for rectal cancer patients
who have achieved a clinical complete response (cCR) after chemoradiotherapy. This study aimed to investigate the
long-term clinical outcomes of this strategy in comparation to surgical resection.

Methods: Stage II/Ill rectal adenocarcinoma patients who received neoadjuvant chemoradiotherapy and achieved a
cCR were selected from the databases of three centers. cCR was evaluated by findings from digital rectal examination,
colonoscopy, and radiographic images. Patients in whom the watch-and-wait strategy was adopted were matched
with patients who underwent radical resection through 1:1 propensity score matching analyses. Survival was calcu-
lated and compared in the two groups using the Kaplan-Meier method with the log rank test.

Results: Atotal of 117 patients in whom the watch-and-wait strategy was adopted were matched with 354 patients
who underwent radical resection. After matching, there were 94 patients in each group, and no significant differences
in term of age, sex, T stage, N stage or tumor location were observed between the two groups. The median follow-up
time was 38.2 months. Patients in whom the watch-and-wait strategy was adopted exhibited a higher rate of local
recurrences (14.9% vs. 1.1%), but most (85.7%) were salvageable. Three-year non-regrowth local recurrence-free sur-
vival was comparable between the two groups (98% vs. 98%, P=0.506), but the watch-and-wait group presented an
obvious advantage in terms of sphincter preservation, especially in patients with a tumor located within 3 cm of the
anal verge (89.7% vs. 41.2%, P<0.001). Three-year distant metastasis-free survival (88% in the watch-and-wait group vs.
89% in the surgical group, P=0.874), 3-year disease-specific survival (99% vs. 96%, P=0.643) and overall survival (99%
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471 patients with cCR enrolled from
databases in three centers

]

117 adopted the watch-
and-wait strategy

354 underwent surgical
resection as controls

1:1 propensity-
score matching

94 cases included

94 controls included

14 with local recurrence

1 with local recurrence

9 with distant metastasis

11 with distant metastasis

2010.1.30~2019.1.30  H [ [E N 3/ a% H: [F]
[E %2 (DRE), WELE., MRI/CTD3-2 THI%E (Accuracy 98%)

Table 1 Characteristics of patients according to treatment group (matched cohort)

Surgical group (N=94) Watch-and-wait group (N=94) P
Age-median (IQR), year 56.0 (49.0-62.3) 57.5 (46.0-65.0) 0.760°
Sex
Male 51 (54.3%) 55 (58.5%) 0.556°
Female 43 (45.7%) 39 (41.5%)
WHO performance status-N (%) 0.665°
0 54 (57.4%) 49 (52.1%)
1 39 (41.5%) 43 (45.7%)
2 1(1.1%) 2 (2.1%)
T stage-N (%) 0.883?
T2 8 (8.5%) 9 (9.6%)
T3 71 (75.5%) 68 (72.3%)
T4 15 (16.0%) 17 (18.1%)
N stage-N (%) 0.385°
NO 24 (25.5%) 19 (20.2%)
N1/2 70 (74.5%) 75 (79.8%)
Distance from anal verge-median (IQR), cm 4.0 (3.0-5.0) 4.0 (3.0-5.0) 0.996°
CEA-median (IQR), ng/ml 2.86 (1.71-4.77) 2.82 (1.61-4.74) 0.770°
Radiation dose, median (IQR), Gy 50 (50-50) 50 (50-50) 0.686°
Chemotherapy regimen-N (%) 0.875°
Capecitabine or fluorouracil only 29 (30.9%) 30 (31.9%)
Capecitabine or fluorouracil plus oxaliplatin 65 (69.1%) 64 (68.1%)
Therapeutic patterns in the neoadjuvant setting-N (%)
Concurrent chemoradiotherapy only 21 (22.3%) 26 (27.7%) 0.5012
Concurrent chemoradiotherapy plus induction and/or con- 73 (77.7%) 68 (72.3%)

solidation chemotherapy

Data are showed in N (%) or median (interquartile range [IQR])
@ Pvalues were determined by x2 test
b pvalues were determined by Mann-Whitney U test
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Neoadjuvant chemotherapy with FOLFIRINOX and
preoperative chemoradiotherapy for patients with locally
advanced rectal cancer (UNICANCER-PRODIGE 23):

a multicentre, randomised, open-label, phase 3 trial

Thierry Conray, Jean-Frangois Bosset, Pierre-Luc Etienne, Emmanuel Rio, Eric Frangois, Nathalie Mesgouez-Nebout, Véronique Vendrely,

Xavier Artignan, Olivier Bouché, Dany Gargot, Valérie Boige, Nathalie Bonichon-Lamichhane, Christophe Louvet, Clotilde Morand,

Christelle de la Fouchardiére, Najib Lamfichekh, Béata Juzyna, Claire Jouffroy-Zeller, Eric Rullier, Frédéric Marchal, Sophie Gourgou, Florence Castan,
Christophe Borg, on behalf of the Unicancer Gastrointestinal Group and Partenariat de Recherche en Oncologie Digestive (PRODIGE) Group*

Summary
Background Treatment of locally advanced rectal cancer with chemoradiotherapy, surgery, and adjuvant chemotherapy
controls local disease, but distant metastases remain common. We aimed to assess whether administering neoadjuvant

ct herapy before pr ive ch diotherapy could reduce the risk of distant recurrences.

Methods We did a phase 3, open-label, multicentre, randomised trial at 35 hospitals in France. Eligible patients were
adults aged 18-75 years and had newly diagnosed, biopsy-proven, rectal adenocarcinoma staged ¢T3 or cT4 MO0, with
a WHO performance status of 0-1. Patients were randomly assigned (1:1) to either the neoadjuvant chemotherapy
group or standard-of-care group, using an independent web-based system by minimisation method stratified by
centre, extramural extension of the tumour into perirectal fat according to MRI, tumour location, and stage.
Investigators and participants were not masked to treatment allocation. The neoadjuvant chemotherapy group
received neoadjuvant chemotherapy with FOLFIRINOX (oxaliplatin 85 mg/m2, irinotecan 180 mg/mz2, leucovorin
400 mg/m2, and fluorouracil 2400 mg/m? intravenously every 14 days for 6 cycles), chemoradiotherapy (50 Gy during
5 weeks and 800 mg/m?2 concurrent oral capecitabine twice daily for 5 days per week), total mesorectal excision, and
adjuvant chemotherapy (3 months of modified FOLFOX6 [intravenous oxaliplatin 85 mg/m2 and leucovorin
400 mg/m2, followed by intravenous 400 mg/m? fluorouracil bolus and then continuous infusion at a dose of
2400 mg/m?2 over 46 h every 14 days for six cycles] or capecitabine [1250 mg/m?2 orally twice daily on days
1-14 every 21 days]). The standard-of-care group received chemoradiotherapy, total mesorectal excision, and adjuvant
ct herapy (for 6 hs). The primary endpoint was disease-free survival d in the i ion-to-treat
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ire de Bordeaux,

population at 3 years. Safety analyses were done on treated patients. This trial was registered with EudraCT (2011-
004406-25) and ClinicalTrials.gov (NCT01804790) and is now complete.

Findings Between June 5, 2012, and June 26, 2017, 461 patients were randomly assigned to either the neoadjuvant
chemotherapy group (n=231) or the standard-of-care group (n=230). At a median follow-up of 46-5 months
(IQR 35-4-61-6), 3-year disease-free survival rates were 76% (95% CI 69-81) in the neoadjuvant chemotherapy group
and 69% (62-74) in the standard-of-care group (stratified hazard ratio 0-69, 95% CI 0-49-0-97; p=0-034). During

Hopital Haut-Lévéque, Pessac,
France (Prof V Vendrely MD,
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France (X Artignan MD); Hpital
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dj chemotherapy, the most common grade 3—4 adverse events were neutropenia (38 [17%] of 225 patients)
and diarrhoea (25 [11%] of 226). During chemoradiotherapy, the most common grade 3-4 adverse event was
lymphopenia (59 [28%] of 212 in the neoadjuvant chemotherapy group vs 67 [30%)] of 226 patients in the standard-of-
care group). During adj ct herapy, the most ¢ grade 3—4 adverse events were lymphopenia (18 [11%]
of 161 in the neoadjuvant chemotherapy group vs 42 [27%] of 155 in the standard-of-care group), neutropenia
(nine [6%] of 161 vs 28 [18%)] of 155), and peripheral sensory neuropathy (19 [12%] of 162 vs 32 [21%)] of 155). Serious
adverse events occurred in 63 (27%) of 231 participants in the neoadjuvant chemotherapy group and 50 (22%) of
230 patients in the standard-of-care group (p=0-167), during the whole treatment period. During adjuvant therapy,
serious adverse events occurred in 18 (11%) of 163 participants in the neoadjuvant chemotherapy group and 36 (23%)
of 158 patients in the standard-of-care group (p=0-0049). Treatment-related deaths occurred in one (<1%) of
226 patients in the neoadjuvant chemotherapy group (sudden death) and two (1%) of 227 patients in the standard-of-
care group (one sudden death and one myocardial infarction).

Interpretation Intensification of chemotherapy using FOLFIRINOX before preoperative ct diot!

significantly improved outcomes compared with preoperative chemoradiotherapy in patients with ¢T3 or cT4 MO
rectal cancer. The significantly improved disease-free survival in the neoadjuvant chemotherapy group and the
decreased neurotoxicity indicates that the perioperative approach is more efficient and better tolerated than adjuvant

chemotherapy. Therefore, the PRODIGE 23 results might change clinical practice.

www.thelancet.com/oncology Vol 22 May 2021
Downloaded for 34 ff % 7 (ksasaki-jei@umin.org) at Kensei Hospital from ClinicalKey.jp by Elsevier on September 18,
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231 assigned to the neoadjuvant chemotherapy
group
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5 did not receive allocated treatment
2 consent withdrawal

1 non-compliance
1protocol violation

226 received necadjuvant FOLFIRINOX
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2 consent withdrawal
1 disease progression
1 previous pelvic radiotherapy
1 toxic effects
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1disease progression
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of disease progression
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219 included in the preoperative chemoradio-
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163 included in the adjuvant chemotherapy
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230 included in the intention-to-treat
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158 included in the adjuvant chemotherapy
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MRIT stage®

Neoadjuvant Standard-of-care group P 3/225 (1%) 2/225 (1%)
chemotherapy group  (n=230) 3 182/225 (81%) 188/225 (84%)
(n=231) T3a 17/225 (8%) 17/225 (8%)
Age at randomisation, years T3b 771225 (34%) 92/225 (41%)
T3d 15/225 (7%) 15/225 (7%)
S 34-77 26-75 T4 40/225 (18%) 35/225 (16%)
265 73 (32%) 85 (37%) T4a 3/225 (1%) 41225 (2%)
Sex T4b 37/225 (16%) 31/225 (14%)
Female 81 (35%) 74 (32%) Missing 6 5
Male 150 (65%) 156 (68%) cNatinclusion”
ot 24 (10%) 22 (10%)
WHO performance status 1 148 (64%) 155 (67%)
0 178/229 (78%) 182/226 (81%) 2 59 (26%) 53 (23%)
1 51/229 (22%) 44/226 (19%) Enlarged lateral 23 (10%) 24 (10%)
nodes
MISSIng 2 & Predicted radial mesorectal margin,* mm
Distance to anal verge,* cm < 48 (21%) 54 (23%)
<5 87 (38%) 83 (36%) >1 137 (59%) 141 (61%)
51_10 114 (49%) 118 (51%) Mlssmg 46 (20%) 35 (15%)
0 0 Presence of distant 5(2%) 5(2%)
10115 30 (13%) 29 (13%) e
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Results

A
100 —— Neoadjuvant chemotherapy group
—— Standard-of-care group
Stratified hazard ratio 0-69 (95% Cl 0-49-0-97); p=0-034
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Number at risk

(number censored)

Neoadjuvant chemotherapy group ~ 231(0) 217 (7) 210(8) 194(9) 176(14) 150(30) 126(52) 104(73) 80(95) 62(113) 51(124)

Standard-of-care group 230 (0) 201(3) 188 (4) 177 (7) 167 (8) 146 (18)  117(43) 91(66)  65(90)  55(99)
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2.Grade3-4 i+ ERIA 17 %
Grade3-4 NI 11%
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3. TMEYI 92% vs 95%
ANTHLMEEEZ1X14% vs 15%
ROVIFEE  95% vs 94 %

4.Clavien-Dindo IV-V complication
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Results

Pathological complete <0-0001 [QOL 2]
response rate .
(ypTONO) s
Yes 59/212 (28%)  26/215 (12%) QLQ -C30H B
No 153/212 (72%)  189/215 (88%) - FOFIRINOX#¥: 85 % [R[I[{ 3%
Missing E 3 . Standard- care: 84 % [F]I}R
Neoadjuvant rectal <0-0001 —12 Hillgm T
score
Median (IQR) 84 (0-9-15-0) 15.0 (8.4_20.4) o [%@Eﬂ 1, lﬁ?%/jﬁ ﬁﬁﬁ%ﬂ
Mean (SD) 11-2(107) 16-1(13-4) g Neo-adjuvant: 77%
Missing 2 4 2 Standard-care: 79%
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