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Optimal treatment of MO esophageal squamous cell carcinoma:
decisive factors in selection.

Optimal: the best possible, producing the best possible results.
In a particular situation or circumstance.

Decisive: showing the ability to make decisions quickly an effectively.
Determines or influences selection.

Decisive factors for selecting the optimal
treatment of MO esophageal SCC
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DISEASE: TNM AND LOCATION - LENGTH KRNI ===

Tis (HGD)
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Stage groupings for MO esophageal squamous cell carcinoma

Location
Length

Esophagus

2 \ Tumor in lower
Stomach - esophagus

Luo L-N. World J Gastroenterol 2016
www.mayoclinic.org




DISEASE: STAGING PROCEDURES L

Procedure Purpose Longitudinal e
¥ muscie
FBC Assess for iron-deficiency anaemia
Renal and liver function Assess renal and liver function to
determine appropriate therapeutic
options
Endoscopy and biopsy Obtain tissue for diagnosis, histological
classification and molecular biomarkers,
e.g. PD-L1 and HER2 status (AC)

EUS Accurate assessment of T and N stage in
potentially resectable tumours
Bronchoscopy with endobronchial Assess tumour growth towards central a Sefore SRl/CT ARELPElCY b Before PET/CT AfterPET/CT
ultrasonography airways; complementary to EUS, I irabie
especially when tumour stricture P i
precludes EUS ‘ S
CT of thorax + abdomen Staging of tumour to detect local/ curative i
+ pelvis distant lymphadenopathy and A—
metastatic disease diagnostics
PET—CT, if available Staging of tumour to detect local/ Intended
distant lymphadenopathy and g i
metastatic disease palliative palliative
Not finally 1 ;:;eiz:zgl
determined imaging

Obermmanovd R, et al. Ann Oncol 2022

Velasquez-Rodriguez JG, et al. Cureus 2022
l I Reinert CP, et al. Eur J Radiol 2021



DISEASE: UNRESECTABLE VS INCURABLE KRNI ===

UNRESECTABLE:

Cancer that can not be completely
removed surgically (RO) due to
either local tumour invasion into
critical adjacent structures or the
presence of distante metastatoc
disease

NOT AMENABLE TO
CURATIVE TREATMENT:

Currently available medical
interventions can not reliably
achieve the complete and
permanente erradication of the
disease




DISEASE: MOLECULAR PATHOLOGY
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The Cancer Genome Atlas Research Network Nature 2027

Korpan M, et al. Cancers 2025
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DISEASE: MOL. PATHOLOGY RELEVANCE - LOCALIZED Mllls==

CheckMate 577 study design

+ CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled trial*

Prior to screening ! Screening

Randomization and treatment

+ Stage II/1Il EC/GEJC

= Adenocarcinoma or
squamous cell
carcinoma

+ Neoadjuvant CRT +
surgical resection
(performed within
4-16 weeks prior
to randomization)

n=532

+ RO resection®
+ Residual pathologic
disease
— zypT1orz ypN1
= ECOG PS 0-1

Approximately 6
months from initiation
of CRT & surgery to
randomization

Stratification factors:

+  Histology (squamous vs adenocarcinoma)

+ Pathologic lymph node status (z ypN1 vs ypNO)
+ Tumor cell PD-L1 expression [z 1% vs < 1%)

+ At the data cutoff (November 7, 2024), the median follow-up was 78.3 months (range, 60.1-96.6)2

Nivolumab

240 mg Q2W = 16 weeks " .
then 480 mg QW IPnIr)r%r-y endpoint:
Secondary endpoints:
Placebo .05
Q2W x 16 weeks + OSrateat 1, 2, and
then Q4w 3 years
Total treatment duration
up to 1 year? Exploratory endpoints:
- Safety
+ DMFS!

Probability of overall survival(%)

MNo. at risk

100 TPy Nivolumab Placebo
o e 88 (n = 532) (n =262)
90 o
Fve, Median 0S,> months 51.7 353
80 | g 95% CI 41.0:61.6 30.7-48.8
70 - T e HR (95.87% CI) 0.85 (0.70-1.04)
| i 57 P value 0.1064
60 - : ' e
50 - : ! ;
1 H e
40 4 50!
30 : Placet
20 4 |
10 4 :
0 —t T ———— T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102

Months

* Median OS was 16.4 months longer and the 5-year OS rate was higher with nivolumab vs placebo,
suggesting clinically meaningful improvement in OS, although statistical significance was not met

Median 0S, mo .
Category Subgroup Nivolumab Placebo Unstratified HR (95% Cl)
Overall N =794 51.7 35.3 &7 0.85 (0.70-1.03)
Age, years < 65 (n = 507) 56.4 36.6 —et 0.83 (0.65-1.06)
> 65 (n = 287) 39.3 35.2 —er 0.87 (0.64-1.19)
Sex Male (n = 671) 45.5 34,7 —or 0.88 (0.72-1.08)
Female (n = 123) NR 48.0 ——- 0.70 (0.41-1.19)
Race® White (n = 648) 49.5 34.8 - 0.84 (0.68-1.03)
Asian (n = 117) 61.5 NR —— 1.10 (0.63-1.93)
ECOG PS 0 (n = 464) 60.5 40.3 —o+ 0.85 (0.66-1.10)
1 (n=330) 37.2 32.1 —0—5— 0.84 (0.63-1.12)
Disease stage at initial diagnosis® Il (n =278) 58.2 441 —0:-— 0.86 (0.62-1.19)
Il (n =516) 49.3 32.8 —e+ 0.84 (0.66-1.06)
Tumor location at trial entry Esophagus (n = 467) 49.5 31.4 —o— : 0.69 (0.54-0.88)
Gastroesophageal junction (n = 327) 54.9 64.2 L — 1.14 (0.83-1.56)
Histologic type©d Adenocarcinoma (n = 563) 51.7 40.2 ——oIL- 0.92 (0.73-1.15)
Squamous cell carcinoma (n = 230) 50.7 31.4 —o—} 0.72 (0.51-1.03)
=Farorcetr b=t expression T SoTo Sz —'T— oo
< 1% (n = 571) 47.7 34.6 = 0.82 (0.66-1.02
PD-L1 CPSf > 1 (n=585) 45.5 33.5 - 0.79 (0.64-0.99)
<1 (n=81) 39.2 52.8 ———— 1.40 (0.77-2.56)
Pathologic lymph node status®g ypNO (n = 333) 92.8 68.5 —e 0.81 (0.58-1.14)
2 ypN1 (n = 459) 33.6 28.0 gt 0.86 (0.68-1.10)
025 05 1 2 4

Nivolumab «—— Placebo

Kelly RJ, et al. ASCO 2025



DISEASE:

Pembrolizumab

KEYNOTE
- 590

Nivolumab

CHECKMATE
- 648

Tislelizumab

RATIONALE
- 306

Phase lll

CDDP +FU +
Pembrolizumab/
placebo

Measurable Dis.

Sttrat,:ECOG,
region, histology

Phase Ill

CDDP + FU +/-
Nivolumab *

Measurable Dis.

Strat,:ECOQG,
region, PD-L1
TPS, MTS

Phse lll

Cis/oxa + FP/
pacl+ tislelizum.
Iplacebo
Measurable,
evaluable Dis.

Sttrat:QMT,
region, previous
treatment

*Nivolumab-Ipilimumab non-SNS financed.

)

PD-L1 CPS
=10

ADC.: 13%
SCC: 33%

Primary
endpoint

PD-L1 TPS
21%

SCC.: 49%

Primary
endpoint

PD-L1 TAP
=5%

Epiderm.: 55%

NO Primary
endpoint

—

LA unresect
(9%) or MTS
(91%).

N: 749 p.

ADC (27%) and
scc

LA unresect.
(15%) or MTS
(80%).

N: 645 p.

SCC 100%.

LA unresect
(14%) or MTS
(86%).

N: 649 p.

SCC 100%.

ECOG 0-1: 90%
Age 63 years.
male 84%.

Asia 54%.

ECOG 0-1:
100%

Age 64 years.
Males 82%.
Asia 71%.

MTS 22:51%

ECOG 0-1:
100%

Age 64 years.
Male 87%.
Asia 75%.

MTS =2: 17%

1 Simplified QUALY cost (Hospitalaria del HGU Elche).

OSin PD-L1
CPS=10:

HR 0.64 (0.52-
0.80)*
A 4.1 monthsat 2

y.
*FU:5y.

OSin PD-L1
TPS =2 1%:

HR 0.60 (0.47-

0.77)
A 5.9 months.

FU:4vy.

OSin PD-L1
TAP = 5%:

HR 0.61 (0.48-

0.78)
A 9.1 months.

FU:3.5y.

0OS in SCC and

PD-L1 CPS = 10:

HR 0.60 (0.46-
0.76)
A5.1 m.

LA unresectable
TAP=z %5. N: 45p.

0S: HR 0.37
(0.16-0.83)

PFS: HR 0.44
(0.19-1.02)

SCC and PD-L1
CPS =10

PFS: HR 0.53
(0.41-0.69)
A =2 months.

RR:51% vs 28%.

DoR:10.4vs 4.4
months.

PD-L1 TPS =2 1%

PFS: HR 0.67
(0.51-0.88)
A 2.4 months.

RR: 53% vs
20%.

DoR:8.4vs 5.7
onths

PD-L1 TAP = 5%
SLP: HR 0.50
(0.39-0.65)

A 2.7 months.
RR:71% vs 41%.

DoR:7.1vs 5.4
months.

Tox. = G3: 72%
VS 68%.

Tox. 10: 26% vs
12%.
=2G3: 7% vs 2%

Global population

Tox. =2 G3: 47%
vs 36%.

Tox. 10: 90% vs
44%,.
=2 G3: 9% vs 5%

Global population

Tox. = G3:
70.2% vs
66.5%.

Tox. 10: 42.7%
vs 21.6%.
=>(G3:8.8% vs
2.2%

Pop. TAP =5

Similar:

- QoL

- Timeto
deterioration

Improv. Pain
and dysphagia
Not ESMO qualified

Global population

Similar:
- QoL

Improvement
Q-TWIST
(Post hoc)

Not ESMO qualified

Global population

Trend to
improvement in
pain and les
worsening of
functional status

Not ESMO qualified

Global population

I, A

MCBS 4
v.2.0 — Form 2A

SNS financed

€€€

I, A

MCBS 4
v.2.0 — Form 2A

SNS financed
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I, A
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DISEASE: IMPACT - PROGNOSIS
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Points

Gender

Clinial T stage

Clinial N stage

GTvp

Total points

1-year OS rate

3-year OS rate

5-year OS rate

0 10 20 30 40 50 60 70 80 90 100
M

Male
Female
T2 T4
L) = Ll o
T T3
N1 N3
NO N2
230 cm3
J
L)
<30cm?
0 50 100 150 200 250 300
0.95 0.9 0.8
0.8 0.7 06 05 0.4 0.3
0.7 0.6 0.5 0.4 03 0.2 0.1

Risk score

p < 0.0001

0 30

Number at risk

782 463
586 274
586 190

0 30

Risk score == Low risk == intermediate risk == High risk D Risk score == Low risk == intermediate risk == High risk
£21.00
z
80.75-
[
a.0.50-
S
$025 p<oo0001 e
; : @ 0.00
60 90 120 0 25 50 75 100
Time(months) Time(months)
o Number at risk
171 31 0 8= 302 181 9% 32 4
93 1 0 N == 113 63 21 12 0
46 5 0 ﬁ - 72 29 T 0 0
60 90 120 "4 0 25 50 75 100
Time(months) Time(months)
Training cohort Validation cohort
Risk groups 3-year survival | 5-year survival 3-year survival | 5-year survival
Low risk 80.8% (77.9-84.0) | 70.6% (66.5-74.9) | 75.4% (70.3-80.9) | 65.3% (59.0-72.2)

Intermediate risk

58.2% (53.9-62.7)

45.6% (40.8-51.0)

48.8% (39.6-60.1)

29.7% (20.3-40.6)

High risk

29.5% (25.8-33.7)

18.7%(15.1-23.0)

26.9%(18.1-40.1)

11.0% (5.1-23.6)

B 100.0

Overall survival rate(%)
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Calculation of Naples prognostic score (NPS).
PFS 0s
80.0 Variables Cutoff value Points Cutoff value Points
Alb (g/) 241.1 0 241.2 0
. <411 1 <41.2 1
] ' ""‘i TC (mg/dL) >205.7 0 >202.2 0
60.0 A <205.7 1 <202.2 1
AT NLR 27 0 <28 0
1 e >2.7 1 >2.8 1
.I aeny, LMR >33 0 >3.1 0
1 oy <33 1 <3.1 1
- ™
400 _:NPS 0 group (“’m - ' -|. - Alb = albumin, LMR = lymphocyte to monacyte ratio, NLR = neutrophil to lymphacyte ratio, 0S =
«""NPS 1 group (n=66) |-| - overall survival, PFS = progression-free survival, TC = total cholesteral.
-"'NPS 2 group (n=77) . .
~"INPS 3 or 4 group (n=97) L
200 L
Y
P<0.001 Lay
1 .
o Lin 'Y, et al. Front Oncol 2023
00 j
e 1200 2400 %0 B0 50,00 Zhang K, et al. Sci Rep 2023
Shi B, et al. Front Oncol 2023
Time(months)

Guo X-W, et al. Medicine 2024
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PATIENT: PREFERENCES — PERSPECTIVES - ATTITUDE ~ NKNHll===

ASCO Guideline:

- Treatment decisions should be made through shared decision-making, incorporating not only
clinical factors but also patient values, preferences, and support systems.

- This includes a thorough discussion of the risks, benefits, and potential outcomes of each
option, and recognizes that patient preference is a key determinant in the decision to pursue
surgery, chemoradiotherapy, or other modalities

The NOSANO - study:

- Patients’ coping styles, attitudes toward uncertainty, and desire for organ preservation or
quality of life are major factors in treatment selection.

- These preferences are not solely determined by medical contraindications or comorbidities.

The JCOG0502 - study:

- Factors such as age, family structure, and the influence of physician recommendations also play
a role in patient decision-making, with the physician’s opinion often being the most influential
non-medical factor

Sha M, et al. J Clin Oncol 2020
l I i ’ Hermus M, et al. Int J Cancer 2023
Yamamoto S, tl Future Oncol 2024



PATIENT: PREFERENCES — PERSPECTIVES - ATTITUDE ~ KNNIlE==

11 - 12 DE DICIEMBRE DE 2025
OVIEDO

Processes and intereprets
complex medical data

Aids in evidence-based
decision-making

ONCOLOGIST

Facilitates biodirectional
communication and
information exchange

PATIENT

Translates medical findings into
patient-friendly language
Supports patient education
and engagement

ARTIFICIAL
INTELLIGENCE

Heudel P-E, et al. ESMO RWD Dig Oncol 2024



PATIENT: MEDICAL CONDITION - APTITUDE

SURGERY
#
PREOPERATIVE TREATEMTENT SURGERY

. S

PREOPERATIVE TREATEMTENT SURGERY ADJUVANT

—

RADICAL TREATMENT FOLLOW-UP SURGERY

ALONG TREATMENT STRATEGY

Functional status
Comorbidities
Polypharmacy

CGA
Nutritional status
Disease — related symptoms
Operabilty
Previous treatments
Treatment adherence

Toxicity - Complications
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NO SURGERY

100

80

60

40

20

SANO Trial
@ Phase lll J ®Randomizey

Locally advanced oesophageal cancer

* N= 309

Neoadjuvant CRT

for SCC or Adeno

v
o CCR

Yesi

Surgery

8-12 weeks Evaluations
EGD/EUS biopsies/PET
with every 6 weeks

Active Surveillance

oY 05

@ Active surveillance

@ Standard Surgery

I
|
I
I
1
[24) 30 36

Active Standard
surveillance surgery
(n=83) (n=101)
Any complication 68 (82%) 85 (84%)
Anastomotic leakage 18 (22%) 27 (27%)
Severity of anastomotic leakage
Subclinical, spontaneous recovery 2 (2%) 3(3%)
Subclinical, requiring surgery 1 (1%) 0
Clinical, spontaneous recovery 10 (12%) 15 (15%)
Clinical, requiring surgery 5 (6%) 9 (9%)
Pulmonary complications
Any 39 (47%) 64 (63%)
Pneumonia 20 (24%) 29 (29%)
Respiratory failure requiring 2 (2%) 5(5%)
reintubation
Cardiac complications
Any 28 (34%) 44 (44%)
Dysrhythmia requiring intervention 11 (13%) 20 (20%)
Vocal cord outcome
Normal vocal cord 71 (86%) 94 (93%)
Vocal cord dysfunction, unilateral 3 (4%) 3(3%)
Vocal cord dysfunction, bilateral 2 (2%) 1(1%)
Unknown vocal cord dysfunction 7 (8%) 3(3%)
Thromboembolic complications
Pulmonary embolus 0 2 (2%)
Adverse events from clinical response evaluations
PET-CT 0 0
Endosonography with fine-needle 1(1%)
aspiration
Endoscopy with biopsies (o} 0
Chylothorax, requiring TPN 3 (4%) 10 (10%)
Chylothorax, requiring surgery 6] 1(1%)
Multi-organ failure 1(1%) 1(1%)
Length of ICU stay, days 2 (1-2) 2(1-3)
Length of hospital stay, days 10 (8-17) 11 (8-17)
30-day mortality 1(1%) 3(3%)
90-day mortality 3 (4%) 5 (5%)
Data are n (%) or median (IQR). Percentages represent the occurrence of
complications, as part of the total. TPN=total parenteral nutrition. ICU=intensive
care unit.
Table 2: Postoperative complications and serious adverse events from
clinical response evaluations of patients undergoing oesophagectomy

Van der Wilk BJ, et al. Lancet Oncol 2025
ChatGPT
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N

2 0.8

=

=

S 06

a o

c

=

T 044 Group SALV Sy,

Basme

=4 ==: Group NCRS RN,

o

a 0.2- HRo0939

95% Cl, 0.780 to 1.152
P= 542%
T T T T T
0 12 24 36 48 60
Time (months)

No. at risk
Group SALV 308 208 143 100 78 54
Group NCRS 308 206 150 102 77 57

Table 2. Comparison of In-Hospital Mortality and Morbidity in SALV and NCRS Groups

Before Matching

After Matching

Overall SALV NCRS SALV NCRS
Variable (N =848 (n =308 (n = 540) OR (95% CI) P (n=308 (n= 308 OR (95% CI) P
Qutcome
In-hospital mortality, No. (%) 76 (9.0} 26 (8.4) 50(9.3) 0.904(0.5501t0 1.484) 688 26(8.4) 35(11.4) 0.719(0.414 to 1.250) 241
In-hospital morbidity, No. (%) 514 (60.6) 196 (63.6) 318(58.9) 1.222(0.915t0 1.630) .174 196(63.6) 188(61.0) 1.117(0.818 to 1.525) 506
Complications
Anastomotic leak, No. (%) 111 (13.1)  53(17.2) 58(10.7) 1.727(1.165t02.682) .007 53(17.2) 33(10.7) 1.732(1.110to 2.703) .015
Conduit necrosis, No. (%) 6(0.7) 4(1.3) 2(0.4) — NA* 4(1.3) 1(0.3) — NA*
Surgical site infection, No. (%) 123 (145) 57(185) 66(12.2) 1.631(1.109t02.399) .012 57(185) 38(12.3) 1.614(1.058 to 2.461) 026
Chylothorax, No. (%) 26 (3.1) 10 (3.2) 16 (3.0 1.099 (0.492 t0 2.453) .818 10(3.3) 10(3.3)  1.000(0.404 t0 2.474) = 999
Postoperative hemorrhage, No. (%) 5(0.6) 1(0.3) 4(0.7) — NA* 1(0.3) 3(1.0) — NA*
Gastroparesis, No. (%) 10(1.2) 6(1.9) 4(0.7) — NA* 3(1.0) 3(1.0) — NA*
Pulmonary, No. (%) 353(41.6) 132(429) 221(40.9) 1.083(0.815t0 1.437) 583 132(42.9) 127 (41.2) 1.069 (0.786 to 1.454) 672
Cardiovascular, No. (%) 115(13.6) 42(13.6) 73(13.6) 1.010(0.6711t01.521) 962 42(13.6) 43(14.0) 0.973(0.612to 1.547) .908
Thromboembolic, No. (%) 25(2.9) 9(2.9) 16 (3.00 0.989(0.4431t02.324) 973 9(2.9) 10(3.3) 0.900 (0.374 t0 2.167) 814
Neurologic, No. (%) 25(2.9) 6(1.9) 19(3.5) 1.010(0.687 to 1.235) .388 5(1.6) 8(2.6) 0.998(0.8761t0 1.113) 405
Clavien-Dindo score, No. (%) — 461 — 201
| 64 (7.5) 21(6.8) 43 (8.0) 21 (6.8) 30(9.7)
Il 168(19.8) 68(22.1) 100 (18.5) 68(22.1) 45(14.6)
Illa 51 (6) 20 (6.5) 31(5.7) 20 (6.5) 21(6.8)
b 49 (5.8) 23(7.5) 26 (4.8) 23 (7.5) 18 (5.8)
Va 86(10.1) 33(10.7) 53(9.8) 33(10.7) 30(9.7)
Vb 20 (2.4) 5(1.6) 15(2.8) 5(1.6) 9(2.9)
V 76 (9) 26 (8.4) 50 (9.3) 26 (8.4) 35(11.4)

Abbreviations: NA, not applicable; NCRS, neoadjuvant chemoradiotherapy followed by planned esophagectomy; OR, odds ratio; SALV, salvage esophagectomy

after definitive chemoradiotherapy.
*Because of low number of events.

TID

Markar S, et al. J Clin Oncol 2015
Ku GY, et al. J Clin Oncol 2015
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Local or locoregional resectable oesophageal or 0GJ cancer

ESMO Guideline

Y

cTNM staging (endoscopy, EUS, MS-CT, FDG-PET)
Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

|
! !

N A
Early disease (cT1 cNO MO0) Locally advanced disease
l (cT2-T4 or cN1-3 MO0)
Resection®® [, A
l \l/
SCC® AC or 0GJ cancer

==

[
Definitive CRT [N, B] Neoadjuvant CRT [I, A]
AV AV
[ Follow-up (every 3 months) [ Restaging (exclusion of M1)
Salvage resection Resection
v.cl LAl

Adjuvant nivolumab?
[I, A; MCBS A]°

SR S

Neoadjuvant FLOT
[I, A; MCBS AJ°

N
[ Restaging (exclusion of M1)

Resection
[I,A]

Adjuvant FLOT
Il, A; MCBS AJ°

Obermmanovd R, et al. Ann Oncol 2022
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Local or locoregional resectable oesophageal or 0GJ cancer

ESMO Guideline

Y

cTNM staging (endoscopy, EUS, MS-CT, FDG-PET)
Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

|
! !

N A
Early disease (cT1 cNO MO0) Locally advanced disease
l (cT2-T4 or cN1-3 MO0)

!

Resection®® [lll, A]

N
[ AC or 0GJ cancer

==

———

SR S

Neoadjuvant CRT [I, A]

Iﬁ

Neoadjuvant FLOT
[I, A; MCBS AJ°

N

AV
[ Follow-up (every 3 months) I [ Restaging (exclusion of M1) I [

Restaging (exclusion of M1)

J

Resection
LAl

Salvage resection’
v, cj

\_

Adjuvant nivolumab?
[I, A; MCBS A]°

Adjuvant FLOT
Il, A; MCBS AJ°

Resection
[I,A]

Obermmanovd R, et al. Ann Oncol 2022
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Local or locoregional resectable oesophageal or 0GJ cancer

ESMO Guideline

Y

cTNM staging (endoscopy, EUS, MS-CT, FDG-PET)
Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

|
! !

N A
Early disease (cT1 cNO MO0) Locally advanced disease
l (cT2-T4 or cN1-3 MO0)

|
¢ !

Resection®® [lll, A]

N
[ AC or 0GJ cancer

==

1
SR S
S

Neoadjuvant FLOT
[I, A; MCBS AJ°

[

Restaging (exclusion of M1)

J

v,
Salvage resection’ Resection
v, C] [,A]

Adjuvant nivolumab?
[I, A; MCBS A]°

Adjuvant FLOT
1, A; MCBS A]®

Resection
[I,A]

Obermmanovd R, et al. Ann Oncol 2022
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radio
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care
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Nuclear
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in training

Other
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Radio
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Berardi R, et al. Cancer Manag Res 2020
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Use
Access to any health care
Health system includes provision of all Intervention
effective, affordable interventions not available

Clinician aware and able

Not provided

to provide effective or offered
intervention
D| Patient Non-
agreesand | adherence
adheres
0% Use of evidence-based health care

No health
care access

100%

Examples and estimates

Over 400 million people lack access
to basic health care (World Bank)™

Unmet need for surgery of

143 million of 321 million needed
(44%) varies from 0% (US, western
europe) to 86% (sub-Saharan Africa)”

43-45% of clinical encounters did
not provide guideline recommended

care (CareTrack, Australia; McGlynn,
USA)?

26-42% non-adherence to evidence-
based preventive therapies after
myocardial infarction*

Stages of care, from acces to adherence, and underuse risks

Glasziou P, et al. Lancet 2027
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American Society for Gastrointestinal Endoscopy Guideline

Esophageal dysplasia or
squamous cell carcinoma
(ESCC)

.

No overt signs of submucosal invasion,
differentiated, non ulcerated lesion

| Suggest against surgery |

P

AA

Overt signs of submucosal
invasion, non differentiated path
component, ulcerated lesion

ESD > EMR

Non-curative I Curative resection | Non-curative
resection** resection**
2 A
Intramucosal carcinoma | HGD (CIS) or
LGD
h 4
Surveillance: >
+ EGD q 3-6 months the first year EGD q 6 months x 2
X + Then q 6-12 months x 2 years years then annually
« Multidisciplinary/ Tumor Board * Then annually
review * May consider CT annually x 3-5
Consider: years
» ESD or other endoscopic
therapies
» Imaging surveillance L
« Systemic therapy ‘i Recurrence detected |

**Any submucosal invasion is
considered non-curative due to an
increased risk of LNM

Multidisciplinary/Tumor
Board review: consider
surgery, ESD,
endoscopic and imaging
surveillance, systemic
therapy

Figure 1. Recommended clinical care algorithm for patients presenting with early-stage ESCC. ESCC, Esophageal squamous cell carcinoma; ESD, endo-
scopic submucosal dissection; LNM, lymph node metastasis; HGD, high-grade dysplasia; CIS, carcinoma in situ; LGD, low-grade dysplasia.

o

13 14 15 16

12

TID

Al-Haddad MA, et al. Gastreointest Endosc 2023

Abe S, et al. DEN Open 2021
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chemotherapy radiotherapy

Esophagus
joined to
stomach

Tumor
removed

Stomach

Small
intestine

Access to advanced radiation technology. Access to high-volumen esophageal surgeons.
IMRT — VMAT - SIB-RT. At least 15 esophagectomies per year.

HDF ERGO Team
www.mayoclinic.org

Cellini F, et al. Cancers 2022
I I i ’ Wright FC, et al. J Torac Cardiovasc Surg 2023
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+

"4
Locally advanced disease

(cT2-T4 or cN1-3 MO)

1! J

(

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

Adjuvant nivolumab?
[1,A; MCBS A]®

JCOG1109 - NEXT

N =600

Thoracic esophageal
cancer
Clinical Stage IB / Il /

CF
5-FU 800 mg/m? d1-5, 22-26
cisplatin 80 mg/m? d1, 22

11l (excluding T4) *
Age 20-75

ECOG PS 0-1

No prior therapy

* Based on The 7th UICC-
TNM classification

PS performance status

DCF

5-FU 750 mg/m? d1-5, 22-26, 43-47
cisplatin 70 mg/m?2 d1, 22, 43
docetaxel 70 mg/m? d1, 22, 43

CF-RT

5-FU 1000 mg/m? d1-4, 29-32
cisplatin 75 mg/m? d1, 29
radiation 41.4Gy/23fr

m
p— ]
3§
3%
:-ﬂ’
o Q
nm
o3
3 0
23
(2]
- <
[e]
3+
< O

2

o . o e s oo
NCCN <3 cm, well - {for i
differentiated)®
cT2, N0
(high-risk lesions: p
lymphovascular u s (ESOPH-5
sce invasion [LVI], = lor
23 cm, poorly
differentiated) - N Follow-up
cT1b—<T2, N+ or (ESOPH-9)
cT3—cT4a, Any N
Response Assessment
(ESOPH-5)
or
cT4pP —————»
Consider chemotherapy alone in the setting of invasion of
trachea, great vessels, vertebral body, or heart®
(See Palliative Management [ESOPH-10])

A Numberof Median overall survival,
patients years (95% Cl)

—— NeoCF 199 56 (3-910 NE)
— NeoCF+D 202 NR (67 to NE)

HR 0-68, 95% Cl 0-50-0-92; stratified log-rank test,
one-sided p=0-006

72:1% | 3years

100

80
60
40

Overall survival (%)

20

o

Number at risk
(number censored)
NeoCF 199 178 143 123 98 66 38 19 4 0
© @ @ @ @6 (69 (64 (82) (97) (101
NeoCF+D 202 182 156 143 13 82 56 26 8 0
© ©@ @ @ @) (49 @6 (@03 (1200 (128)

C Numberof Median overall survival,
patients years (95% Cl)

— NeoCF 199 56 (3-9to NE)
—— NeoCF+RT 200 7.0 (5-2to NE)

HR 0-84, 95% Cl 0-63-1-12; stratified log-rank test,

100 one-sided p=0-12
'
g 20 683%i 3years
= A R
2 60 v
: 62.6%;
2 :
?E 40 :
& 20 — NeoCF 3
—— NeoCF+RT :
0t T T t T T T T T 1
0 1 2 3 4 5 6 7 8 9

Number at risk Time after randomisation (years)

(number censored)
NeoCF 199 178 143 123 98 66 38 19 4 0
©) 1) (1) (2) (16) (39) (64) (82) (97) (101)
NeoCF+RT 200 182 151 133 111 79 47 19 4 0
(0) © @ @ (@9 €3 (67 (94 (107) (111

Mayanagi S, et al. Ann Gastroenterol Surg 2019
Kato K, et al. Lancet 2024
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Impact of centralization on key metrics, outcomes, and patterns of care at the Irish National Centre
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A Comparison of Overall Survival in entire cohort in both time periods
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Comparison of Overall Survival in both time periods following neoadjuvant therapy
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1
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784
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1

222

46

79

354

32
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3

381
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56
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3
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101

60

5

256

46

45

359

52

57

5

95

26

31

149

72

40

TID

INCREASED DECREASED

Operative morbidity and mortality

Endoscopic treatment

Neoadjuvant treatment

Recurrence rates

Donlon NE, et al. Ann Surg 2024
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Figure S2. Rationale for treatment selection across treatment groups.

Treatment selection rationale by strategy
Chi?=15.62, df=6,p =0.0159

3.9%
Tumor site
Group
Toxicity profile " . Neoadjuvant chemoradiotherapy
0.5%
. Perioperative chemotherapy

3%
Patient comorbidities

Histological type

Department Protocol
63.6%

Main reason for treatment selection

= . =]
|

12.8%
Clinician's prior experience
10.3%

246%
Clinical stage

20 40 60
Percentage (%)

Figure S3. Adjusted probability of receiving nCRT versus perioperative CT over time based on a
mixed-effects logistic regression with spline modeling of treatment year.

Adjusted probability of receiving nCRT vs perioperative CT over time
Spline-based mixed-effects model (random intercept by hospital)

0.75
CROSS trial
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ASCO 2010 The Lancet 2019
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-8 NEJM 2021
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k3]

2
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ESMO 2020

Likelihood ratio test: x2 = 11.5, df = 3, p = 0.009 )
Neo-AEGIS trial
The Lancet 2023
0.00

2009 2011 2013 2015 2017 2019 2021 2023 2025
Year of treatment

AGAMENON — SEOM Registry

TID

Mateos L, et al. Br J Cancer 2025 (in press)



MTB: AUDIT

SIMPOS|O
NNNNNNN
mmmmmmm

i 1928\

@ ONCOLOGY

The NEW ENGLAND
JOURNAL of MEDICINE

GRUPO ..
ESPANOL
EURECCA

URE @A
C
I I i ’ EUROPEAN REGISTRATION OF CANCER CARE

ccccccc

SEOM

Sociedad Espanola
de Oncologia Médica

Patient
Reported

Patient |Outcomes

Reported Measures
Experience
Measures




MTB: AUDIT

() ANNALS o
B3 ONCOLOGY | J JOURNAL oF
o NCOLOGY Sociedad Espafiola

de Oncologia Medlca

AREAS
TO BE
IMPROVED

GGGGGG Outcomes
s Ao fa\LO | |otent %
r URE @A = \QJ .@ Experience




FACTORS

Decisive factors for
selecting optimal
treatment

HEALTHCARE
SYSTEM

SSSSSSSSS



HEALTHCARE SYSTEM

SIMPOSIO
INTERNACIONAL
INTERNATIONAL
SYMPOSIUM
‘ff'{"ﬁ’ ﬁ

MULTI -
DISCIPLINARY
BOARDS

OUTPATIENT

HEALTHCARE
HUMAN
RESOURCES

ELECTRONIC
HEALTH
RECORDS

HEALTHCARE
SYSTEM

CLINICAL
PATHWAYS

CONINUUM
OF CARE

INPATIENT

CONTINUING
MEDICAL
EDUCATION

HEALTHCARE
FACILITIES &

EQUIPMENT
SURGERY

RADIOTHERAPY

EQUITABLE

TREATMENT

OPPORTUNITIES CMT - 10 -

TARGETED

HOMECARE CLINICAL
TRIALS



SPANISH PUBLIC HEALTHCARE SYSTEM Kl
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Lancet Oncology Comission

Amid unprecedented scientific progress in
oncology, a growing body of evidence reveals a
parallel and profound crisis in the human
experience of cancer care.

This Commission identifies a growing imbalance
between technological innovation and the
human dimensions of cancer care. As the field
has increasingly prioritised biopharmaceutical
development, genomic precision, and market-
driven efficiencies, it has often neglected core
practices that uphold dignity, alleviate suffering,
and build trust.

Rodin G, Lancet Oncol 2025
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CLOSING REMARK L E

A rigorous evaluation of the disease, considering patient attitude and aptitude,

within an constantly updated MTB, and an enabler healthcare system,
are decisive factors for selecting the optimal treatment of MO esophageal SCC.

DISEASE PATIENT

Decisive factors for
selecting optimal
treatment
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TUMOUR BOARD SYSTEM
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Optimal treatment of MO0 esophageal squamous cell carcinomas
decisive factors in selection.

iGRACIAS!

Javier Gallego Plazas, MD, PhD.
Medical Oncology Dpt.
Hospital Gral. Univ. Elche

Vilhelm Hammershgi 1901

)



	Diapositiva 1
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30
	Diapositiva 31
	Diapositiva 32
	Diapositiva 33
	Diapositiva 34
	Diapositiva 35
	Diapositiva 36
	Diapositiva 37
	Diapositiva 38
	Diapositiva 39
	Diapositiva 40

