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* Trial design

* RR assessment

e Short-term Follow up
* Adjuvant nivolumab
* Role of RT in ADC
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Randomized trial e ) 3
 SANO trial

* German (stahl) trial
* FFCD trial
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Fig. 1 Schematic overview of the SANO trial, comparing active surveillance with standard oesophagectomy in patients with oesophageal cancer
and a clinically complete response after neoadjuvant chemoradiotherapy. Patients in whom no residual tumour is detected at two clinical

response evaluations after neoadjuvant chemoradiotherapy are considered to have a clinically complete response. Patients who do not have a
clinically complete response will undergo oesophagectomy in case no distant metastases are detected. If patients have residual disease at one of
the clinical response evaluations during active surveillance (CRE 3-12), postponed oesophagectomy will be performed in case no distant
metastases are detected and active surveillance will be stopped. nCRT neoadjuvant chemoradiotherapy, CRE clinical response evaluation, cCR
clinically complete responder
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* RR assessment:
* CRE-1 : endoscopy with bite-on-bite biopsies

* CRE-2: 18F-FDG PET/CT, followed by endoscopy with bite-on-bite
biopsies and (EUS) with FNA of suspected lymph nodes.
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* Patients in the active surveillance arm undergo diagnostic evaluations
similar to CRE-2 every 3 months in the first year, every 4 months in
the second year, every 6 months in the third year, and yearly in the

fourth and fifth year.
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SANO result (2years follow up) ) X

* During active surveillance, 69 patients (35%) maintained CCR,
96 patients (48%) developed locoregional regrowths, and 33
patients (17%) developed distant metastases.

. Median DFS for active surveillance was 35 (95% Cl 31 — 41)
versus 49 months (95% Cl 38 — NA) for standard surgery (HR
1.35,95% CI 0.89 — 2.03, p = 0.15).

e At 30 months after nCRT, 43% of patients with active

surveillance versus 34% with standard surgery developed
distant metastases (OR 1.45, 95% Cl 0.85 — 2.48, p = 0.18).
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Three main concerns

» Contamination of stepped-wedge cluster randomised ITT patients (with cross-over and pre-SANO
patients)

w : : _ 75% adenocarcinomas, no analyses by

» Assumption that it's safe to delay surgery for >10 weeks in non-CCR patients
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The SANO trial & 0 °
Non-complete clinical responders (N=5357) e

» Were operated outside the trial
—>no control group for these patients

» Were operated >10 weeks after completed nCRT

Can we assume that this is safe?
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419 assessed for eligibility Q

170 ineligible ;
47 unwilling to participate in study ., . J )
37 unfit for surgery g U Q
20 disease progression TR .
19 incomplete nCRT | ]
13 other neoadjuvant treatment regimen ¢
26 other
8 unknown
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249 randomised
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intervention intervention
2 consent withdrawn “ > 3 consent withdrawn
5 unfit for surgery 1 unfit for surgery
1 operative findings: liver 3 declined surgery
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The NeoRes Il trial o denit
« Operable oesophageal cancer
patients, stage II-1lI ALY .

« All patients had CROSS type nCRT
before enrolment

* Restaging PET/CT within 10 days
« Randomised to operation at :

4-6 vs
10-12 weeks after nCRT

« N=249
* Primary endpoint pCR (superiority

for prolonged TTS), secondary
overall survival etc
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The NeoRes Il trial
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The NeoRes |l trial
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The SANO trial

Non-complete clinical responders (N=5357)

» Were operated outside the trial
->no control group for these patients

» Were operated >10 weeks after completed nCRT

Can we assume that this is safe?

No, does not appear to be safe
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SANO does
not provide
valid and
generalizeable
evidence to
guide clinical
practice




Old trials e Y

e Stahl trial
e FFCD trial
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Chemoradiation With and Without Surgery in Patients
With Locally Advanced Squamous Cell Carcinoma of
the Esophagus

Michael Stahl, Martin Stuschke, Nils Lehmann, Hans-Joachim Meyer, Martin K. Walz, Siegfried Seeber,
Bodo Klump, Wilfried Budach, Reinhard Teichmann, Marcus Schmitt, Gerd Schmitt, Claus Franke,
and Hansjochen Wilke
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Purpose

Combined chemoradiotherapy with and without surgery are widely accepted alternatives for
the curative treatment of patients with locally advanced esophageal cancer. The value of
adding surgery to chemotherapy and radiotherapy is unknown.

Patients and Methods

Patients with locally advanced squamous cell carcinoma (SCC) of the esophagus were
randomly allocated to either induction chemotherapy followed by chemoradiotherapy (40 Gy)
followed by surgery (arm A), or the same induction chemotherapy followed by chemoradio-
therapy (at least 65 Gy) without surgery (arm B). Primary outcome was overall survival time.

Results
The median observation time was 6 years. The analysis of 172 eligible, randomized patients
(86 patients per arm) showed overall survival to be equivalent between the two treatment
groups (log-rank test for equivalence, P < .05). Local progression-free survival was better in
the surgery group (2-year progression-free survival, 64.3%; 95% Cl, 52.1% to 76.5%) than
in the chemoradiotherapy group (2-year progression-free survival, 40.7%; 95% Cl, 28.9% to
52.5%; hazard ratio [HR] for arm B v arm A, 2.1; 95% Cl, 1.3 to 3.5; P = .003).
Treatment-related mortality was significantly increased in the surgery group than in the
chemoradiotherapy group (12.8% v 3.5%, respectively; P = .03). Cox regression analysis
revealed clinical tumor response to induction chemotherapy to be the single independent
prognostic factor for overall survival (HR, 0.30; 95% CI, 0.19 to 0.47; P < .0001).

Conclusion
Adding surgery to chemoradiotherapy improves local tumor control but does not increase
survival of patients with locally advanced esophageal SCC. Tumor response to induction
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Fig 4. Xaplan-Meier plots showing the freedom from locoregional progres-

sion among patients allocated to preoperative chemoradiation and surgery
(arm A) or chemoradiation without surgery (arm B).
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* Primary endpoint OS at two years

Arm A: 39.9%
Arm B: 35.4%
» =Delta 0.045 (<0.15)

Survival (% of Patients)

* Equivalence

Overall survival throughout follow-
0 2 4 6 8 10 up:
* Just under stat signficance level

* Trial very underpowered for this more
relevant endpoint
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Out of 86 patients allocated to
planned surgery only 57 (66%)
were operated

7 out of 57 (12.3%) operated
patients died postop




Treatment related mortality )

e Surgical mortality: 11%
 Surgical morbidity: 70%

* This survival benefit in nCRT may be attributed to the lower
mortality in the nCRT group than in the nCRT.

* The morbidity and mortality have greatly reduced in the recent
decade.
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* In the MD Anderson Cancer Center (UICC), comparison
between the early (1987-2000) and modern eras (1997-2010)
showed that the mortality rate decreased from 6 to 3% for
planned surgery .
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Stahl trial concerns: e O =
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* Trial design
e Short-term F/U
* High surgery-related mortality
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FFCD trial
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Chemoradiation Followed by Surgery Compared With
Chemoradiation Alone in Squamous Cancer of the
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Purpose
Uncontrolled studies suggest that chemoradiation has similar efficacy as surgery for esophageal

cancer. Therefore, a randomized trial was carried out to compare, in responders only, chemora-
diation alone with chemoradiation followed by surgery in patients with locally advanced tumors.

Patients and Methods
Eligible patients had operable T3N0-1MO thoracic esophageal cancer. Patients received two cycles

of fluorouracil (FU) and cisplatin (days 1 to 5 and 22 to 26) and either conventional (46 Gy in 4.5
weeks) or split-course (15 Gy, days 1 to 5 and 22 to 26) concomitant radiotherapy. Patients with
response and no contraindication to either treatment were randomly assigned to surgery (arm A)
or continuation of chemoradiation (arm B; three cycles of FU/cisplatin and either conventional [20
Gy] or split-course [15 Gy] radiotherapy). Chemoradiation was considered equivalent to surgery if
the difference in 2-year survival rate was less than 10%.

Results
Of 444 eligible patients, 259 were randomly assigned; 230 patients (88.8%) had epidermoid




Trial design
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Day 1

CT

XRT

Day 1

XRT

Day 22

Day 22

Work-up

Days 38-41

Work-up

Days 38-41

A: Surgery Days 50-60

B: Chemoradiation

l_-_-

Day 43 Day 64 Day 92

A: Surgery Days 50-60

B: Chemoradiation

Day 43 Day 64 Day 92




Mortality rate e O =
.

* 3m mortality: 9% vs 1%
* 6m mortality: 16% vs 6%
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Other finding:

Salvage oesophagectomy:

<55 Gy

>55 Gy

Inhospital mortality 4.3%

17.5%

<0.001
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* Dysphagia and Palliative Procedures:
* 24% vs 46%

* Loco-regional recurrence:

* 33% vs 43%
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9.3% postop mortality

Time (months)
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Arm A [surgery) 129 108 79 51 3 25 2 17 13
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B o4 » 77% of operated patients

Arm A (surgery)
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Fig 3. Overall survival of the patients with esophagesl cancer responding to
induction chemoradiation who were randomly assigned to either surgery (arm A)
or continuation of chemoradiation (arm B). (A} Survival in intent-to-treat analysis.
(B) Survival in per-protocol analysis. The 95% Cls of the survival rates are
indicated on the figures,
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Surgical pathology result s J .

* No residue: 23%
* Microscopic residue: 16%
* Macroscopic residue: 61%
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* Current response assessment is enough?
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* First clinical response: endoscopy with biopsies and EUS with
measurement of maximum tumor thickness.

* Second clinical response evaluation : PET-CT, endoscopy with
biopsies, EUS with measurement of maximum tumor
thickness, and FNA of suspicious lymph nodes.

 All patients eventually underwent surgery. The primary
endpoint of this study was the association of cCR with pCR.
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* In this study, 31% of tumor regression grade (TRG) 3 or TRG4 were
missed by endoscopy with regular biopsies and FNA.

* 10% were missed by bite on-bite biopsies plus FNA.
e 28% were missed by EUS plus FNA.
* 15% were missed by PET-CT.
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The association of PET response with complete pathological
response (CPR) and residual nodal disease (RND) after
induction chemoradiotherapy (CRT) and resection of
esophageal cancer: A review of 493 cases

Authors: S. A. Barnett, N. P. Rizk, P.S. Adusumilli, B. J. Park, M. S. Bains, R. M. Flores, K. A. Goodman, D. H. llson, T. J. Akhurst, and V. W.
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PET Scan and Path CR: Esophageal
Cancer

30 January 2025

e 493 pts, AC and Squamous, treated with preop
chemo RT

e PET scan prior to therapy, after chemort
e PET response not associated with pCR or

nodal disease

e Squamous cancer patients: SUV response
correlated with pCR

- SQ’\{ reduction < 50% pCR 29%, 50-75% pCR
dd

- SUV reduction > 75%: pCR 85%

38



PCR rate in ADC

* Cross
* nheoAgis

30 January 2025



PCR rate Neoadjuvantchemoradiothe.rapy+surgery: o
The CROSS trial %0

100 SCC, neoadiovantchemoraditherapy plos surgery Long-term survival data ¢ ‘ ®
i — AC, neoadjuvant chemoradiotherapy plus surgery '
ol 1 oy , .
W Esophageal SCC + adenocarcinoma
80- +junctional type | and Il
o * N=368
* Neoadjuvant paclitaxel + carboplatin +
E 1 41.4 Gy vs surgery alone
i N * nCRT: significant survival
SCC advantage in adenocarcinoma
304
" * pCRadenocarcinoma = 23%
107 §¢C:log-rankp=0-008
AC:log-rank p=0.038
0 T T T T T T T 1

L ' Neo-AEGIS trial = 14 %
Follow-up (months
Pl (Reynolds et al Lancet Gastrohep 2023)
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Survival Benefit of Induction Chemotherapy with Paclitaxel and
Carboplatin Followed by Chemoradiation Versus Postoperative
Treatment in Locally Advanced Gastric Cancer: A Retrospective Cohort
Study

Payam Azadeh' - Sahar Gholizadeh pasha’ - Ali Yaghobi Joybari' - Zeinab Abiar? - Sam Alahyari® -
Farzad Taghizadeh-Hesary*>
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Results A total of 102 patients were included in the study (63.7% male, mean age + standard deviation 56 + 13 years).
Among these, 45 patients received neoadjuvant treatment, and 57 received adjuvant treatment. The neoadjuvant group had
a higher proportion of patients with advanced disease (stage III: 91.1% vs. 57.9%, P=0.001). In the neoadjuvant group,
20 patients (44.4%) achieved a complete pathologic response, and all underwent curative surgery. The neoadjuvant group
exhibited a lower 3-year recurrence rate (13 [28.9%] vs. 33 [57.9%], P=0.003) and a higher 3-year overall survival rate (36
[80%] vs. 32 [56.1%], P=0.003).

Conclusions Patients receiving induction chemotherapy with paclitaxel and carboplatin followed by chemoradiation dem-
onstrated enhanced disease control and survival compared to standard adjuvant regimens. In addition, patients treated with
the applied preoperative regimen in this study showed higher pathologic response and overall survival rates than in previous
studies.
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Take home message ) A

* AS require careful follow up

* Longer follow up of trials is needed
* Role of RT in ADC

* Trials based on histology is required

* Accuracy of RR assessment is not enough yet(lead to un-resectable
tumor)
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NEEDS trial

nCRT (paclitaxel +carboplatin +41.4 Gy) Surgery

R
Operable oesophageal SCC 1:1
TIN+,T2-T4a any N,MO
Survillance + Surgery
. . only if incomplete
dCRT (Pragmatic 3 Regimens < 55Gy) ny P
N=1020 clinical response or
local recurrence
PRIMARY ENDPOINT SECONDARY ENDPOINTS
e to demonstrate that dCRT with salvage ¢ To study prespecified HRQOL endpoints relevant to esophageal cancer
esophagectomy as needed is non-inferior to and effects of treatment for this disease, repeatedly during treatment

nCRT followed by surgery
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and survivorship.

® To determine event free survival, loco-regional and distal relapse rates
and histological response after chemoradiotherapy in the surgical




National Q

comprehensive NCCN Guidelines Version 5.2024 MCCN Guidelines Index a
ARy ancer , Esophageal and Esophagogastric Junction Cancers Discussion .
. “ “ .‘ i
HISTOLOGY TUMOR PRIMARY TREATMENT OPTIONS FOR (2 o o
CLASSIFICATIONS PATIENTS WHO ARE MEDICALLY FIT < QN
¢ ¢ »
cT1b-cT2,NO -
(low-risk lesions:| __ Esoph ¢ cdtu (g - " R izrglc!:sal Oltj\tcom?s
23 o eal phagectomy (for non-cervical esophagus) - Se(; sophagectomy
differentiated)® (ESOPH-6)
cTz N
(high-risk leslons: Preoperative chemoradiation®¥:2 » Response Assessment

lymphovascular ESOPH-5
Squamous invasion (LVI), (RSOPH-)

cell S — |or
Garcnons difforentiatec) Follow-up
CPAbET? b o6 Definitive chemoradiation*¥ » (ESOPH-9)
cT3-cT4a, Any N¥
cex e Response Assessment
X,y >
Definitive chemoradiation (ESOPH-5)

or
cT4bP

\/

Consider chemotherapy alone in the setting of invasion of
trachea, great vessels, vertebral body, or heart*
(See Palliative Management [ESOPH-10])
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N[OOIl Cancer H i . : \
kiR Esophageal and Esophagogastric Junction Cancers Discussion s O
S ¢/ 8.
TUMOR PRIMARY TREATMENT OPTIONS FOR - =
CLASSIFICATIONS PATIENTS WHO ARE MEDICALLY FIT <7
cT1b—cT2,NO ¢ ‘ ]
(low-risk lesions: o c,d,tu . Surgical Outcomes After
<3 cm, well > Esophagectomy "~ Esophagectomy (ESOPH-15)
differentiated)®
Preoperative chemoradiation? for planned Response Assessment
esophagectomy (category 1)*Y (preferred) ESOPH-14
T2,NO e
c : L 2
o ReEciEl Perioperative ¢,d,t,u,qq Surgical Outcomes After
Adeno- &Eg:i;!?&%’:& R chemotherapy* Esophagectomy Esophagectomy (ESOPH-16)
carcinomas differentiated) il b

Consider neoadjuvant or perioperative
immune checkpoint inhibitor(s) (ICl) if tumor
is MSI-H/dMMRX,'";SS

Response Assessment

cT1b-cT2,N+ or
> (ESOPH-14)

cT3-cT4a,Any NW

or
Definitive chemoradiation®¥ _ Follow-up
(only for patients who decline surgery) " (ESOPH-18)
s s Response Assessment
X, >
Definitive chemoradiation®Y > (ESOPH-14)
or

\

p
cT4b Consider chemotherapy alone in the setting of invasion

of trachea, great vessels, vertebral body, or heart*
(See Palliative Management [ESOPH-19])
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¢TNM staging (endoscopy, EUS, MS-CT, FDG-PET)

Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

Y

Early disease
(cT1 ¢cNO MD)

Resection?”
(11, A}

Locally advanced disease

(cT2-T4 or cN1-3 M0)

Neoadjuvant CRT
[ A]

Definitive CRT
[1I, B]

AC and 0GJ cancer?

Neoadjuvant FLOT
(I, A; MCBS A}

Neoadjuvant CRT
[1,A)

N N N N
Restaging Follow-up Restaging Restaging
(exclusion of M1) (every 3 months) (exclusion of M1) (exclusion of M1)

|

Resection
[IV, C)

Adjuvant nivolumab®
(I, A; MCBS A

|

Salvage resection’

IV, C)

!

Resection
(IV, C)

Adjuvant FLOT
(I, A; MCBS AJ*

!

Resection
(IV,C]

Adjuvant nivolumab®
(I, A; MCBS AJ*
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