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1. Korte introductie 

The optimal therapeutic approach for patients with incurable gastro-oesophageal cancer is not well 

defined. Although many palliative treatment modalities, including local interventions and systemic 

therapy, are currently available, there is limited evidence supporting the effectiveness and selection of 

one or more of these treatments. Therefore, with the rapidly increasing incidence of gastro-

oesophageal cancer and the majority of patients still being diagnosed at an inoperable stage, palliative 

management of this malignancy remains a challenge for clinicians.  

In order to guide palliation of gastro-oesophageal cancer, various prognostic parameters related to 

survival and treatment response in patients with advanced disease have been identified, such as 

performance status and presence of metastases. Furthermore, several factors influencing choice of 

treatment, including socioeconomic status and evaluation by a multidisciplinary tumour board, have 

been reported. Decision-making in gastro-oesophageal cancer remains, however, incompletely 

understood and only a limited number of studies have reported on palliative care decisions for this 

malignancy in clinical practice. These studies were relatively small and mostly based on single-centre 

experiences. Accordingly, to adopt new approaches for the management of inoperable gastro-

oesophageal cancer, a more comprehensive view of the currently used palliative care modalities is 

required. 

  

2. Hypothese/Vraagstelling       

The main study goals are to provide insights into regional and institutional differences and underlying 

determinants for palliative treatment patients with gastro-oesophageal cancer. The acquired 

knowledge will serve as a starting point for relevant healthcare professionals and patients' 

organizations to achieve more informed, unified and higher quality palliative treatment.  

 

3. Doel(en)  

General aims 

1. Describe trends over time and differences between regions and institutions for the palliative care of 

gastro-oesophageal cancer patients in terms of treatment strategies, survival and treatment toxicity; 

2. Study the association between different treatment strategies, survival and toxicity in a population 

based setting; 

 

Specific aims 

To achieve the general aims, we have the following specific aims. 

1. To assess what proportion of metastatic esophagogastric cancer patients that started with 

palliative systemic therapy and to assess the kind of therapy that was given in the course of 

time.  

2. To assess what proportion of metastatic esophagogastric cancer patients that started with 

palliative systemic therapy suffered from high grade (CTCAE 3/4) or serious adverse events 

throughout the course of treatment(s). 

3. To assess in what proportion of metastatic esophagogastric cancer patients that started with 

palliative systemic therapy HER2 status was determined. 

4. To assess whether there is an association between hospital volume and the start of treatment, 

choice of treatment, the incidence of high grade or serious adverse events, the assessment of 

HER2 status. 
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5. To assess whether there is an association between hospital volume and survival of patients 

who suffered from high grade or serious adverse events. 

6. If HER2 was determined, to assess: 

a The date of HER2 assessment in relation to the start date of first-line systemic therapy 

b The tumor material that was assessed (primary tumor versus metastasis) 

c The number of biopsies that was assessed 

d The technique that was used to assess HER2 (immunohistochemistry, in situ 

hybridization, combination, other) 

e The number of cases that defined HER2 positivity and, if defined, what definition was used 

f In a subset of HER2 positive tested patients: whether trastuzumab was given  

g The survival of patients with determined versus undetermined HER2 status, adjusted for 

treatment. 

7. For patients with metachronous metastases of gastric cancer treated with palliative systemic 

therapy: 

a. Does response on neo-adjuvant treatment as determined in the resection specimen 

predict response to first-line systemic treatment? 

b. Does the time between resection of the primary tumor and the diagnosis of metachronous 
metastases influence the duration of survival? 

c. Is there a difference in survival between patients treated with the same type of palliative 
chemotherapy as in the curative setting, and patients receiving a different type of 
chemotherapy and does the time between resection of the primary tumor and the 
diagnosis of metachronous metastases play a role in this relation? 

8. For patients who received preoperative chemotherapy and gastrectomy
1
: 

a. What is the difference in disease-free survival between  gastric cancer patients that 
received gastrectomy with preoperative chemotherapy, and patients that received 
gastrectomy with perioperative chemotherapy? 

b. What are the predictors of disease-free survival in gastric cancer patients after gastrectomy 
with pre- or perioperative chemotherapy? 

c. Variation in the type and duration of pre- or perioperative chemotherapy between hospitals 
and the effect on disease-free and overall survival? 

 

4. Studie design       

For 3000 patients diagnosed in the period 2010-2014 with synchronous or metachronous metastases 
of the esophagus or stomach additional data on systemic therapy, diagnosis and possible surgery and 
radiotherapy will be recorded by data managers of IKNL. These items will match with the items in the 
context of the esophagus-stomach cancer register already being collected for patients who are 
diagnosed from 2015 onwards. 
We will also link to PALGA for patients in the period 2010-2015 to find out information on tumor 

response after neoadjuvant treatment and data on Her2Neu. 

 

5. Beschrijving van selectie van patiënten op patiënt- en tumorkenmerken 

Years of diagnosis: 2010-2015 

Primary tumor: Adenocarcinoma or squamous cell carcinoma of esophagus, esophageal junction or 

stomach 

Stage: Synchronous of metachronous metastases.  

Treatment: Only patients who have received systemic treatment (including chemoradiation) in 

palliative setting. 
 

                                                           
1 This research question has been added specifically for 1-2 student who will collect data on which patients 

have developed metachronous metastases to allow for a master thesis to be written. If data are of sufficient 

quality, this results of this part of the project may be used for a separate publication. 
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6. Beschrijving van de uitkomstmaten indien van toepassing    

The most important outcome measurements will be: 

- Use of systemic therapy 

- Overall survival 

 

7. Analyse plan 

Differences in the proportions of patients that have undergone treatment will be tested using Chi-

square test (univariable) and by means of logistic regression (multivariable adjusted for relevant tumor 

and patient characteristics). Using the latter also factors that have an independent association with 

undergoing treatment will be identified, such as volume. Differences in median survival between 

certain treatments and patient groups will be tested univarable by log rank test using Kaplan Meier 

survival curves, and through multivariable proportional hazards regression analyses. All analyses will 

be stratified by tumor location and tumor type (squamous versus adeno; diffuse versus intestinal), as 

well as site of metastasis (peritoneal disease or metastases in other locations) and time between 

diagnosis and development of metastatic disease in case of synchronous metastases. In this project, 

the hospitals will be divided into a maximum of 4 volume categories based on patient numbers, each 

category will include sufficient patient numbers considering the number of patients that annually 

presents the Netherlands with advanced esophageal or gastric cancer. 

     

8. Beoogde auteurs, inclusief voorstel voor beoogde eerste, tweede, laatste en 

voorlaatste auteur 

For this project a PhD candidate will be appointed. In principle, he / she will be the first author in the 

publications resulting from this project. The applicants (as specified at the beginning of this document) 

will share second, penultimate and last authorships. Dr. Nicole van Grieken will be involved as author 

in publications involving PALGA data, Dr. Nadia Haj Mohammad as medical oncologist and dr. Grard 

Nieuwenhuijzen as surgeon. Other members of the DUCG will be invited at the DUCG meeting to 

contribute to the research and be involved as co-author.
2
 

 

9. Planning, inclusief voorstel voor beoogde presentatie van de resultaten 

  

Additional data collection will start in 2017 and will be carried out by data managers of IKNL. The 

analyses will be carried out by the yet to be appointed PhD candidate. Early versions of the 

manuscripts will be sent out in the second half of 2017 to the concerned co-authors. 

 

10. Eventuele opmerkingen 

Nvt 

      

11. Bijlagen:  

a) Aanvraagformulier gegevensverstrekking NKR 

b) Gevraagde variabelen/gegevens 

 

 

  

                                                           
2
 After the DUCG meeting of 22 November 2016, Dr. Judith de Vos has indicated interest in participation.  
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Werkafspraken ten behoeve van Onderzoeksaanvragen bij de DUCG (zie ook het reglement op 

de website van de DUCG)  

 
1. Het Onderzoeksvoorstel bevat idealiter het onderzoeksprotocol maar in ieder geval een 

 samenvatting van maximaal 2 A4, volgens bovenstaand template. 

2. Het Onderzoeksvoorstel wordt per mail gestuurd naar de coördinator, waarvan de 

 contactgegevens te vinden zijn op de DUCG site onder ‘Wetenschappelijke Commissie’. 

3. De coördinator beoordeelt of de aanvraag volledig is en voldoende informatie bevat voor een  

adequate beoordeling, u ontvangt hierover binnen twee weken separaat bericht. 

4. De Wetenschappelijke Commissie beoordeelt het onderzoeksvoorstel binnen 6 weken. 

5. Indien positief beoordeeld, wordt het Onderzoeksvoorstel door de Aanvrager gepresenteerd 

 op de eerstvolgende plenaire DUCG vergadering. 


