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adenocarcinomas Tumores de la unién eséfago-gastrica
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TUMORES ESOFAGO-GASTRICOS




©
(@R
&
)
)
O
E
-
@




PERIOPERATORIA



TRATAMIENTO NEOADYUVANTE

Quimioterapia perioperatoria
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Quimioterapia
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TreaTMENT GROUP

CHEMOTHERAPY
PLUS

- 440 pacientes (54% ADC); Esofago SURGERY - SURGERY

Cirugia

Cirugia

X2

Quimioterapia
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38%

- n° desconocido de tumores UGE

Features oF CHEmMOTHERAPY DELIVERY

Preoperative cisplatin—fuorouracil
igible
Adequate chemotherapy data
Received all three cycles
Received two cvcles
Received one cycle
Received none
Portion of planned preoperative
dose administered
First cycle
Second cycle
Third cycle
Postoperative cisplatin— fluorouracil
Eligible
Received both cycles
Received one cycle
Received none

Eligible, with adequate
follow-up data (no.)

Epidermoid cancer
Adenocarcinoma

MNo. oF
Paments CispLatin FLuorouraciL

percent of planned dose

KelsenDPetal.N EnglJ Med 1998; 339:1979-84



Chemotherapy plus surgery (n=213)

Surgery (n=234)

mOS: 14,9 vs 16,1 meses p= 0,53

Overall Survival (%)

Surgery (n=227) Chemotherapy plus surgery (n=233)
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Years after Randomization Years after Randomization

Mo. OF PATIENTS AT RiSK No. OF PATIENTS AT Risk

Chemotherapy 136
plus surgery

Surgery 138

Chemotherapy 80
plus surgery
Surgery 67

RP: 2,5% de los pacientes del brazo de QT

CHEMOTHERAPY
SURGERY  PLUS SURGERY
no. of patients (%) SG1la SG2a SG3a
E:E': pavenss QT+ Cirugia | 59% | 35% | 23%
Resections achieved* o Cirugia 60% 37% 26%

135 (59)

1)
24 (11)

KelsenDPetal.N EnglJ Med 1998; 339:1979-84



TRATAMIENTO NEOADYUVANTE

Quimioterapia neoadyuvante SGroup  CS Group Total
) im = 4032) (n = 400] N = 802
Pretreatment Patient _— — —
Characteristic Mo, g Mo. ke Mo. k-
Age, years
= i 0) 0) . 5 < B0 156 388 160 400 216 394
802 pacientes (67% ADC, 31% SCC); Esofago Sy e B B o
. . . . =70 79 19.7 86 215 165 208
- 73,6% tercio inferior y cardias (10,4%) Median 63 63 63
Range 3080 3684
Sax
Mala j=ls 744
Female 13 256
Site of turmor
Upper third 10 | 5
Middla third 2 i
Lower third - 3
/ \ Cardia . , ; 1
Sguamous . 30 ! :
1 1 1 1 1 Adenocarcinoma : ) 53
QU U1l IOterap = CI [L g 2L Undifferantiated . 2.
Mot known 1 R 3
Degres of dysphagia
0 : A % ;
.9 y ! i
2
£ 9 b £
A ! :
X2 Mot recorded
WHO performance status
0 66.3
c < 1 na
Cirugia 5 5 a
3 0.3

MRC OEQO2.Lancet2002; 359: 1727



» A HR = 0.84 {85% CI, 0.72 to 0.98)
HR =0.82 (85% CI, 0.71 to 0.95) F=.03

P=.003
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12 2a 33 43 80 72 84 9% 12 24 36 48 60 72 84 896

Time Since Landmark (months) Time Since Random Allocation (months)

i Mo. at risk
No. &t risk 8 402 213 132 093 69 49 44 20
50

5 402 121 a3 B5 50 a1 32 1 17 C5 400 232 254 1189 BS T0 ; 27 £ /
A0 162 1% BS &7 . ] 4 33 1

l { QT u 0, (0) 0,

o] W0 Cirugia | 58% 14,39 23%

| " Cirugia | 68% 26,4% | 17,1%

p-valor

Survival Probability

Time Since Surgery (years)

205 182 122 og 78
3B 24 13 B
12 6 4 4 2
[ 1 0

AllumWHetal.J Clin Oncol 2009; 27: 5062-7



TRATAMIENTO NEOADYUVANTE

Quimioterapia perioperatoria

SN

Quimioterapia

2|

Cirugia

.|

Quimioterapia

Cirugia

- 503 pacientes (100% ADC; 27% UGE Siewert | y II; 73 % Estomago).

- Disminucién de tamanio tumores resecados:

- 3 vs 5¢cm; p<0,001
-T1y T2 (52% vs 37%); p=0,002

Perioperative-Chemotherapy Group  Surgery Groug
[N=250) [N=253)
ariable ) ) number of patients/total number (percent)
Pathology reports
Tumor stage (all patients)
27/172 (15.7) 16/193 (8.3)
62/172 (36.0) 55/193 (28.5)
75/172 (43.6) 106/193 (54.9)
Modal status (patients with gastric cancer)

NO 42/135 (31.1) 42156 (26.9)
N1 (<7 nodes involved) 72/135 (53.3) 68,156 (43.6)
N2 (7-14 nodes involved) 19135 (14.1) 34/156 (21.8)
N3 (>14 nodes involved) 2/135 (1.5) 12156 (7.7)

Cunningham Detal.N EnglJ Med 2006; 355:11-20



Toxicidad: Neutropenia23% (G3-4 <12%)

Perioperative
chemotherapy

Progressionfree Survival

P=0.001

Mo. at Risk
Perioperative > )
Sujgg;mheraw ) Soloel42% delos pacientes completan el protocolo

Perioperative

E
3
a
E
8

No. at Risk

Perioperative
chemuotherapy

Surgery 253

Cunningham Detal.N EnglJ Med 2006; 355:11-20



TRATAMIENTO NEOADYUVANTE

Quimioterapia perioperatoria

N

Quimioterapia

X2-3 l

Cirugia

X3-4 l

Quimioterapia

Cirugia

50%

- 224 pacientes (100% Adenocarcinoma)

» Esofago distal (11%), UGE (64%), Estdmago (25%),-

» Todos tumores potencialmente resecables.

Tabla 2 Grade 2 to 4 Toxicity Occurring During Preoparative Chamotherap

[CS group, n = 109)

WHO Grade 210 4
Toxicity

Leukopeniz
Thrombocytopenia
Mausaafvomiting
Cardiotoxicity
Mucositis
Diarrhea
Meurotoxicity
Mephrotoxicity
Fever
Ototoxicity
Othear

Abbreviation: C5, perioparative chemotherapy and surgery.

Va

MarcYchouetal.J Clin Oncol 2011; 29:1715-21




1.0+ 100 -
Log-rank F=.02 Log-rank F=.02
Hazard ratio = 0.68 Hazard ratio = 0.60
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Surgery Surgery
m Chemotherapy + surgery = Chamotharapy + surgery
T T T T l:l T T T T T T

0 1 2 3 - L 6 7 0.5 2 3 4

Time (months) Time (months)

MNo. at risk MNo. at risk

Surgery 1M 78 53 B 27 16 13 7 Surgery 111 &7 35 28 P 14 1
Chemotherapy Chemotherapy

+surgery 113 L3 1 +surgery 113 78 53 a4 34 25 17

CS Group
in =113

Pararmeter %

Eecurranca Bh
Locoragional only 14 12 g
Distant anly 35 20 42
Both 14 12 20
Death i 63.8
Cancer related
Surgery related 5 5

Dirug related 1 1*
Orthar

Abbraviations: CS, perioparative chemotherapy and surgery; S, surgerny.
*One of the patients who recaived postoperative chemotherapy.
*Q - k%
S; *NS

MarcYchouetal.J Clin Oncol 2011; 29:1715-21



TRATAMIENTO NEOADYUVANTE
Quimioterapia neoadyuvante

Quimioterapia — Cirugia

Cirugia
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Treatment o N
== Surgery alone 35 72
w CTx and surgery 32 72

Treatment o N
== Surgery glone 44 72
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Log-rank test F= 488 Log-rank test P= 2

Progression-Free Survival (%)

a

Time (years) Time (years)

Mo. at risk Mo, at risk

Surgery alone 20 n Surgery alons 8B 16 n
CTx and surgery 29 15 c'rfag - ! 5 i | 24 13

Schumacher Cetal.J Clin Oncol 2010; 28:5210-8
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esophageal carcinoma: an updated meta-analysis

1046

Heterogeneity: y'=15-77, df=9 (p=0-07); "=43%
Test for overall effect: Z=2-83 (p=0.005)

Squamous-cell carcinoma

Total

Adenocarcinoma
Subtotal

- Beneficio en Spv: 5,1% a 2 afos.

- NNT: 19

02 05
Favours chemotherapy

Surgery alone

(total)

0-2 0-5
Favours chemotherapy

Favours surgery alone

Favours surgery alone

Survival after neoadjuvant chemotherapy or chemoradiotherapy for resectable

Hazard ratio
{95%CI)
0.71(0-36-1.43)
1.22 (0-82-1-81)
0-97 (0-60-1.57)
1.61(0-79-3-27)
073 (0-53-1-00)
071(0-51-0-98)
1.05 (0-86-128)
0-85 (0-50-1-44)
0-84 (072-0-98)
0-63 (0-45-0-89)

0-87 (0-79-0-96

Hazard ratio
{95% CI)

SjoquistKM etal.LancetOncol 2011; 12: 681-92







Quimioterapia neoadyuvante

 Mejora Tasa de RO

 Incrementa la conversion de tumores irresecables en resecables



Quimioterapia perioperatoria

- Adenocarcinoma esofagico inferior/UG

- Pacientes “UNFIT”

- Sospecha de enfermedad micrometastasica



Cuanto mayor es la ignorancia, mayor es el
dogmatismo.

(William Osler)







« CDDP 50 mg/m? bisemanal.
*5FU 2000 mg/m? en 24h sem. -CDDP50mg/m? dia 1y 8

e Leucovorin 500 mg/m? en 1h sem. « VP16 80 mg/m?2 dias 3 a 5.

lciclo: 6 semanas *RT (30Gy en 15 sesiones)
- 126 pacientes con adenocarcinoma de la UGE T3-4 Nx MO.

L e RCp " Mortalidad " pacientessin

SG3a

ww postcirugia recidivalocal 3a

pvalr | | oo | o0 | 02 | 007 | 006 |

Stahl M etal J Clin Oncol 2009; 27: 851-6
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Overall Survival (probability)
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Time (months)
Mo. of patients at risk
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) _ Time (months)
Mo. of patients at risk

pMO 45 42 30 14
pMs 34 28 13 4

Table 3. Pathohistologic Results
Arm A Arm B

Treatment . % . o

Patients with resection 100.0 100.0
pTO MO MO 2.0 156
pT1-4 NO MO 347 489
pT0-4 NO MOt 368.7 64.4
pT0-4 NO MO 36.7 64.4
pTall N+ MO b5.1 311
pTall N+ M1 8.2 45

*Fisher’s exact test.

pT1-4 NO MO.

- OS a 3 anos:

tBold text indicates data summarized from patients with pTO NO MO and /
RO ypNO vs N1: 64,2% vs 38,8%; p = 0,001

ypNO (Avs B): 56,9% vs 68,1%;p =0,94

Stahl M etal J Clin Oncol 2009: 27: 851-6



Australiano

-CDDP 80 mg/m? dia 1
-5FU 1000 mg/m?/dia en 96h -CDDP 80 mg/m?2 dia 1
cada 3 semanas. -5FU 800 mg/m?/dia en 96h
-35Gy (15 sesiones)

Cerrado prematuramente por bajo reclutamiento
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Fig. 2 - Progression free survival.

Treatment
Chemaradiation
* Chematherapy

Median TTP (meses)
Median OS (meses)

Spv 3a
Spv 5a

RecurrenciaLR/D

QT

14

29
49%

36%

0.00 12.00

Months

CET 39 39 39 36 28
T in 0 36 33 27

Fig. 3 - Overall survival.

QT/RT p
26 0,37
32 0,83

52% 0,97
45% 0,60
- ns

Treatment
Chemaoradiation
#% Chematherapy

2400 36.00 48.00 60.00 7200

Burmeister BH et al

.Eur J Cancer 2011;47: 354-60
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