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Cáncer de esófago 

Cáncer de estómago y unión gastroesofágica 
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Esófago 

• Tubo muscular que conecta  
    faringe con estómago 
• 30 cm largo 
• Transporta el bolo alimenticio  
    desde la orofaringe hasta el estómago 

(peristaltismo) 
• En la unión gastroesofágica hay un esfínter 

que evita el reflujo 

Presenter
Presentation Notes
El esófago es un tubo largo y recto que conecta la boca con el estómago. Mueve la masa de alimento mediante contracciones rítmicas llamadas peristalis hacia el estómago.




Cáncer de Esófago 
Generalidades 

 9º Tumor más frecuente 
 
 6º  causa más frecuente de muerte  
        relacionada con el cáncer a nivel mundial 
 
 Carcinoma epidermoide y Adenocarcinoma (>90%) 
 
 Hombres>Mujeres  
 

 Mal pronóstico 

Presenter
Presentation Notes
Esophageal cancer carries a significant and increasing worldwide healthcare burden, accounting for an estimated 455,800 new cases of cancer annually.[Pennathur 2013; Torre 2015] It is the ninth most common malignancy and the sixth most common cause of cancer-related mortality worldwide,[Global Burden 2015] with an overall 5-year survival rate of only 15% to 25% globally,[Pennathur 2013] 20% in the United States,[Siegel 2015] and 12% in Europe.[Anderson 2015] In the United States, an estimated 16,980 new cases of esophageal cancer accounted for approximately 1% of all new cancer cases and led to an estimated 15,590 deaths and in 2015. Annual rate of increase of esophageal adenocarcinoma is approximately 6% for both sexes[H

The 2 most common histologic subtypes of esophageal cancer are squamous cell carcinoma and adenocarcinoma, which account for more than 90% of all disease. There are rarer cases of small-cell carcinoma and, rarer still, lymphoma or sarcoma of the esophagus. Geographic variation in the incidence of esophageal cancer is great; squamous cell carcinoma is more common in the endemic regions of the world, such as Asia and southern and eastern Africa, whereas adenocarcinoma is more common in nonendemic areas, such as North America and Western Europe.

Mal pronóstico ( supervivencia a los 5 años tras cirugía 30-55%, mediana de supervivencia si afectación a distancia de <1 años)Chang 2008; Van Cutsem 2008; Mariette 2007]

Esophageal cancer also occurs more in developing countries than in developed nations.[Global Burden 2015; Torre 2015] The highest-incidence regions of the world, which include central and east Asia and sub-Saharan Africa, have more than 9-fold the esophageal cancer of the lowest-incidence regions (which include Latin America, northern Africa, and the Middle East) among men, and more than 19 times the incidence for women.[Global Burden 2015] Moreover, the risk increases with age; the median age at diagnosis is 67 years of age.[Daly 2000;Zhang 2013a]
Worldwide, SCC is the more predominant histologic type of esophageal cancer; its incidence increases with age and peaks at approximately 70 years of age. The incidence of SCC is 3 times higher in black patients than in white patients,[Cook 2009] whereas ACs are more common in white men.[Lagergren 2013] SCC tends to be evenly distributed between the middle and distal esophagus, with the cervical esophagus being an uncommon site; AC is more common in the distal esophagus.[Enzinger 2003] Since the 1970s, there has been a major epidemiologic shift in the geographical incidence of histologic subtypes. AC of the gastroesophageal junction (GEJ), proximal stomach, and distal esophagus has been increasing in incidence by 5% to 10% per year[Enzinger 2003] and now represents the predominant esophageal cancer subtype in the West.[Zhang 2013a] The incidence of AC now exceeds that of SCC in the United States, Australia, the United Kingdom, and some western European countries (including Finland, France, and the Netherlands).[Pennathur 2013]






Factores de riesgo 
CARCINOMA EPIDERMOIDE 

• TABACO  
• ALCOHOL 
• Irritación crónica: Acalasia, 

irritantes químicos 
• Edad 
• Varones>Mujeres 
• Raza negra 
• Sdm Plummer-Vinson 
• Tilosis 
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Presentation Notes
Sdm Plummer Vinson: Anemia ferropénica, membranas esofágicas, mucositis
Tilosis: condición hereditaria hiperqueratosis palmoplantar 



Factores de riesgo 

ADENOCARCINOMA 
• OBESIDAD 
• Reflujo gastroesofágico 

(Cambio epitelio escamoso a 
cilíndrico) 

• Esófago de Barret (Lesión 
premaligna) 

• Diabetes 

Presenter
Presentation Notes
BE is a premalignant condition and is the main risk factor for the development of AC.[Runge 2015] This metaplastic condition develops in approximately 3% to 15% of patients with GERD

GERD is common in the Western world, affecting up to 40% of the adult population.[Armstrong 2014] GERD is seen more commonly in obese patients. Increased body mass index and increased metabolic activity of visceral fat are ways in which obesity and GERD can lead to a change of the normal distal esophageal epithelium from squamous to columnar/glandular epithelium or AC



Síntomas 

• Dificultad o dolor al tragar 
• Pérdida de peso 
• Regurgitación del alimento 
• Ronquidos 
• Palpación de “masa” en abdomen 
• Sangrado 

Presenter
Presentation Notes
Dysphagia or odynophagia and unexplained weight loss most common symptoms[Pennathur 2013; NCI]; other symptoms include vomiting and hoarseness




 

 
 

- Historia 
- Examen físico 
- Análisis completo de sangre 
- Esofagogastroscopia 
- Radiografía con bario 
- TAC 
- Eco endoscopia 
- Broncoscopia 
- PET 

DIAGNÓSTICO 



 

Presenter
Presentation Notes
Rx bario: beber un líquido q continee bario, reviste el esófago y estómago y se tomarn Rx
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Presentation Notes
endoscopic ultrasound is the modality of choice to stage local disease, that is, depth of tumor invasion and presence of regional lymph nodes.
Lymph nodes can be pathologically staged by using endoscopic ultrasound with fine-needle aspiration.  
Endoscopic ultrasound has consistently proved superior to CT, MRI, and PET scanning in providing regional tumor/node/metastasis (TNM) staging.



 

Presenter
Presentation Notes
Inyección de un radiofármaco (glucosa marcada). Focos de crecimiento celular anormal. Fusión de imágenes de PET y TAC. Mide la actividad metabólica.
Estadiaje ganglionar y a distancia.

Staging with PET scanning can result in a change in treatment plan in up to approximately 20% of patients, particularly in identifying metastatic disease not appreciated on CT scanning.




 
FIBROBRONCOSCOPIA 

Presenter
Presentation Notes
Tubo a través de boca o nariz a tráquea y pulmones. Tumores de tercio superior y medio. Sospcha de afectación traqueal. Previa a cirugía.
Preoperative bronchoscopy is reserved for patients with potentially resectable disease located above the carina, usually squamous cancers, and no evidence of metastasis to rule out airway invasion. 





 

ESTADIAJE 

“TNM” 
 
T= Tamaño 
 
N= nº ganglios regionales 
 
M= metástasis a distancia 

Pronóstico 
 
Posibilidades terapéuticas 
 
Se tiene en cuenta el estado general del 
paciente, edad y enfermedades 
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Presentation Notes
Inyección de un radiofármaco (glucosa marcada). Focos de crecimiento celular anormal. Fusión de imágenes de PET y TAC. Mide la actividad metabólica.
Estadiaje ganglionar y a distancia.






 

ESTADIAJE 

Presenter
Presentation Notes
Estadio 0: también denominado carcinoma in situ. El cáncer se localiza sólo en la parte más superficial de la mucosa esofágica, sin sobrepasarla.
Estadio I: Tumores bien diferenciados, sin infiltración ganglionar locorregional por metástasis, que alcanzan como máximo la capa adventicia*.
Estadio II: El tumor no alcanza la capa adventicia, asociando un máximo de dos ganglios linfáticos locorregionales infiltrados por metástasis; ó alcanza sin sobrepasar la capa adventicia sin presentar ganglios linfáticos con metástasis*.
Estadio III: El tumor afecta a la capa adventicia, asociando un máximo de 2 ganglios linfáticos locorregionales infiltrados por metástasis; ó presenta afectación ganglionar con más de 2 ganglios infiltrados *.
Estadio IV: El tumor se ha extendido a distancia, a otros órganos del cuerpo.
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A minority of patients presents with stage T1N0 and have a higher cure rate from surgery or endoscopic therapy alone, but recurrence rates may exceed 20% to 30% even in this early-stage population.
However, most patients present with at least T3 disease (that is, invasion through the muscle lining into adventitial tissue, or node-positive disease) and long-term survival is poor. In such patients with locally advanced disease, multimodal therapy (combined chemotherapy and radiotherapy before surgery) is preferred to surgery alone. Fewer than 60% of patients with locoregional disease can undergo a “curative” resection, and long-term survival with surgery alone ranges from 20% to 30%.[Paul 2014] At best, survival with multimodal therapy approaches 30% to 40% at 5 years. Even in patients who complete multimodal therapy, the initial disease stage affects survival after complete pathologic remission from preoperative chemoradiation.[Kim 2009] 
Distal esophageal tumors with evidence of high mediastinal or paratracheal nodes, although regional according to AJCC staging, may represent metastatic disease, which would not be treated with primary surgical intervention or radiotherapy.

Most patients with esophageal cancer present with distant metastatic disease and are primarily treated with palliative chemotherapy alone. Poor prognostic factors in this patient group include weight loss of  > 10%, advanced age, and dysphagia. Clinicopathologic variables, such as raised alkaline phosphatase, peritoneal metastases, and performance score, also correlate with outcome.[Fein 1985; Chau 2004]
In one group of patients with esophageal adenocarcinoma who had a pathologic CR to neoadjuvant therapy, higher rates of disease recurrence were predicted by high-grade adenocarcinoma at biopsy (HR: 2.19; 95% CI: 1.22-3.94; P < .01), involvement of the GEJ (HR: 2.37; 95% CI: 1.11-5.06; P = .026), and incomplete histologic examination of the tumor bed (HR: 2.19; 95% CI: 1.22-3.94; P < .01). Complete histologic examination of the tumor bed predicted lower rates of recurrence (HR: 0.42; 95% CI: 0.21-0.82; P = .011) and disease-specific mortality (HR: 0.40; 95% CI: 0.22-0.70; P < .01).[Agoston 2015]




 
GOLD STANDARD 
 

Pacientes “fit” 
 
Estadios iniciales. 
 
Suficiente si no afectación 
ganglionar 
 
En enfermedad locorregional o 
localmente avanzada tratamiento 
con QT PERI cirugía o QT+/-RT 
previo a la cirugía 
 
Si enf residual QT+/-RT 
 
Abordaje a través del tórax o 
abdomen 
 
 

CIRUGÍA 

Presenter
Presentation Notes
http://player.slideplayer.es/27/9120165/#
Surgery is the gold standard for treating resectable disease and may be curative[NCCN; Varghese 2013]
Median survival with surgery alone ranges from 13-19 months; survival at 5 years is 15% to 39%[Hulscher 2002; Enzinger 2003]
Multimodality therapy with neoadjuvant chemotherapy, radiotherapy, or chemoradiotherapy can improve survival
Resection is optimal treatment for local disease/adenocarcinoma
Chemoradiation alone acceptable for squamous cell carcinoma
2 main approaches for esophagogastrectomy are transthoracic (an Ivor-Lewis operation) and transhiatal (with no thoracotomy)
Choice of approach based on location of primary tumor, patient fitness, and abdominal surgery history
Robot-assisted minimally invasive esophagectomy shown to be safe and feasible, and minimally invasive surgery associated with good outcomes




 
 

RADIOTERAPIA 

RADIOTERAPIA+QT “Definitiva”: 
• Carcinoma EPIDERMOIDE 
• Pacientes no operables 
• Localizacion CERVICAL 
 
RADIOTERAPIA+QT “Neoadyuvante” (=antes de Cirugía) 

• Enfermedad locorregional o localmente avanzada 
 
RADIOTERAPIA+/-QT “Paliativa”  
• Síntomas 
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Presentation Notes
RT can be given in definitive, preoperative, postoperative, or palliative settings
Demonstrated survival advantage of RT vs surgery alone,[Nieman 2013b] chemoradiation vs surgery alone,[van Hagen 2012] and chemoradiation vs RT alone[Cooper 1999]
Increased risk of heart disease deaths among RT patients[Frandsen 2015]
When used as curative treatment, RT should be given with concurrent chemotherapy[NCCN]
Preoperative chemoradiation reduced locoregional recurrence and peritoneal carcinomatosis[Oppedijk 2014]
No survival advantage with preoperative RT vs surgery alone with squamous cell carcinoma[Arnott 1998]
Primary RT without chemotherapy reserved for palliative care of nonsurgical candidates who are not fit for chemotherapy
Adjuvant RT improves local control in patients who underwent palliative resection[Mariette 2007]

Locoregional Disease: The optimal treatment for localized disease, especially adenocarcinoma, is surgery. In patients with squamous cell carcinoma, definitive chemoradiation without surgery is also an acceptable option because some studies show that survival at 5 years with chemoradiation and no surgery is similar to that in historic surgical series, although survival with CRT alone may be worse than with surgery alone in patients with adenocarcinoma.[Abrams 2009] In addition, phase III trials comparing primary chemoradiotherapy alone or followed by surgery failed to indicate a survival improvement with the addition of surgery despite improved local control.




 

QUIMIOTERAPIA 

• “NEOADYUVANTE” = Antes de la cirugía 
• “ADYUVANTE”= Después de la cirugía 
• “QT-RT Radical o definitiva” 
• “PALIATIVA” 
 Síntomas 
 Calidad de vida 

 
 



 
Tratamientos más empleados: 
 
• Cisplatino/5-FU + RT 
• Carboplatino/Paclitaxel + RT 
• Oxaliplatino/5-FU+ RT 
• Cisplatino/Irinotecán + RT 
 
• Cisplatino+Epirrubicina+5-FU 

Presenter
Presentation Notes
Chemotherapy is indicated for palliative treatment in selected patients, particularly for patients with AC who have a good PS [III, B]. Despite scarce evidence, treatment of advanced oesophageal AC is managed mostly according to the recommendations for gastric cancer [38]. Newer regimens based on oxaliplatin/fluoropyrimidine combinations are an alternative to the ‘classical’ cisplatin/5-FU schedule. Infusional 5-FU may be replaced by capecitabine if the swallowing of tablets is not compromised. Taxanes are recommended in first-line combinations or as monotherapy in second-line therapy. 

In SCC, the value of palliative chemotherapy is less proved. Cisplatin-based combinations showed increased response rates but no survival gain compared with monotherapy. Overall, results with palliative chemotherapy are inferior to those in AC



 
Carcinoma 

Gástrico y de la 
Unión 

gastroesofágica 



 
Ensanchamiento del tubo 
digestivo  de 8 a 11 cm de 
diámetro a continuación del 
esófago. 
 
100 millones de neuronas 
 
Almacena y procesa los 
alimentos y nutrientes una vez 
bien mezclados 
 
3 regiones: 

Fundus  
Cuerpo  
Antro 
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porción del aparato digestivo en el abdomen, excluyendo la pequeña porción de esófago abdominal. Funcionalmente se puede decir que almacena y procesa los alimentos y nutrientes consumidos, una vez bien mezclado en el estómago. Es un ensanchamiento del tubo digestivo de diámetro entre los 8 y 11 cm situado a continuación del esófago. Sirve para que el bolo alimenticio se transforme en una papilla que de ahí en adelante será llamada quimo. 



 
Clasificación Siewert-Stein 
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Presentation Notes
Los tumores de la unión esofagogástrica, dependiendo de sus características anatómicas topográficas basadas en la localización del centro del tumor, se clasifican en (clasificación de Siewert-Stein):
Tipo I: Es la lesión en la que el centro del tumor se localiza desde 1 cm. por arriba de la línea Z o unión gastroesofágica (zona donde la mucosa del esófago, rosado pálida, se convierte a un color rojo salmón propio de la mucosa gástrica), hasta de 5 cm. en sentido oral. También se denomina adenocarcinoma del esófago distal.
Tipo II: Se localiza desde 1cm por arriba de la línea Z hasta 2 cm. por debajo de esta,. También se conoce como Cáncer de Cardias propiamente dicho.
Tipo III: Se localiza desde los 2cm por debajo de la línea Z hasta 5 cm. en sentido caudal. También se denomina cáncer subcardial.

Tratamiento de Siewert tipo I y II, como el resto de tumores esofágicos.
Tratamiento de Siewert tipo III, como el gástrico

Although celiac nodes for a GEJ cancer are technically considered regional, their involvement portends a poor prognosis; immediate surgery in such patients is usually deferred and neoadjuvant therapy given first to generate a response

Laparoscopy is only recommended to improve staging accuracy in patients with locally advanced T3/T4 esophagogastric junction adenocarcinoma or Siewart type II or III esophagogastric tumors 




  

CÁNCER GÁSTRICO 
6º causa de muerte por cáncer a nivel mundial (4º en países 
En desarrollo) 

 
Casi un millón de casos nuevos a nivel global (2012) 

 
Alta mortalidad 
 

↓ Oeste Europa 
y Norte América 

Presenter
Presentation Notes
Almost one million (951 600) new cases of gastric cancer were diagnosed globally in 2012, resulting in ∼723 100 deaths [1]. Of these ∼140 000 cases and ∼107 000 deaths occurred in Europe [2]. Gastric cancer displays significant global variation in incidence; the highest rates are seen in Eastern Asia, Eastern Europe and South America, with lower rates in North America and Western Europe. 

A gradual decline in the incidence of gastric cancer has been observed in Western Europe and North America over the past 60 years and more recent declines in high-prevalence countries have also become apparent. 

This is epidemiologically distinct from the relative increase in tumours of the gastroesophageal junction, which are discussed in a separate guideline document.



Factores de Riesgo 
 

Antro gástrico y zona distal 
• H. pylori 
• Alcohol 
• Sal 
• Carnes procesadas 
• ↓Frutas y verduras 
 
     Asia del este 

Presenter
Presentation Notes
Risk factors for gastric cancer include male gender (incidence is twice as high), Helicobacter pylori infection, tobacco use, atrophic gastritis, partial gastrectomy and Ménétrier’s disease [3]. Regional variation in gastric cancer risk factors influences the most common anatomical subsites of disease. Distal or antral gastric cancers that are associated with H. pylori infection, alcohol use, high-salt diet, processed meat and low fruit and vegetable intake are more common in East Asia. 

Tumours of the proximal stomach (cardia) are associated with obesity, 

and tumours of the gastroesophageal junction are associated with reflux and Barrett’s oesophagus and are more common in nonAsian countries [4]. 





Factores de Riesgo 

Estómago proximal (cardias) 
• Obesidad 

Unión gastroesofágica 
• Reflujo/esófago de Barret 
      
   
 
 
 
 
 
 Países occidentales 
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Presentation Notes
Tumours of the proximal stomach (cardia) are associated with obesity, 

and tumours of the gastroesophageal junction are associated with reflux and Barrett’s oesophagus and are more common in nonAsian countries [4]. 




 

Factores de Riesgo 
• Agregación familiar: 10% 
• Predisposición genética hereditaria (1-3%) 
 Cáncer de colon hereditario no polipósico (Sd. 

Lynch) 
 Poliposis adenomatosa familiar 
 Cáncer gástrico difuso hereditario 
Adenocarcinoma gástrico y poliposis proximal 

del estómago 
 Síndrome de Peutz Jegher´s 

Presenter
Presentation Notes
Gastric cancer demonstrates familial aggregation in ∼10% of cases, and an inherited genetic predisposition is found in a small proportion of cases (∼1%–3%); relevant syndromes include hereditary non-polyposis colorectal cancer, familial adenomatous polyposis colorectal cancer, hereditary diffuse gastric cancer (HDGC), gastric adenocarcinoma and proximal polyposis of the stomach (GAPPS) and Peutz Jegher’s syndrome [5, 6]. 






  

ESTADIFICACIÓN 
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Presentation Notes
Laparoscopia diagnóstica (si dudas de afectación peritoneal por otras pruebas de imagen)



Diseminación 

 

DISEMINACIÓN 

- Invasión tejidos circundantes 
- Sistema linfático 
- A través de la sangre 
 

 
- Diseminación peritoneal 

• Ovarios: Tumor Krukenberg 

Presenter
Presentation Notes
Membrana que cubre la superficie interior del abdomen y forma varios pliegues que envuelven las vísceras.
Difícil de detectar en pruebas de imagen



 - Anamnesis 
- Examen físico 
- Análisis completo de sangre 
- Gastroscopia 
- TAC toraco abdomino pélvico 
- Ecoendoscopia (PAAF si adenopatías) 
- Laparoscopia diagnóstica 
- PET 

DIAGNÓSTICO 

Presenter
Presentation Notes
Laparoscopia diagnóstica (si dudas de afectación peritoneal por otras pruebas de imagen)



  CÁNCER 
GÁSTRICO 

QUIRÚRGICO 
(40%) 

ESTADIO I 
(1/3) 

ESTADIOS II y III 
(2/3) 

NO 
QUIRÚRGICO 

(60%) 

IRRESECABLE 
(50%) 

ENFERMEDAD 
METASTÁSICA 

(50%) 

 Con SÓLO cirugía, 60% van a recaer pese a resección completa 
 
 En tumores T1N0  es suficiente 

Presenter
Presentation Notes
For stage IB–III gastric cancer, radical gastrectomy is indicated.
Subtotal gastrectomy may be carried out if a macroscopic proximal
margin of 5 cm can be achieved between the tumour and the
gastroesophageal junction. For diffuse cancers, a margin of 8 cm
is advocated. Otherwise, a total gastrectomy is indicated [III, A].
Perioperative therapy is recommended for these patients

Sólo un 16%, curación tras cirugía R0



 

Tratamiento Enf  
Localizada 

1. QUIMIOTERAPIA PERIOPERATORIA 
 

2. QUIMIORRADIOTERAPIA POSTOPERATORIA 
 

3. QUIMIOTERAPIA POSTOPERATORIA 



 

Tratamiento Enf  
Localizada 

1. QUIMIOTERAPIA PERIOPERATORIA 
 

2. QUIMIORRADIOTERAPIA POSTOPERATORIA 
 

3. QUIMIOTERAPIA POSTOPERATORIA 



  

Objetivos QT 

Disminuir el volumen tumoral 
 
Control de enfermedad micrometastásica 
 
Testar la quimiosensibilidad in vivo 
 
Obtener mayor tasa de cirugía R0 
 
Aumentar la supervivencia libre de enfermedad y 

global del paciente 



 

 
QUIMIOTERAPIA PERIOPERATORIA 

 

• Adenocarcinoma gástrico, unión gastroesofágica 
 
• ≥T2 (Invasión muscular propia) 
 
• No metástasis o enf irresecable 
 
• Buen estado general 

 
 



 

 
QUIMIOTERAPIA PERIOPERATORIA 

 

 6 ciclos 
 Platinos, fluoropirimidinas y antraciclinas 
 Si persistencia enfermedad QT-RT 
 
ESQUEMAS 
 ECX x 3     Cirugía     ECX x3 
 CFx 2ó 3   Cirugía     CF x 4 ó 3 
 EOX x3      Cirugía     EOX x3 
 ECF x3       Cirugía      ECF x3 

Presenter
Presentation Notes
Since capecitabine avoids the need
for an indwelling central venous access device and is non-inferior
to 5-FU in the advanced disease setting [36], capecitabine-containing
regimens can also be suggested in the perioperative
setting (as ECX: epirubicin, cisplatin, capecitabine, in preference
to ECF)

Based on these studies, it may be reasonable to use any fluoropyrimidine–
platinum doublet or triplet before surgery, although
the strongest evidence is for cisplatin/fluorouracil ± epirubicin



 

Tratamiento Enf  
Localizada 

1. QUIMIOTERAPIA PERIOPERATORIA 
 

2. QUIMIORRADIOTERAPIA 
POSTOPERATORIA 
 

3. QUIMIOTERAPIA POSTOPERATORIA 



 

 
QUIMIORRADIOTERAPIA POSTOPERATORIA 

 

• Adenocarcinoma gástrico, unión gastroesofágica  
 
• Cuando es preciso CIRUGÍA DE ENTRADA  
 Tumores sangrantes 
 Dificultad extrema para deglutir… 
 

• ≥ T3 (serosa) y/o N+ 
 
• Cirugía completa 

 
 



 

 
QUIMIORRADIOTERAPIA POSTOPERATORIA 

 

• Protocolo “Mc Donald” 
• 5-Fu/LV RT+QT (2 ciclos 5-Fu/Lv) 5 FU/LV 
 
 

 
 



 
Tratamiento Enfermedad Avanzada o 

metastásica 
en el Cáncer Gástrico 



 

Tratamiento Enfermedad 
Avanzada o metastásica 

OBJETIVOS: 
 

1. Aumentar la supervivencia 
2. Control del tumor 
3. Control de síntomas 

 
 



 
TERAPIA DIRIGIDA O DIANA 
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Presentation Notes
anticuerpo monoclonal humanizado semejante a los anticuerpos que produce el organismo de forma natural para protegerse de las infecciones por virus y bacterias. Los anticuerpos monoclonales son proteínas que reconocen específicamente y se unen a otras proteínas únicas del organismo llamadas antígenos. El trastuzumab se une selectivamente al receptor de tipo 2 del factor de crecimiento epidérmico humano (HER2). El HER2 se sobrexpresa en la superficie de algunas células cancerosas y estimula la proliferación de éstas células. Cuando el trastuzumab se une al HER2 inhibe la proliferación de éstas células.

El posible valor pronóstico del oncogén HER2 en el carcinoma gástrico es un tema controvertido1,22—24. Aunque históricamente la sobreexpresión/amplificación de HER2 se ha considerado un rasgo de mal pronóstico al asociarse con un diagnóstico en estadios más avanzados, con afección ganglionar o con menor sobrevida tras la cirugía, los estudios más recientes parecen cuestionar este carácter negativo10 . Queda por explicar si la mejor supervivencia obtenida con quimioterapia estándar en pacientes con sobreexpresión/amplificación de HER2 está relacionada con la propia alteración molecular o el mayor porcentaje de casos de tipo intestinal entre ellos o se debe a factores aún no conocidos. 
En cuanto al valor predictivo de HER2 en la respuesta a los tratamientos biológicos dirigidos al receptor, únicamente el ensayo ToGA ha demostrado una clara asociación entre la alteración y la respuesta




 

Tratamiento Enfermedad Avanzada o 
metastásica 

 
“Terapia dirigida anti-HER2” 

 Adenocarcinoma gástrico, UGE metastásico 

 HER2+  
 Buen estado general 

 
Esquemas: 
PX-Trastuzumab 
PF Trastuzumab 
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Se realizan 6 ciclos de QT seguidos de Trastuzumab monoterapia hasta progresión o intolerancia.



 

Tratamiento Enfermedad Avanzada o 
metastásica 

 HER2- 
 Buen estado general 

 
Esquemas: 
DCF                 FOLFOX 
EOX                 XELOX 
PX o PF           Capecitabina 
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La duración de la QT No está clara en pacientes respondedores. Hasta intolerancia o progresión.



 

Tratamiento Enfermedad Avanzada o 
metastásica 

 
 

INHIBICIÓN DE LA 
ANGIOGÉNESIS 
(Formación de neovasos) 
 

Ramucirumab- 
(Ac anti VEGFR-2) 
+ Paclitaxel 
 

•Progresión a 1º L 
enfermedad avanzada 
con Cisplatino y/o 5-FU 
 

•Buen estado general 

Presenter
Presentation Notes
Ramucirumab es un anticuerpo monoclonal humanizado IgG1 dirigido contra el receptor 2 del factor de crecimiento del endotelio vascular (VEGFR-2). 

En cáncer de estómago tanto VEGFs como el receptor 2 (VEGFR-2) están sobrexpresados y esto podría ser un biomarcador de la agresividad tumoral. Sin embargo, hasta ahora no se han identificado biomarcadores predictivos de la actividad de ramucirumab

Estudios RAINBOW y REGARD

Progresión a la primera línea de QT para enfermedad avanzada con cisplatino y/o 5FU

Existe incertidumbre sobre el uso de ramucirumab en pacientes HER2+



 
Tratamiento Enfermedad 
Avanzada o metastásica 

 
Otros esquemas 
1. Irinotecán 
2. Docetaxel 
3. FOLFOX 
4. XELOX 
5. FOLFIRI 
6. Tegafur 
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A partir de 3º L, no aumento en la supervivencia



 Cáncer de Colon 



Última porción apto 
digestio 
 
Long 1,5 m y 6,5 cm 
de diámetro 
 
Extrae agua, sal y 
residuos sólidos antes 
de ser eliminados 
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Presentation Notes
 última porción del aparato digestivo ; extrae agua y sal de residuos sólidos antes de que sean eliminados del cuerpo.
cuatro secciones: el colon ascendente, el colon transverso, el colon descendente, y el colon sigmoideo. El colon, el ciego y el recto componen el intestino grueso.1



 

Cáncer colorrectal 
 Tumor más frecuente en España entre ambos sexos (4º 

causa muerte  rel con cáncer) 
 
 Edad media 72 años 
 
 Aumento en la supervivencia en los últimos años (el 

doble que hace 20 años) 
 

 Descenso en el número de casos  (aumento en <50 años) 
 

 Tipo más frecuente: ADENOCARCINOMA 
 

 
 

Presenter
Presentation Notes
Over the
last decade in particular, the clinical outcome for patients with
metastatic CRC (mCRC) has improved. Today, the median
overall survival (OS) for patients with mCRC being treated both
in phase III trials and in large observational series or registr
Today, the median overall survival (OS) for patients with mCRC being treated both in phase III trials and in large observational series or registries is ∼30 months and more than double that of 20 years ago.

Descenso en el número de casos y mortalidad en las últimas décadas debido al screening, Dx y tratamiento.

Gradient of incidence and mortality between North Western and South Eastern Europe has been observed: new CRC cases increased in historically low-risk areas such as Spain and Eastern Europe [3]. This growing incidence reflects modifications in lifestyle behaviours and their consequences related with ‘westernisation’ such as obesity, physical inactivity, heavy alcohol consumption, high red meat consumption and smoking



 

Factores de riesgo 

 
 

 Enfermedad inflamatoria intestinal (Enf Crohn, 
colitis ulcerosa) 

 Tabaco 
 Carnes rojas y procesadas 
 Alcohol 
 Diabetes 
 Poca actividad física 
 Obesidad 
 Déficit Calcio y Vitamina D 
 Herencia (2-4%) 
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Estudios prospectivos han demostrado que bajos niveles de Vit D están asociados con aumento en mortalidad en cáncer colorrectal.
Estudio de un estudio prospectivo doble cielgo aleatorizado demostró que la suplementación con Vit D y calcio no tenía efecto en la recaída de adenomas en pacientes que le han realizado resección de adenomas.
Ningún estudio a día de hoy ha demostrado si la suplementación de calcio y vit D mejor los resultados en pacientes con cáncer de colon.



 
Factores protectores 

• Dieta saludable 
 
• Ejercicio  

 
• Vida activa 

 
• Aspirina? 

 
• Metformina (Diabetes) 

 
• Productos lácteos? 

Presenter
Presentation Notes
Parece que leche no fermentada protectora para Ca de colon (no recto) en varones, no asociación en mujeres.
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Etapas previas a la malignización del tumor



 

Pólipo 

 
 
 • Tumoración que se proyecta en al superficie 
de la mucosa y es visible a la luz intestinal 
 

NEOPLÁSICOS 
•Adenomas tubulares 
•Adenomas tubulovellosos 
•Adenomas vellosos 

NO NEOPLÁSICO 
•Hiperplásicos 
•Inflamatorios 
•Hamartomatosos 
•Mixtos 
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Etapas previas a la malignización del tumor



 
Riesgo transformación maligna 

 de los pólipos 

• Tamaño: >1 cm más riesgo 
 
• Tipo histológico: más riesgo los vellosos, después 

los tubulovellosos y los que menos los tubulares 
 
• Grado de displasia 
 
• Multiplicidad: adenomas >3  

 



 

SÍNTOMAS 

 
 

COLON DERECHO 
 
 Alteraciones funcionales 

 Diarrea 
 Meteorismo 
 Borborigmos 
 

 Estado general 
 Astenia 
 Pérdida de peso 
 Anemia 

 
 Tumor palpable 

 
 Sin obstrucción 

 
 PEOR PRONOSTICO !! 

 



 

SÍNTOMAS 

 
 

COLON IZQUIERDO 
 
 OBSTRUCCIÓN 

• Dolor cólico 
• Meteorismo 
• Distensión abdominal 
• Vómitos 
• Tenesmo 
 

 Estreñimiento 
 
 Hemorragia 
 
 Perforación 

 



 

DIAGNÓSTICO PRECOZ 
“SCREENING”  

• TEST DE SANGRE OCULTA EN HECES (TSOH) 
 
 Detecta si existe o no sangre en las heces.  
 
 Si +  COLONOSCOPIA completa 
 
 El objetivo del cribado de CCR es la detección y 

extirpación de pólipos precancerosos para prevenir 
el desarrollo de tumores malignos y/o su detección 
en estadios precoces.  

 
 La tasa de positivos del TSOH está en torno al 6-7%, 
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Si +  COLONOSCOPIA completa para visualizar el origen del sangrado.
El objetivo del cribado de CCR es la detección y extirpación de pólipos precancerosos para prevenir el desarrollo de tumores malignos y/o su detección en estadios precoces. 
The benefit from annual screening appears to be greater than for biennial screening and the test interval should not exceed 2 years

De este modo, no solo se puede diagnosticar el cáncer de colon de manera precoz y tratarlo en sus estadios iniciales, donde la supervivencia es mucho más elevada, sino que incluso se puede evitar la aparición misma de la enfermedad

Las opciones de screening pueden ser elegidas en base al riesgo individual, las preferencias personales y el acceso.
 
En moderado riesgo, se debería iniciar el screening a los 50 años con una de las siguientes pruebas:
 
    - Sangre oculta en heces anual
    - Detección del DNA exfoliado (se desconoce el  intervalo óptimo)
    - Colonoscopia cada 10 años
    - Colonoscopia virtual/ colonografía cada 5 años
    - Enema baritado cada 5 años
    -Sangre oculta en heces anual con sigmoidoscopia cada 5 años
 
Con riesgo alto:
 
    - Historia de pólipos adenomatosos
    - Antecedentes personales de cáncer colorrectal
    - Antecedentes familiares de cáncer rectal o colorrectal en familiar de primer grado a una edad de diagnóstico joven
    - Alto riesgo por historia de enfermedad inflamatoria intestinal de larga evolución
    - Alto riesgo por sospecha o confirmación de síndrome hereditario (CCHNP)
 




 

DIAGNÓSTICO PRECOZ 
“SCREENING”  

COLONOSCOPIA 
 
 Población de riesgo medio (Hombres y mujeres 

entre 50 y 69 años SIN antecedentes familiares) 
 
 Se estima que cerca del 90% de los CCR podrían 

ser curados si se detectasen de modo precoz. 
 
 Incómoda, molesta y no exenta de riesgos. 
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Otra prueba es la realización de una colonoscopia completa. Se trata de una exploración que ocasiona molestias y por ello se ha tratado de estudiar si es eficaz su realización como método diagnóstico precoz.
El cribado de cáncer de colon tiene como público la población de riesgo medio, esto es hombre y mujeres entre 50 y 69 años en los que no existen antecedentes familiares. De este modo, se excluyen expresamente personas con un historial previo de cáncer de colon o con antecedentes familiares, que al considerarse como población de ato riesgo está sometida a un seguimiento especial .
Se estima que cerca del 90% de los cánceres de colon y recto podrían ser curados si se detectasen de modo precoz, antes de que la enfermedad alcanzase sus estadíos más avanzados.

Colonoscopy: limited evidence exists on the efficacy in reducing CRC incidence and mortality [III]. A note of caution is the observation that colonoscopy screening may not be as effective in the right colon as in other segments of the large bowel [IV]. The age range is 50–74 years [V, D] with the optimal age for a single colonoscopy being around 55 years [IV, C]. The optimal interval should not be <10 years and may even be extended up to 20 years [III, C].
Combination of FOBT and sigmoidoscopy: there is no current evidence for extra benefit from adding a once-only sigmoidoscopy to FOBT screening 





 

PRUEBAS DIAGNÓSTICAS 
CÁNCER DE COLON 

 
 Examen físico 
 Análisis de sangre (CEA) 
 TAC cuerpo entero 
 Colonoscopia completa 
 Enema de bario 
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Colon cancer can occur as multiple or synchronous (2.5%) with identical or different histological patterns and stages of development.
Patients with synchronous primary tumours have the same prognosis as patients with single site colon cancers. Metachronous primary tumours arise in up to 3% during 5 years after surgery, and the incidence increases up to 9% after several decades in long-term survivors.

The advantages of endoscopy are many, e.g. determination of the exact localisation and biopsy of the lesion, detection of (further) synchronous precancerous or cancerous lesions and removal of polyps. Before surgery, if a complete colonoscopy cannot be carried out for whatever reason, the rest of the colon should be visualised by combining limited left-sided colonoscopy with barium enema in order to study the proximal colon. Virtual colonoscopy or CT colonography are not yet standard investigations, but are valuable instruments to identify with precision the location of the tumour or to detect synchronous lesions or polyps, and they are potentially helpful for patients eligible for laparoscopic resection. In any case, if not carried out before, a complete colonoscopy should be carried out within 3–6 months after surgery [V, B].

The preoperative evaluation of the serum marker carcinoembryonic antigen (CEA) is useful for postoperative follow-up of CRC patients (or for use in the treatment of metastatic disease), while it has a low predictive value for diagnosis in asymptomatic patients due to its relatively low sensitivity and specificity




 



 

Tratamiento de la Enfermedad inicial 
en el Cáncer de Colon 



 

TRATAMIENTO  
 
 CIRUGÍA: ÚNICA TERAPIA CURATIVA!!! 
 
 Estadios 0 – III 
 A veces en E IV 
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Stage 0 (Tis N0 M0)
Treatment options are:
Local excision or simple polypectomy.
Segmentary en-bloc resection for larger lesions not amenable to local excision.
Stage I (T1-2 N0 M0)
(old staging: Dukes’ A or modified Astler–Coller A and B1).Wide surgical resection and anastomosis. No adjuvant chemotherapy.
Stage II A, B, C (T3 N0 M0, T4 a-b N0 M0)
Standard treatment options:
Wide surgical resection and anastomosis.
Following surgery, adjuvant therapy should not be routinely recommended for unselected patients. In high-risk patients who present at least one of the previously mentioned clinical high-risk features (see above), adjuvant therapy could be considered in clinical practice [II, B].
Stage III (any T, N1-N2, M0)
Wide surgical resection and anastomosis.




 

EVALUACIÓN RIESGO 
 
 Infrecuente recaída local 
 Recaída a distancia frecuente 
 
Supervivencia a los 5 años con sólo cirugía: 

 
Estadio I: 85%–95%, 
Estadio II: 60%–80%, 
Estadio III: 30%–60%. 
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Although local failure rates are very low in colon cancer, systemic recurrence of the disease following surgery is frequent and is very often the ultimate cause of death. 

Despite optimal primary treatment, with adequate surgery with or without adjuvant chemotherapy, 30%–50% of patients with colon cancer will relapse, and most of those patients will die from their disease.

The prognosis of colon cancer is clearly related to the staging features of the TNM classification, including the degree of penetration of the tumour through the bowel wall and the presence, or absence, of nodal involvement. However, many additional parameters such as grading, lymphatic or venous or perineural invasion, lymphoid inflammatory response and involvement of resection margins, which are reflected by the Dukes' and TNM classifications, have been shown to have strong prognostic impact. Furthermore, factors such as p53, k-ras and bcl-2 expression, TGF-alpha, EGFR, proliferation index and aneuploidy are under evaluation for their single or combined value under high-risk conditions. Bowel obstruction and perforation are clinical indicators of a poor prognosis.
Elevated pre-treatment serum levels of CEA and/or carbohydrate antigen 19-9 (CA 19-9) have a negative prognostic significance. An age of >70 years at presentation is not a contraindication to standard therapies; acceptable morbidity and mortality, as well as long-term survival, are achieved in this patient population. Some retrospective studies suggested that perioperative blood transfusions could impair the prognosis, but these findings were not confirmed by a large, multi-institutional, prospective randomised trial which demonstrated no benefit for autologous blood transfusions when compared with allogeneic transfusions [18].
Risk assessment is particularly important in order to decide when to propose an adjuvant treatment to an individual patient. As it is well known, adjuvant therapy is a systemic treatment administered after primary tumour resection with the aim of reducing the risk of relapse and death. It is well established that in colon cancer, adjuvant therapy decreases the risk of death by absolute 3%–5% in stage II with single-agent 5-FU and by 10%–15% in stage III with fluoropyrimidines alone plus a further 4%–5% with oxaliplatin-containing combinations [I, A]. Each treatment option, including observation alone, should be thoroughly discussed with the patient, taking into consideration prognostic aspects of the tumour disease, non-disease-related characteristics (such as performance status, age, comorbidities, etc.) and the individual's preferences.




 

EVALUACIÓN RIESGO 
 
 Estadiaje (Infiltración, afectación 

ganglionar…) 
 Grado de diferenciación 
 Invasión venosa o perineural 
 Respuesta inflamatoria linfoide 
 Afectación de márgenes 
 Obstrucción intestinal y perforación 
 Elevación de marcadores (CEA, CA 19.9) 
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Although local failure rates are very low in colon cancer, systemic recurrence of the disease following surgery is frequent and is very often the ultimate cause of death. The prognosis of colon cancer is clearly related to the staging features of the TNM classification, including the degree of penetration of the tumour through the bowel wall and the presence, or absence, of nodal involvement. However, many additional parameters such as grading, lymphatic or venous or perineural invasion, lymphoid inflammatory response and involvement of resection margins, which are reflected by the Dukes' and TNM classifications, have been shown to have strong prognostic impact. Furthermore, factors such as p53, k-ras and bcl-2 expression, TGF-alpha, EGFR, proliferation index and aneuploidy are under evaluation for their single or combined value under high-risk conditions. Bowel obstruction and perforation are clinical indicators of a poor prognosis.
Elevated pre-treatment serum levels of CEA and/or carbohydrate antigen 19-9 (CA 19-9) have a negative prognostic significance. An age of >70 years at presentation is not a contraindication to standard therapies; acceptable morbidity and mortality, as well as long-term survival, are achieved in this patient population. Some retrospective studies suggested that perioperative blood transfusions could impair the prognosis, but these findings were not confirmed by a large, multi-institutional, prospective randomised trial which demonstrated no benefit for autologous blood transfusions when compared with allogeneic transfusions [18].
Risk assessment is particularly important in order to decide when to propose an adjuvant treatment to an individual patient. As it is well known, adjuvant therapy is a systemic treatment administered after primary tumour resection with the aim of reducing the risk of relapse and death. It is well established that in colon cancer, adjuvant therapy decreases the risk of death by absolute 3%–5% in stage II with single-agent 5-FU and by 10%–15% in stage III with fluoropyrimidines alone plus a further 4%–5% with oxaliplatin-containing combinations [I, A]. Each treatment option, including observation alone, should be thoroughly discussed with the patient, taking into consideration prognostic aspects of the tumour disease, non-disease-related characteristics (such as performance status, age, comorbidities, etc.) and the individual's preferences.




 
¿A quién  

Poner quimioterapia?  
 
 
 
En estadio II  QT reducción riesgo absoluto 

de muerte un 3-5% (5-fu) 
 
En estadio III Reducción de un 10-15% (5-fu) 

y de un 15-20% (Oxaliplatino/5-fu) 
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Risk assessment is particularly important in order to decide when to propose an adjuvant treatment to an individual patient. As it is well known, adjuvant therapy is a systemic treatment administered after primary tumour resection with the aim of reducing the risk of relapse and death. It is well established that in colon cancer, adjuvant therapy decreases the risk of death by absolute 3%–5% in stage II with single-agent 5-FU and by 10%–15% in stage III with fluoropyrimidines alone plus a further 4%–5% with oxaliplatin-containing combinations [I, A]. Each treatment option, including observation alone, should be thoroughly discussed with the patient, taking into consideration prognostic aspects of the tumour disease, non-disease-related characteristics (such as performance status, age, comorbidities, etc.) and the individual's preferences.




 ¿A quién poner quimioterapia?  
 
 
En ESTADIO II QT reducción riesgo absoluto 

de muerte un 3-5% (5-fu) 
 
 

ALTO RIESGO (≥1): 
Número de ganglios analizados <12 
Tumor poblemente diferenciado 
Invasión vascular, linfática o perineural 
pT4(invasión tejidos) 
Obstrucción 
Perforación 

 

BUEN PRONÓSTICO 
Pérdida expresión 

MMR/IMS 

NO QT 
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patients with stage II are considered at high risk if they present at least one of the following clinical characteristics: lymph nodes sampling <12; poorly differentiated tumour; vascular or lymphatic or perineural invasion; tumour presentation with obstruction or tumour perforation and pT4 stage.

The most promising risk factors at the present time are represented by allelic loss of chromosome 18q (negative for prognosis) and MSI/MMR (positive for prognosis). In particular, MSI/MMR may be useful to identify a small (10%–15%) subset of stage II patients who are at a very low risk of recurrence and in whom the benefits of chemotherapy are very unlikely. Beyond this prognostic information, the MSI/MMR status is not useful for guidance on treatment decisions, reflecting the heterogeneity of data for the potential predictive value [19–22]. In stage III, the role of MSI/MMR status is not clear: conflicting data exist on the potential benefit of treatment with 5-FU alone in the older studies and in the more recent analyses [23], whereas no conclusive data are available for oxaliplatin. Therefore, MSI/MMR does not need to be determined if an oxaliplatin combination is planned [IV, D].



 

QUIMIOTERAPIA  
“ADYUVANTE” 

 
 

 
 
 
 FOLFOX (Oxaliplatino, 5-FU/LV) 
 XELOX (Oxaliplatino, Capecitabina) 
 5-FU/LV 
 Capecitabina 
 
     Duración de SEIS meses 
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Following surgery, the standard treatment is a doublet schedule with oxaliplatin and a fluoropyrimidine. Although all three combination regimens are superior to 5-FU/FA alone [I, A], FOLFOX4 or XELOX should be preferred to FLOX. When oxaliplatin is contraindicated, monotherapy with infusional or oral fluoropyrimidines should be preferred to bolus 5-FU FU/LV.




 
Cáncer de RECTO 

 
Enf local o locorregional 

 
Diagnóstico y tratamiento 



 

Cáncer de RECTO 

 
 

 
 
 
 Tumores ≤ 15 cm desde el margen anal 

hacia arriba 
 35% del total de cáncer colorrectal en la UE 
 Aumento de riesgo con la edad 
 Peor pronóstico en varones 
 Edad media al diagnóstico: 70 años 
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Tumours with distal extension to ≤15 cm from the anal margin (as measured by rigid sigmoidoscopy) are classified as rectal, more proximal tumours as colonic. The majority (95%–98%) are adenocarcinomas usually arising from an adenoma. 


The incidence of rectal cancer in the European Union is ∼35% of the total colorectal cancer incidence, i.e. 15–25/100 000 per year. The mortality is 4–10/100 000 per year with the lower figures valid for female individuals. The risk increases with age. Median age at diagnosis is about 70 years or slightly older in most European countries. The literature on risk factors for colorectal cancer is extensive. Diet and dietary components are important, although the risk increases are not marked and not universally seen. Dietary fibre most likely decreases the risk, whereas excessive consumption of red or processed meat most likely increases it. Smoking increases the risk as does at least moderate and heavy alcohol use. It has been noted that an otherwise healthy lifestyle can substantially reduce the risk [1]. Regular use of NSAIDs is associated with reduced incidence. Diabetes type II increases the risk and there is probably a causal role of hyperinsulinaemia and insulin-like growth factors. Ulcerative colitis and Crohn’s disease also increase the risk. Up to about 15% of cases have a hereditary component although this is more pronounced for colon cancer than for rectal cancer. The most common disorders are Lynch syndrome and familial adenomatous polyposis.



 

Cáncer de RECTO 
Diagnóstico 

 
 

 
 
 
 Examen físico, 
 TACTO RECTAL 
 Análisis de sangre (CEA) 
 TAC cuerpo entero 
 Colonoscopia completa 
 RM rectal 
 Endoscopia rectal con ultrasonidos 
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Endoscopic rectal ultrasound (ERUS) for the earliest tumours (cT1-T2) or rectal MRI for all tumours, including the earliest ones, is required in order to select patients for preoperative treatment and extent of surgery [2, 3] [III, A]. Preoperative complete colonoscopy is required. If the tumour is obstructive, virtual colonoscopy or barium enema is recommended also to exclude further manifestations (but regular colonoscopy should be added after resolution of the obstructive situation). Nodal staging is very unreliable even using both ERUS and MRI. In addition to large size (which in itself is not particularly accurate), roundness, irregular border and hypoechoic nature/ heterogeneous signal on ERUS provide additional information.



 

Cáncer de RECTO 
Estadiaje 
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Endoscopic rectal ultrasound (ERUS) for the earliest tumours (cT1-T2) or rectal MRI for all tumours, including the earliest ones, is required in order to select patients for preoperative treatment and extent of surgery [2, 3] [III, A]. Preoperative complete colonoscopy is required. If the tumour is obstructive, virtual colonoscopy or barium enema is recommended also to exclude further manifestations (but regular colonoscopy should be added after resolution of the obstructive situation). Nodal staging is very unreliable even using both ERUS and MRI. In addition to large size (which in itself is not particularly accurate), roundness, irregular border and hypoechoic nature/ heterogeneous signal on ERUS provide additional information.



 

Cáncer de RECTO 
Estadiaje “Práctico” 

 
 

 
 
 
1. “Muy temprano”. (cT1) 
2. “Temprano” (cT1-2, algún cT3) 
3. “Intermedio” (cT3, algún cT4a) 
4. “Localmente avanzado” (cT3crm+, 

algún cT4a, cT4b) 
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From a practical point of view, rectal cancers could be divided into four groups: a) very early (some cT1), b) early (cT1-2, some cT3), c) intermediate (cT3- some cT4a) d) locally advanced (cT3crm +, some cT4a, all cT4b).




 

Cáncer de RECTO 
Tratamiento  

 
 

 
 

 
 Importancia de un buen 

tratamiento para reducir riesgo de 
recaída local 

 
 ≤ 10% no resecables de entrada 

(algunos cT4b) 
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An important aim is to treat so that the risk of residual disease in the pelvis, frequently causing a disabling local recurrence, is very low. This risk should preferably be less than about 5% in the population in whom curative treatment is intended, and, at the same time, as little acute and late morbidity as possible should be targeted. This should be possible in all but the few (≤10%) cases presenting with a fixed tumour growing into a non-readily resectable organ (some cT4b). Another aim is to treat such that a good sphincter function is preserved. From a practical point of view, rectal cancers could be divided into four groups: a) very early (some cT1), b) early (cT1-2, some cT3), c) intermediate (cT3- some cT4a) d) locally advanced (cT3crm +, some cT4a, all cT4b).



RADIÓLOGO 

PATÓLOGO 

ONCÓLOGO 
MÉDICO 

ONCÓLOGO 
RADIOTERAPEUTA 

CIRUJANO 



PATÓLOGO 

CIRUJANO 

ONCÓLOGO RADIÓLOGO 

RADIOTERAPEUTA 

Cáncer de RECTO 
Tratamiento  

 
 

 
 

 
1. “Muy temprano”. (cT1) 

• “TEM” Microcirugía endoscópica trasanal 
• “TME” Excisión total mesorrecto 
• QT-RT (si cirugía contraindicada) 
 

2. “Temprano” (cT1-2, algún cT3) 
• “TME” 
 

3. “Intermedio” (cT3, algún cT4a) 
• RT “TME” 
 

4. “Localmente avanzado” (cT3crm+, algún cT4a, cT4b) 
• QT-RT  Cirugía radical 
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In the earliest, most favourable cases, chiefly the malignant polyps (Haggitt 1-3, T1 sm 1 (-2?) N0), a local procedure, e.g. using the transanal endoscopic microsurgery (TEM) technique, is appropriate [7, 12] [III, A]. The resection should be complete with safe margins (R0) and no signs of vessel invasion or poor differentiation should be present. If this is not the case or if the tumour infiltrates deeper into the submucosa (Haggit 4, T1 sm (2?-)3) or is a T2 tumour, the risk of recurrence due to remaining tumour cells or lymph node metastases is too high (≥10%) and immediate radical standard surgery (total mesorectal excision, TME) should be recommended [II, A]. Salvage surgery for local recurrence yields poor survival for a tumour initially staged T1. Chemoradiotherapy should be carried out only if surgery is contraindicated [III, C]. Local radiotherapy [brachytherapy or contact therapy (Papillon technique)] may be used as an alternative to local surgery, alone or with ( preoperative) chemoradiotherapy [III, C]. Experience with these treatments outside specialised centres is limited [13]. In early, favourable cases (cT1-2, some early cT3, N0 [cT3a(-b) and clear mrf (mrf-) according to MRI], good group) above the levators, surgery alone, meaning a sharp radical dissection using the TME technique is appropriate [II, A], since the risk of local failure is very low [8]. The role of TME in tumours situated in the upper third of the rectum has been much discussed and no strong evidence supporting TME in those cases has been reported. Instead, partial mesorectal excision can be carried out with a mesorectal margin of ≥5 cm distally to the tumour [IV, B]. In intermediate cases [most cT3 (cT3(b)c+ without threatened and involved mrf (mrf-) according to MRI], some cT4a (i.e. limited peritoneal involvement only), N+, bad group), preoperative radiotherapy is recommended followed by TME, since this reduces local recurrence rates [I, A]. Even in the absence of signs of extramural growth on ultrasound or MRI (cT2) in very low tumours (especially located anteriorly), preoperative radiotherapy may be indicated since the distance to the mrf is very small. This preoperative therapy could be given in one of two ways: a) either as short-course radiotherapy, 25 Gy, 5 Gy/fraction during 1 week followed by immediate surgery (

In locally advanced, sometimes non-resectable cases [cT3 mrf+, cT4 with overgrowth to organs not readily resectable (cT4b)], preoperative chemoradiotherapy (CRT), 50.4 Gy, 1.8 Gy/ fraction with concomitant 5-FU-based therapy should be used [9, 22] [II, A]. This should be followed by radical surgery 6–8 weeks later. In very old patients (≥80–85 years) and in patients not fit for CRT, 5 × 5 Gy with a delay of ∼8 weeks before
 surgery is an option [23, 24] [IV, A].
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1. Supervivencia de unos 30 meses con los 

tratamientos actuales, más del doble 
que 20 años antes 
 

2. En CCR se presenta como metastásico de 
inicio en el 20-25% de los casos 
 

3. 50% desarrollarán metástasis en algún 
momento 
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3. Perfil molecular y biomarcadores 
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•EDAD 
•“PERFORMANCE STATUS” 
•FUNCIÓN ORGÁNCIA 
•ENFERMEDADES 
•PREFERENCIAS DEL PACIENTE 

“FIT” 

“UNFIT” 
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2. Extensión de  
la enfermedad 

 

 
 

 
 Localización del cáncer de colon: 

- Colon derecho, colon izquierdo… 
 
Número de metástasis 
1. Una o muy pocas metástasis 
2. Algunas metástasis 
3. Muchas metástasis 
 

 



 

2. Biología del tumor 
 

 
 

 
 

Gen RAS 
 
 Produce la proteína RAS. Funcionan como 

“Interruptores/reguladores moleculares” de 
rutas de transmisión de señales que controlan 
diferentes fenómenos en las células: división, 
diferenciación, proliferación… 

 
 Mutación  protooncogen 

 
 > 30% de los tumores humanos 

Presenter
Presentation Notes
Los protooncogenes son genes cuyos productos promueven el crecimiento y la división de la célula. Codifican factores de transcripción que estimulan la expresión de otros genes, moléculas de transducción de señales que estimulan la división celular y reguladores del ciclo celular, que hacen que la célula progrese a través de este ciclo. 
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2. Biología del tumor 
 

 
 

 
 

BRAF 
 
 Elabora la proteína B-RAF, que participa 

en el envío de señales en las células y en 
el crecimiento de estas. Este gen puede 
haber mutado (cambiado) y provoca un 
cambio en la proteína B-RAF. Esto puede 
aumentar el crecimiento y diseminación 
de las células cancerosas. 

 
 Mal Pronóstico en BRAF Mutado 

 
 



Paciente “FIT” 
 

• CIRUGÍA (+/-QT) 
 

Quirúrgico de entrada 

 
• QT CIRUGÍA ( o Téctnicas ablativas) 

 

No quirúrgico de entrada pero con 
posibilidades 
(Grupo 1A) 

 
• QT 

Nunca quirúrgico  
 “amenazante” 

(Grupo 1B) 

 
• QT 

Nunca quirúrgico 
“No amenzante” 

(Grupo 2) 
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“Biológico” 

 

 
 

 
 Tiene en cuenta: 

 
 
1. Características del paciente 
2. Extensión de la enfermedad 
3. Perfil molecular y biomarcadores 
 
 

 



 

Cáncer CCR m 

 
 

 
 

TERAPIA ANTI-EGFR 
(RAS no mutado) 
 
- CETUXIMAB 
- PANITUMUMAB 

Presenter
Presentation Notes
Cetuximab: "anticuerpo monoclonal" e "inhibidor de la señal de transducción" al unirse a los receptores del factor de crecimiento epidérmico (EGFR). Se une a la región extracelularde EGFR impidiendo la dimerización del receptor

Panitumumab es un anticuerpo monoclonal IgG2 completamente humano, producido en células de ovario de hámster chino mediante ingeniería genética, que se une con gran afinidad y especificidad al receptor del factor de crecimiento epidérmico (EGFR), tanto en células normales como tumorales, inhibiendo competitivamente la unión de este a sus ligandos endógenos y evitando la autofosforilación del receptor inducida por estos. 




 

Cáncer CCR m 

 
 

 
 

ANTI-ANGIOGÉNICOS 
-Bevacizumab (anti- VEGF-A) 
-Aflibercept (anti- VEGF-A, VEGF-B, PIGF) 
-Ramucirumab (anti VEGFR-2) 

Presenter
Presentation Notes
Aflibercept es una proteina de fusión recombinante soluble. Se conoce como un “multiple angiogenic factor trap”, porque es capaz de unir VEGF-A, VEGF-B, y PlGF.
El factor de crecimiento del endotelio vascular A y B (VEGF-A, VEGF-B) y el factor de crecimiento placentario (PlGF) son miembros de la familia de factores angiogénicos VEGF, que actúan como potentes factores mitogénicos, quimiotácticos, neovascularización patológica y una permeabilidad vascular excesiva.

Ramucirumab es un anticuerpo monoclonal humanizado IgG1 dirigido contra el receptor 2 del factor de crecimiento del endotelio vascular (VEGFR-2). 
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 QUIMIOTERAPIA: 

• FOLFOX 
• FOLFIRI 
• CAPOX 
• FOLFOXIRI 
• Fluropirimidina 
 
• Regorafenib, TAS 120 (líneas posteriores) 
 
“BIOLÓGICO” 
- Anti-EGFR: Cetuximab, Panitumumab (RAS no mutado) 
- Anti- VEGF: Bevacizumab (1L), Aflibercept (2L), Ramucirumab 

(2ºL). 
 
 
 
 

 



 
Cáncer de PÁNCREAS 

 

Presenter
Presentation Notes
Es un órgano retroperitoneal mixto, exocrino (segrega enzimas digestivas que pasan al intestino delgado) y endocrino (produce hormonas, como la insulina, glucagón, polipéptido pancreático y somatostatina, entre otros, que pasan a la sangre).
Tiene forma cónica con un proceso unciforme medial e inferior, una cabeza, un cuello, un cuerpo y una cola. En la especie humana, su longitud oscila entre 15 a 23 cm, tiene un ancho de unos 4 cm y un grosor de 5 cm con un peso que oscila entre 70 a 150 g. La cabeza se localiza en la concavidad del duodeno o asa duodenal formada por las tres primeras porciones del duodeno y asciende oblicuamente hacia la izquierda.
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Ca de páncreas 
 

 
 

 
 • 4º Causa de muerte en hombres tras cáncer de 

pulmón, colorrecto y próstata. 
 
• 4º causa de muerte en mujeres tras cáncer de 

mama, colorrecto y pulmón 
 
• Mortalidad en ascenso en Europa 
 
• Inicio en torno a los 72 años 
 
• Cirugía sólo posible  15-20%, supervivencia a los 5 

años tras cirugía del 20% 
 
 
 
 

 

Presenter
Presentation Notes
With a life expectancy of ∼5% at 5 years, the prognosis of this cancer has not improved over the past 20 years, and incidence
and mortality rates are very similar. Death due to pancreatic carcinoma is increasing in Europe with the number rising from 75 439 in 2009 to a projected 82 300 deaths in 2014 (+19%) [1]. It usually arises in elderly patients with a mean age at onset of 71
years for men and 75 years for women. The majority of patients with pancreatic cancer progress to either metastatic or locally
advanced disease in the asymptomatic phase. Surgical excision is the definitive treatment with a 5-year survival rate (after resection)
of ∼20%, but it is only possible in 15%–20% of the patients 
The opportunity to detect pancreatic cancer, while it remains curable, depends on the ability to identify and screen high-risk populations before their symptoms arise. Defining the treatment strategy for patients suffering from pancreatic carcinoma requires
a specialised multidisciplinary team that includes: surgeons, medical oncologists, gastroenterologists, radiation therapists, radiologists, and supportive and palliative care specialists.
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  Problema:  DETECCIÓN PRECOZ 
 Manejo multidisciplinar 
 Origen: 
 mutaciones esporádicas (80%) 
 Hereditario (<10%): BRCA2, p16, ATM, STK11, 

PRSS1/PRSS2, SPINK1, PALB2, dMMR; y  

 Cáncer de páncreas familiar (5-10%) 

 
 

 

Presenter
Presentation Notes
The opportunity to detect pancreatic cancer, while it remains curable, depends on the ability to identify and screen high-risk populations before their symptoms arise. Defining the treatment strategy for patients suffering from pancreatic carcinoma requires
a specialised multidisciplinary team that includes: surgeons, medical oncologists, gastroenterologists, radiation therapists, radiologists, and supportive and palliative care specialists.
The vast majority (>80%) of pancreatic carcinomas are due to sporadically occurring mutations. Only a small proportion (<10%) are due to inherited germline mutations. Germline mutations in BRCA2, p16, ATM, STK11, PRSS1/PRSS2, SPINK1, PALB2, and DNA mismatch repair genes are associated with varying degrees of increased risk for pancreatic carcinoma 

Cáncer de páncreas hereditario (Genes mutados desconocidos en la mayoría de las familias). Criterios:
>0= 3 familiares de 1º con Ca de páncreas: 7-16% sobre los 70 años
2 familiares de 1º grado con cáncer de páncreas: 3% a los 70 años
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  5-10% alteraciones genéticas 
 Tabaco 
 Obesidad 
 DM 
 Pancreatitis crónica  
 Alcohol 
 Infecciones: H. pylori, Hepatitis B, 

VIH ? 
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Presentation Notes
The main acquired risk factors for pancreatic cancer are cigarette smoking (overall relative risk 1.74) and, to a lesser degree, environmental tobacco smoke. The second most modifiable risk factor of pancreatic cancer is obesity. Tumorigenesis is enhanced by excess adipose tissue, probably through the mechanism of abnormal glucose metabolism. Obesity [body mass index (BMI) > 30 kb/m2] is associated with a 20%–40% higher rate of death from pancreatic cancer. Meta-analyses have demonstrated associations between  both type 1 and type 2 diabetes mellitus and pancreatic cancer, with odds ratios of ∼2.0 and 1.8, respectively [2].
Chronic pancreatitis accounts for ∼5% of pancreatic cancers. The most common cause of chronic pancreatitis, in Europe, is
excess alcohol consumption. The causal pathway is not clear, however, alcohol consumption by itself is related to an increased risk of pancreatic cancer. Helicobacter pylori, hepatitis B, and human immunodeficiency virus infection have also been reported to be related to an increase in relative risk of pancreatic cancer, although some confounding factors such as cigarette smoking or alcohol consumption have not always been considered [2].
Dietary factors have been studied extensively, and clearly contribute to the development of pancreatic cancer. Independent of
their role in causing obesity: butter, saturated fat, red meat, and processed foods are clearly linked to pancreatic cancer [3].
Conversely, a high fruit and folate intake could reduce the risk of pancreatic cancer [3].
Different chemical substances have been reported to increase the relative risk of developing pancreatic cancer, among these are: chlorobenzoil, chlorinated hydrocarbon, nickel and nickel compounds, chromium compounds, silica dust, and others [4].
about two thirds of the major risk factors associated with pancreatic cancer are potentially modifiable, affording a unique opportunity for preventing one of the deadliest cancers.
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 • 60-70% Cabeza del páncreas 

• 20-25% en el cuerpo 
• 10-20% difuso 

 
 

 

Presenter
Presentation Notes
Early symptoms of pancreatic cancer result from a mass effect.
Approximately 60%–70% of pancreatic cancer arises in the head
of the pancreas, 20%–25% in the body and the tail, and the
remaining 10%–20% diffusely involve the pancreas. Tumours
located in the body and the tail are likely to be diagnosed at a
more advanced stage than tumours located in the head, as these
can develop symptoms related to an obstruction of the common
bile duct and/or the pancreatic duct. Common presenting symptoms
of pancreatic cancers include jaundice (for tumours of the
head), abdominal pain, weight loss, steatorrhoea, and new-onset
diabetes. Tumours can grow locally into the duodenum (proximal
for tumour of the head and distal for tumour of the body
and tail) and result in an upper gastroduodenal obstruction.
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 • 60-70% Cabeza del páncreas 

• 20-25% en el cuerpo 
• 10-20% difuso 

 
 95% Adenocarcinomas 
 

 

Presenter
Presentation Notes
• 95% of pancreatic cancers are adenocarcinomas
• Mucinous lesions of the pancreas have potential for malignant
progression
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 - “Efecto masa” 

• Color amarillento de la piel y ojos 
• Dolor abdominal 
• Pérdida de peso 
• Obstrucción intestinal 
 
-     Grasa en heces 
- Diabetes 
- Depresión 
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Presentation Notes
Early symptoms of pancreatic cancer result from a mass effect.
Common presenting symptoms of pancreatic cancers include jaundice (for tumours of the head), abdominal pain, weight loss, steatorrhoea, and new-onset diabetes. Tumours can grow locally into the duodenum (proximal for tumour of the head and distal for tumour of the body and tail) and result in an upper gastroduodenal obstruction.
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- PanIN (neoplasia pancreática intraepitelial) 
<5 mm 

- IPMN (neoplasia intruductal papilar 
mucinosa) 

- Neoplasia cística mucinosa 
 

 
 
    CÁNCER DE PÁNCREAS 

Múltiples combinaciones de 
mutaciones genéticas 

Presenter
Presentation Notes
The most frequent precursors are microscopic pancreatic intraepithelial neoplasia (PanIN), followed by IPMN and mucinous cystic neoplasm.
PanIN are microscopic (<5 mm) mucinous-papillary lesions, which lead to invasive carcinoma through an adenoma-carcinoma
sequence [9]. Similarly, IPMN and mucinous cystic neoplasms become neoplastic by stepwise gene alterations.
Some of the recent genetic mutations discovered could become
targetable in the near future.

Mutational activation of oncogenes, predominantly KRAS found in >90% of pancreatic cancers.
(ii) Inactivation of tumour suppressor genes such as TP53, p16/CDKN2A, and SMAD4.
(iii) Inactivation of genome maintenance genes, such as hMLH1 and MSH2, which control the repair of DNA damage. Most of these mutations are somatic aberrations.
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Biología molecular 
 

 
 

 
  
 Activación de “oncogenes” por mutación  

KRAS (>90%) 
 
 Inactivación de “genes supresores de 

tumores” TP53, p16/CDKN2A y SMAD4. 
 
 Inactivación de “genes de mantenimiento” 

hMLH1, MSH2, que reparan los daños 
producidos en el ADN. 
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Presentation Notes
(i) Mutational activation of oncogenes, predominantly KRAS found in >90% of pancreatic cancers.
(ii) Inactivation of tumour suppressor genes such as TP53, p16/CDKN2A, and SMAD4.
(iii) Inactivation of genome maintenance genes, such as hMLH1 and MSH2, which control the repair of DNA damage. Most of these mutations are somatic aberrations.




PATÓLOGO 

CIRUJANO 

ONCÓLOGO RADIÓLOGO 

RADIOTERAPEUTA 

DIAGNÓSTICO 
 

 
 

 
 - Exploración física 

- Análisis de sangre (CA 19-9) 
- TAC toraco/abdomino/pélvico 
- RM (evaluar afectación vascular) 
- Ecoendoscopia (invasión vascular y 

resecabilidad,  PAAF) 
- Laparoscopia exploratoria 
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Presentation Notes
CA 19-9 is not useful for the primary diagnosis of pancreatic cancer [I, E]. An increase in serum levels is seen in almost 80% of the patients with advanced disease. However, in patients not harbouring a functional Lewis enzyme (Lea-b- genotype: 7%–10% of the population), levels of CA 19-9 are typically undetectable or below 1.0 U/ml. Conversely, the level of CA 19-9 is correlated to the level of bilirubin and any cause of cholestasis is able to induce
false-positive results. CA 19-9 has a significant value as a prognostic factor and can be used as a marker to measure disease burden and potentially guide treatment decisions. 
A preoperative serum CA 19-9 level ≥500 UI/ml clearly indicates a worse prognosis after surgery [IV, B] (Figure 1).
The imaging work-up must determine the tumour size and precise burden, as well as arterial and venous local involvement.
All these factors are part of the TNM classification (Table 2). In case of jaundice due to an obstructive cancer of the head of the pancreas, a metal biliary stent should not be placed before initial work-up, because their use is linked to an increase of postoperative morbidity if it is decided to resect the cancer [III, A].
In case of biliary sepsis, plastic stents should be preferred.
Endoscopic ultrasound (EUS) is now largely used in the staging of adenocarcinoma. A recent meta-analysis study showed that EUS had limited value in the detection of all metastatic lymph nodes [sensitivity (Se) 69%, specificity (Sp) 81%], but was valuable in the detection of vascular invasion (Se 85%, Sp 91%) and prediction of resectability (Se 90%, Sp 86%)
The great advantage of EUS is its ability to provide tissue samples, via fine-needle aspiration, that allow up to 95% diagnostic accuracy (when carried out by an experienced cytopathologist).
Aside from allowing the diagnosis of pancreatic adenocarcinoma, this technique also permits the sampling of atypical lymph nodes
(portocaval especially) to check for tumours with distant metastasis. 
Radiological studies should include computed tomography (CT) angiography at the pancreatic arterial (40–50 s) and portal venous (65–70 s) phases. A consensus statement, describing a standardised reporting template, was recently developed to provide a precise reporting of disease staging and to improve the decision-making process for patients with pancreatic cancer [12]. When assessing vessel involvement, the use of magnetic resonance imaging (MRI) is left to expert discretion. It shows equal benefit to CT scanning with no superiority demonstrated in studies [13]. However, MRI is useful for solving problems such as the detection of hepatic lesions that cannot be characterised by CT [II, A]. MRI and magnetic resonance cholangiopancratography
may also be preferable for cystic neoplasms of the pancreas and to evaluate biliary anatomy [IV, C].
In the majority of cases, pancreatic adenocarcinoma appears in the pancreatic arterial phase on CT examination, as a hypoattenuating
homogeneous mass with indistinct margins. The interruption (with or without dilatation) of the biliary duct is fundamental to specify tumour extension. The presence of calcifications is very unlikely but a cystic part of the tumour can exist, especially when the tumour originates from a degenerating cystic
pancreatic lesion. Extra-pancreatic local extension has to be delineated: enlarged lymph nodes (especially in the retroportal space), hepatic or peritoneal nodules are the main metastatic sites.
ion of patients with pancreatic cancer [III, B]. The additional use of staging laparoscopy to exclude peritoneal metastasis in resectable or borderline resectable patients has been suggested by some authors, but it is not generally accepted




TNM cáncer páncreas 
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Enfermedad localizada 
 

 
 

 
 En función de localización, tamaño y afectación de grandes vasos: 

 

 
 

 

• CIRUGÍA 
• Alta probabilidad de quitar todo el tumor RESECABLE 

• Si cirugía… 
• Alta probabilidad de que QUEDE tumor residual 

AL LÍMITE DE SER 
RESECABLE 

• No cirugía 
IRRESECABLE 

Presenter
Presentation Notes
An expert consensus group has developed criteria to define tumour resectability, to improve patient selection and the rate ofR0 resections [14, 17, 18]. According to the degree of contact between the tumour and the vessels (PV or SMV, SMA, coeliac trunk, and common hepatic artery), tumours are classified as resectable, borderline resectable or locally advanced [IV, B]. 
For  patients with resectable tumours, upfront surgery remains the standard of care. 
Patients with borderline resectable tumours have a high probability of R1 resection and, as such, should not be considered as good candidates for upfront surgery. 
Patients with locally advanced or metastatic disease have to be considered as having unresectable tumours. These criteria (which should be considered when defining resectability) [19] have been adopted in the National Comprehensive Cancer Network (NCCN) guidelines (Table 3) [IV, B].
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Enfermedad localizada 
 

 
 

 
 En función de localización, tamaño y afectación de grandes vasos: 

 

 
 

 

• CIRUGÍA    QUIMIOTERAPIA 
RESECABLE 

• QUMIOTERAPIA   QT-RT    CIRUGÍA 
AL LÍMITE DE SER RESECABLE 

• QUIMIOTERAPIA 
•  QT-RT 

IRRESECABLE y/o 
Metastásico 

Presenter
Presentation Notes
According to the American Hepato-Pancreato-Biliary Association consensus report, pancreatic ductal adenocarcinoma (when metastases are absent) is classified as resectable, borderline resectable or unresectable [14]. At the time of diagnosis, pancreatic ductal adenocarcinoma is deemed resectable in only 15%–20% of patients. 

Si resecable, cirugía. Se puede considerar qt neoadyuvante en personas de muy alto riesgo: muy alto Ca 19.9, Mucha carga ganglionar o tumoral, mucho dolor o gran perdida de peso, dudas de resecabilidad…

Small retrospective studies and two meta-analyses, including patients with both borderline and resectable lesions, have reported an even better survival
for these patients than for those with immediately resectable tumours [32, 33]. While the heterogeneity of the trials on neoadjuvant therapy in borderline resectable pancreatic cancer limits the power of any conclusion, many individual series demonstrate improved R0 resection rates and promising survival rates. The majority of studies used full-dose radiotherapy paired either with capecitabine, 5-FU or reduced doses of gemcitabine, or even a combination of gemcitabine plus oxaliplatin. It is impossible at this time to recommend any chemoradiation treatment other than the classical combination of capecitabine and radiotherapy [IV, C].
To improve the disease control and to intensify the treatment of the systemic disease, it has recently been proposed to begin treatment with chemotherapy before starting chemoradiation. Again, due to heterogeneity of the small retrospective series, it is very difficult to recommend a specific schedule of treatment, although some series have reported better survival using a multimodal strategy than that observed with upfront surgery in patients with clearly resectable tumours [34]. Recent chemotherapy regimens, such as FOLFIRINOX [folinic acid (leucovorin)/5-FU/irinotecan/oxaliplatin], have already shown promising results in small series of patients with borderline resectable lesions [30%–45% of objective response rate (ORR)]. A trial, which was stopped prematurely,  reported interesting response rates, median progression- free survival (PFS) and OS for patients treated with chemotherapy (gemcitabine) followed by chemoradiation (gemcitabine, 5-FU, cisplatin) versus chemoradiation alone [35]. However, this small trial does not allow any definite conclusions
to be drawn. Patients with borderline resectable lesions should be included in clinical trials wherever possible. If this is not feasible, a period of chemotherapy followed by chemoradiation and then surgery appears to be the best option [IV, B]. 

FOLFIRINOX (+GCSF) x2 ciclos QT-RT (a p día +30) (Valoración quirúrgica)
                                                                 A los 14-21 días continuar con FOLFIRINOX x 6 ciclos
O Gencitabina 1000 mg/m2 días 1, 8, 15 cada 21 días por un ciclo y a partir del día +30  RT con fluoropirimida radiosensibilizante. Al finalizar RT, valoración quirúrgica y sino otra ven Gencitabina x3 ciclos.

LOCALMENTE AVANZADO: When the patient has no metastases and the tumour is not considered as borderline resectable, the tumour is defined as truly
locally advanced (Table 3). Treatment of this group of patients remains highly controversial. Regardless of the treatment strategy, the average OS for these patients remains low (<1 year) in the oldest studies. However, in the recent LAP07 trial [36], which included only patients with locally advanced disease, the overall median survival of the patients treated with chemotherapy alone was 16 months. This may be related to more active treatment of the patients diagnosed with metastasis. When compared with best supportive care, chemoradiation showed a benefit in terms of survival in a small phase III trial [37].
[38] [I, B]. Old trials suggested the superiority of chemoradiation over radiotherapy and chemotherapy alone, which was confirmed by
meta-analyses 
Concerning the comparison with chemotherapy alone, while poor-quality randomised trials have suggested a benefit in favour of chemoradiation, two recent trials showed opposite results. In a French trial using an obsolete regimen of chemoradiation (50 Gy + 5-FU cisplatin), the survival was better in the gemcitabine alone arm (13 versus 8.6 months [39]). In another trial, comparing chemoradiation with gemcitabine plus radiotherapy
versus gemcitabine alone, the OS was significantly improved in the chemoradiation arm (11.1 versus 9.2 months) yet toxicity also increased by combining the treatment modalities [40] [II, C].
los resultados del estudio fase III GERCOR LAP 07 presentado en ASCO 2013 han puesto de manifiesto en tumores localmente avanzados que no hay beneficio en añadir quimiorradioterapia a un tratamiento de inducción de quimioterapia frente a seguir solo quimioterapia en pacientes con cáncer páncreas localmente avanzado que hayan conseguido al menos estabilización de la enfermedad
Por tanto se propone quimioterapia de inducción e individualizar los casos con reevaluación en 2-3 meses.
 
Para la quimioterapia de inducción se propone elegir esquemas de quimioterapia capaces de inducir reducción tumoral que permita la conversión a cirugía.
 
GEMOX 6-9 ciclos (ECOG PS: 1-2)
GEM 4 ciclos 7 (ECOG PS: 1-2-3) 
FOLFIRINOX 4-6 ciclos (ECOG PS: 0-1)
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TRATAMIENTO 
 

 
 

 
 - FOLFIRINOX 

- GEMCITABINA/Nab-PACLITAXEL 
- Gemcitabina 
- Gemcitabina-Erlotinib 
- Gemcitabina/Cisplatino 
- Gemcitabina/Capecitabina 
- Gemcitabina/Docetaxel/Capecitabina 
- FOLFOX 
- CAPOX 
- Capecitabina 
- 5-FU/LV 
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Gemcitabina/Cisplatino (alternativa a FOLFIRINOX en pacientes con Ca hereditario)



 
TUMORES DE LA VÍA BILIAR 

 
Colangiocarcinoma 

 
Y 
 

Cáncer de Vesícula biliar 
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Presentation Notes
La vía biliar es un conjunto de ductos intra y extrahepáticos por los que discurre la bilis producida en el hígado hasta desembocar en la segunda porción del duodeno.
Anatomía de la vía biliar[editar]
La bilis que excreta el hígado es recolectada por finos canalículos bilíferos que van confluyendo en los canales bilíferos y otros de mayor calibre hasta la porta hepática. Cada porción hepática tiene su ducto biliar (derecho e izquierdo); ambos se funden en un ducto hepático común, que se une al ducto cístico –procedente de la vesícula biliar– para formar el ducto colédoco encargado de llevar la bilis hasta la porción descendente del duodeno por el contrario.
La vesícula biliar está alojada en la fosa de la vesícula biliar, en la cara visceral del hígado. Consta de un fondo, cuerpo, infundíbulo y cuello que se continúa con el ducto cístico. La túnica mucosa es sumamente irregular, en forma de panal de abeja, antes de continuarse con el ducto cístico. En la vesícula la secreción biliar se almacena hasta que un estímulo adecuado causa su liberación por la contracción de su pared muscular sin embargo
La bilis, a partir de la unión entre el ducto cístico y el ducto hepático común, sigue por el ducto colédoco que discurre por el borde libre del omento menor (ligamento hepatoduodenal). Luego se coloca por detrás de la porción superior del duodeno, atraviesa la cabeza del páncreas para drenar finalmente en la porción descendente del duodeno en la papila duodenal unido al ducto pancreático. La arteria hepática derecha emite la arteria cística destinada a la irrigación de la vesícula biliar. Las relaciones entre la arteria cística y el ducto cístico son de importancia quirúrgica en la extirpación de la vesícula biliar 
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Tumores de la vía biliar 
 

 
 

 
 

 
 <1% de los tumores 
 70 años 
 M>H 
 
Clasificación: 
 Colangiocarcinoma intrapeático (10-20%) 
 Colangiocarcinoma extrahepático 

 Colangiocarcinoma perhihiliar (tumor 
Klatskin) (50%) 

 Colangiocarcinoma distal  (30-40%) 
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Presentation Notes
incidence and epidemiology
Biliary tract cancer (BTC), comprising <1% of all human cancers and ∼10%–15% of all primary liver cancers, presents mostly in the seventh decade with a small male predominance (male:female ratio of 1.2–1.5:1.0) [1]. 

They are subclassified as intrahepatic cholangiocarcinoma (iCCA), originating from the biliary tree within the liver, 
and extrahepatic cholangiocarcinoma (eCCA), outside the liver parenchyma; 
	the latter is further subdivided into perihilar cholangiocarcinoma (pCCA or Klatskin tumour): confluencia de los hepáticos and 
	distal cholangiocarcinoma (dCCA) [2], with a frequency of 10%–20% iCCA, 50% pCCA and 30%–40% eCCA.
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Más frecuente en Asia  
(fasciola hepática) 
Baja incidencia: Europa, USA  
y Australia 
 
 Aumento en el número de nuevos casos en 

países de Oeste Europeo (aumento 
colangiocarinoma intrahepático y descenso 
de los extrahepáticos) 
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Presentation Notes
In Europe, USA and Australasia, the incidence of cholangiocarcinoma (CCA) is low (0.3–3.5/100 000); in parts of the world where liver fluke infection is common (e.g. Thailand, China and Korea), rates are much higher [3]. Northeast Thailand has the highest CCA rate in the world, with an annual incidence of 90/ 100 000, accounting for >80% of all primary liver cancers [4]. CCA incidence and mortality rates have increased overall in the past few decades in most Western countries; specifically, iCCA rates are rising and eCCA rates falling [5], with the exception of Denmark, Norway and the Czech Republic, where iCCA rates have fallen. CCA rates in Asia overall have remained static. 
These trends may be explained by:
1) improved diagnostic tools and imaging;
2) misclassification ( particularly of pCCA during serial updates
of the International Classification of Disease [6]);
3) changing migration patterns in theWest [7];
Furthermore, increased laparoscopic cholecystectomy rates over the past few decades have significantly reduced the prevalence of gallstone disease, a stronger risk factor for eCCA than iCCA [
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         Tumores de la vesícula biliar 
 

 
 

 
 

Muy baja incidencia (1,6/100 000) 
Más frecuente en Chile, India  
y Europa Central/Este 
 
Factores de riesgo: 
Colelitiasis 
Colangitis esclerosante primaria 
Infección crónica (salmonella typhi) 
Obesidad. 
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Presentation Notes
gallbladder cancer The incidence of gallbladder cancer (GBC) in Western Europe and the USA is low (1.6–2.0/100 000); however, it is a significant health problem in Chile, India and Central/Eastern Europe. In the Valdivia region of Chile, GBC incidence reaches 24.3/ 100 000 in females (and 8.6/100 000 in males) [14]. Gallstones are the strongest risk factor for GBC; other risk factors include porcelain gallbladder, gallbladder polyps, primary sclerosing cholangitis, chronic infection (e.g. salmonella typhi), congenital malformations and obesity.
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 CIRUGÍA 

• Único tto curativo 
• Recaída local 50% 
• SV a los 5 años 

 Vesícula biliar 5-10% 
 Colangiocarinoma 10-40% 
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         Tratamiento 
 

 
 

 
 

QUMIOTERAPIA 
 En algunos casos tras la cirugía +/- 

Radioterapia 
 En enfermedad diseminada  paliativo 
 
Cisplatino-Gemcitabina 
GEMOX 
Gemcitabina 
5-FU 
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 “ Cuidado total activo de los pacientes cuya 
enfermedad no responde a tratamiento 
curativo. El control del dolor y otros síntomas, 
de los problemas psicológicos, sociales y 
espirituales es primordial” 
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Asociación europea de Cuidados Paliativos
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