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1 General information  
 
1.1 Provide the approval 

number of the ‘Netherlands 

Food and Consumer 
Product Safety Authority’. 

40100 

 

 1.2 Provide the name of the 
licenced establishment. 

Dienst Landbouwkundig Onderzoek 

  
   1.3 Provide the title of the 

project.  
Effects of nutrition on lung and systemic immunity and disease susceptibility  

 

 
2 Categories 

 
 

 

 

3 General description of the project 
 

3.1 Background 

 Describe the project (motivation, background and context) with respect to the categories selected in 2. 
 
 For legally required animal procedures, indicate which statutory or regulatory requirements apply (with respect to the intended use and market 

authorisation). 
 For routine production, describe what will be produced and for which uses. 

2.1        Please tick each of the 
following boxes that 
applies to your project. 

 

 

e

 

r

l

 

 Basic research 

 X Translational or applied research 

     Regulatory use or routine production 

  Research into environmental protection in the interest of human or animal health or welfare 

  Research aimed at preserving the species subjected to procedures 

  Higher education or training 

  Forensic enquiries 

  Maintenance of colonies of genetically altered animals not used in other animal procedures 
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 For higher education or training, explain why this project is part of the educational program and describe the learning targets. 

 In recent years in the national Agri&Food Top sector programme  a number of studies have 

been performed to examine the effects of diet composition on intestinal integrity, mucosal immunity in the intestinal tract, the interaction between intestinal 

microbiome and immune parameters,  and on systemic innate and specific immunity in pigs and poultry. The results of this research will be used to increase 

the immune competence of farm animals and to reduce the susceptibility to infectious diseases through improved nutrition. 

Up to now, the focus of the research was put on effects of diet composition on the intestinal tissues and on some aspects of systemic immunity in chicken and 

pigs. Increasing evidence has come up on the role of microbiota on the local and also systemic immune system. It has been shown, that the composition of  

the intestinal bacterial microbiome is strongly influencing the immune system in the gut.  in piglets and broilers 

that the intestinal microbiome can already be influenced in early life by diet composition and inclusion of specific feed components or antimicrobials (1,2). 

These effects have primarily been shown on the basis of changes in the transcriptome/genome analysis in the gut wall and changes in microbiota composition 

in various segments of the intestine. In pigs, it has been shown that the dietary supply of a high concentration zinc in the form of ZnO as model intervention 

during two weeks post weaning can, in the period after zinc supplementation, result in a significant increase in diversity of the microbiome composition and 

also change the expression of genes and pathways in the intestinal wall, which are related to cell metabolism and immune functions. 

   

Although effects on the immune system are measurable on molecular basis, there is up to now limited experimental evidence of the relevance of these 

changes for an increased immune competence and a reduced disease susceptibility.  From studies in laboratory animals it emerged that the gut microbiome 

indirectly via metabolites can have an impact on inflammatory reactions and disease susceptibility  in the lung (3,4,5, 6).  Next to such distant effects, from 

intestine to the lungs,  it has also been shown that the local microbiome on other mucosal surfaces such as lung or vagina can interact with the local immune 

system.  

    

Infectious diseases are a major health thread in pigs and veal calves and  pneumoniae belong to the most important diseases in young animals due to 

infections. Pneumonia belongs also to the most relevant causes for the use of antibiotics.  The susceptibility to develop disease is strongly related to the 

resistance of the animal and influenced by the immune competence of the animal. Therefore, current research efforts are focussed on increasing the 

resistance of animals to disease, among others by dietary interventions and modification of the intestinal microbiome. If these concepts are successful, it 

would offer chances to reduce lung diseases by specific feeding strategies in pigs and calves.      

 

 

 

 

 

3.2 Purpose  

 

Describe the project’s main objective and explain why this objective is achievable. 
 

 If the project is focussed on one or more research objectives, which research questions should be addressed during this project? 
 If the main objective is not a research objective, which specific need(s) does this project respond to? 
 



    

In this project we want to examine the effect of feeding strategies on the innate immunity in the lungs, on the lung microbiome in calves and pigs and 

the susceptibility to bacterial induced pneumonia in pigs. 

 

In the recent decennia feeding of veal calves has changed from milk feeding to artificial milk (milk replacers) fully based on plant products. The choice to 

alter the milk composition is mainly due to economic reasons, because plant proteins are generally much cheaper as dietary protein sources. However, 

cow’s milk is the original diet of calves and milk also contains other bio-functional components, which may be relevant for infection and disease 

resistance of calves (6). The specific objective within the project is to compare the effects of milk feeding vs artificial milk based on plant products on the 

systemic and local innate immunity and the microbiome composition in the lungs. 

 

In recent studies in piglets in the framework of the project is has been shown that the addition of high doses of zinc as ZnO to the diet results in changes 

in the intestinal microbiome. These changes in the intestinal bacterial composition is considered to have induced changes in the mRNA expression of 

immune related genes in intestinal tissues. The specific objective within the project is to evaluate in experimental conditions the effects of changes of 

microbiota composition in the immediate post-weaning period on specific immune responses and disease susceptibility. In line with earlier studies  

microbiota changes will be achieved by high zinc intervention via the diet. In two experimental challenge models the effects  on local immunity in the gut 

and on innate immunity in the lungs and on disease susceptibility will be assessed. The local immune response will be addressed by measuring the 

serological response after vaccination with an . The effects on innate immunity in the lungs and disease susceptibility 

for lung pathogens will be measured by examining the effects on lung cell phenotypes and on occurrence of respiratory disease signs after experimental 

infection with defined lung pathogens.       

 

 

3.3 Relevance  

 
What is the scientific and/or social relevance of the objectives described above? 
 
Up to now, in the programme F4F, the impact of feeding on the immune system has been focussed on the intestinal tract and on systemic immune cells. 
The relevance of pneumonia in young farm animals urges this project to extend the search for immune interference to other organ systems like the 
lungs. There is an urgent need to provide evidence on the relationship between observed changes in immune parameters due to specific feeding 
strategies and the actual prevention of disease. In regard to scientific relevance, this project will provide new insights in the relationship between diet 
composition, the intestinal tissue development and functioning in regard to antigen processing and immunity,  and the intestinal microbiome with the 

lung by specifically addressing parameters of innate immunity components in the lung (alveolar cell phenotyping and function) and the microbial 
population in the lung, including respiratory pathogens.  
Due to the relevance of lung diseases in young farm animals with a high impact on the use of antibiotics and also a high impact on the welfare of the 
animals new strategies for the prevention of disease are urgently required.  

 
 

 

3.4 Research strategy 
 



3.4.1 Provide an overview of the overall design of the project (strategy). 

 
The effect of diet composition on lung health and immunity will be examined in pigs and calves. In both species lung diseases belong to the most 
prevalent diseases in young animals. However, due to their different physiology the effects of specific feeds need to be addressed in both species 
separately.     
In pigs the focus is on testing the effects of changes in the microbiome in the intestines on lung innate immunity and  lung health. A second objective is 
to corroborate the earlier data on increased immune parameters in the intestinal wall by studying the immune response after oral vaccination. The 
change of the microbiome will be introduced by a feed additive, here zinc. This change of the microbiome has already been shown in earlier studies to 

exert effects on immunity related parameters in the intestinal wall.  Effects on the immune system of the lung will be tested by comparing the 
composition of immune cells in the lung and the susceptibility to develop disease after experimental exposition to an aerosol with a mild virulent lung 
pathogen, Actinobacillus pleuropneumoniae serotype 2. This model has been used several times and enables to discriminate effects of feeding or 
management treatments on the development of disease (7).  

In calves two contrasting feed strategies, i.e. feeding with milk based on whey versus feeding with milk based on plant products will be compared in the 
first 8 weeks of life. Special attention will be paid to the effects on alveolar cells in the lung in the course of the application of the dietary treatments. 

Simultaneously, a performance study with veal calves using the same dietary treatments, outside this project request, will be performed under farm 
conditions. In this study, health observations, medical treatments during the growing period and lung findings at slaughterhouse will be used to compare 
the effects on general and specific lung health.        
 
3.4.2 Provide a basic outline of the different components of the project and the type(s) of animal procedures that will be performed. 
Pig study: In this study the effects of two treatments, i.e. low and high dose of zinc in the diet during 14 days after weaning will be studied from 18 days  
post weaning onwards.  

In one cohort of animals from both treatment groups the immune competence in the intestinal tract will be compared on the basis of the immunological 
reactions after repeated vaccination with a  pig vaccine.  
Another cohort from both treatment groups will be used to compare disease susceptibility after administration of a mild-virulent pig lung pathogen, 

Actinobacillus pleuropneumoniae. For this purpose, the latter cohort of pigs will be transferred form the feed research farm to the specialized 
experimental facilities, where infectious disease studies can be performed. There, the pigs will be exposed to an aerosol containing the pathogens and 
followed by clinical observations, body temperature measurements and pathological examination at three days after challenge inoculations. It is expected 
that within this model, clinical signs as respiratory distress and other severe disease signs are rarely occurring, but that a temperature increase and a 

focal pneumonia can occur in about 50% of the animals in the low-zinc treatment group and less in the high zinc treatment group.   
 
Calf study: In this study two milk replacers will be examined in regard to their effects on the immune system in the intestinal tissue and on the intestinal 
microbiome as well as on their effects on the lung innate immunity. One milk replacer contains , only, the other is based on  

. Male calves will be acquired at an age of about 1 week from dairy farms in about 30 km distance from the research farm and kept in an open-air 
stable. Calves will receive the respective diet from their arrival onwards during two feedings daily. Milk and roughage consumption will be recorded. At 

two weeks, four weeks and six weeks after start of the study, bronchoalveolar lavage samples will  be obtained from each calf to study the lung lavage 
cell composition in regard to phenotype (macrophage, lymphocyte phenotypes, TLR expression pattern) and function. At the end of the study after 7 

weeks, calves will be euthanized and intestine and lungs will be analysed in regard to immune cells and genome expression of immune related gene 
transcripts. Microbiome and pathogen analysis of intestine and lungs will be performed on tissue samples obtained after necropsy. 
 

  
 



3.4.3 Describe the coherence between the different components and the different steps of the project. If applicable, describe the milestones and selection 

points. 
 
In both studies the effects of diets on the intestinal tissue and on the lung innate immune system is examined. Although there is no direct link between 
the investigated diets in calves and pigs, these studies will provide information on the possible modulation of lung innate immunity and disease 
resistance through nutrition.     

 
 
 
 3.4.4 List the different types of animal procedures. Use a different appendix ‘description animal procedures’ for each type of animal procedure. 

 Serial number Type of animal procedure  

              1 Effect of milk replacer on innate immunity of lungs and intestine in veal calves 

              2 Effects of intestinal microbiome modulation on intestinal immune response and lung disease resistance in piglets. 

              3  

 4                             

              5       

              6       

              7       

 8       

              9       

  10       
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2: Schokker D, Zhang J, Vastenhouw SA, Heilig HG, Smidt H, Rebel JM, Smits MA.  Long-lasting effects of early-life antibiotic treatment and routine 

animal 

handling on gut microbiota composition and immune system in pigs. PLoS One. 2015  

Feb 6;10(2):e0116523.  

3: Trompette, A., et al., Gut microbiota metabolism of dietary fiber influences allergic airway disease and hematopoiesis. Nat Med, 2014. 20(2): p. 159-
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Actinobacillus pleuropneumoniae is impaired by the garlic volatile allyl methylsulfide (AMS) in vitro and in-feed garlic alleviates pleuropneumonia in a pig 

model. Vet Microbiol. 2012 Jan 27;154(3-4):316-24.  

 

 



 

 

1 Algemene gegevens 

 

1.1 Titel van het project 

 

 

Invloed van voeding op immuniteit en longgezondheid bij kalveren en varkens 

  
1.2 Looptijd van het 

project 

2016 - 2017 

   1.3 Trefwoorden 
(maximaal 5) 

Voeding, gezondheid, kalf, big, microbioom  

  
 

 

2 Categorie van het project 

 

 

3 Projectbeschrijving 

 

2.1 In welke categorie valt 

het project. 

 

U kunt meerdere 
mogelijkheden kiezen. 

 

 Fundamenteel onderzoek 

   X Translationeel of toegepast onderzoek 

    Wettelijk vereist onderzoek of routinematige productie 

    Onderzoek ter bescherming van het milieu in het belang van de gezondheid of het welzijn van mens of dier 

    Onderzoek gericht op het behoud van de diersoort 

    Hoger onderwijs of opleiding 

    Forensisch onderzoek 

    Instandhouding van kolonies van genetisch gemodificeerde dieren, niet gebruikt in andere dierproeven 

   

Format 

Niet-technische samenvatting 
 

 Dit format gebruikt u om uw niet-technische samenvatting  te 

schrijven 
 Meer informatie over de niet-technische samenvatting vindt u op de 

website www.zbo-ccd.nl. 
 Of neem telefonisch contact op. (0900-2800028). 
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3.1 Beschrijf de 

doelstellingen van het 

project  

(bv de wetenschappelijke 

vraagstelling of het 

wetenschappelijk en/of 

maatschappelijke belang) 

In afgelopen jaren is veel onderzoek gedaan naar de invloed van voeding op gezondheid en immuniteit van kippen en varkens. 
Hierbij is aangetoond, dat veranderingen van de samenstelling van darmbacteriën door voeding op jonge leeftijd invloed heeft 
op immuuniteitsparameter in de darmwand. De verwachting is daarom ook, dat met behulp van gerichte sturing van de 
darmflora de gezondheid van landbouwhuisdieren verbeterd kan worden en aandoeningen verminderd kunnen worden.  
Uit onderzoek in laboratoriumdieren is duidelijk geworden, dat voeding niet alleen lokaal in de darm  immuniteit beïnvloed, 
maar dat deze effecten ook de algemene immuniteit raken en ook op andere organen zoals in de long effect kunnen hebben. 

Terwijl effecten op het immuunsysteem zowel lokaal als ook algemeen aangetoond zijn, is het bewijs, dat daarmee ook een 
verhoogde weerstand tegen infecties en de gevolgen van infecties en ziekte tot gevolg heeft, is experimenteel bij laboratorium 

dieren in beperkte mate en bij landbouwhuisdieren nog niet aangetoond.  
Luchtwegaandoeningen ten gevolge van virale of bacteriële infecties behoren tot de belangrijkste infectieziekten van jonge 
kalveren en varkens. In dit project wordt in twee studies, een in varkens en een in vleeskalveren onderzocht of door middel van 
voeding de algemene immuniteit en de weerstand specifiek in de long kan worden verbeterd.  

In varkens zal hiervoor een voedingswijze getest worden, die in eerdere studies heeft aangetoond, dat het immuunsysteem in 
de darm - waarschijnlijk door een veranderde darmflora -  geprikkeld is. De verwachting is dat dit ook geldt voor de algemene 
immuniteit en de weerstand in de long. Een effect op de algemene immuniteit wordt hier gemeten aan de hand van een 
vaccinatie met een bekent vaccin, wat via het maag-darmkanaal wordt toegediend en waar de gemeten bescherming informatie 
over de effect op de algemene immuniteit geeft. De weerstandsverhoging in de long wordt getest door varkens bloot te stellen 
aan een luchtweg bacterie, wat in onze studies bij varkens tot matige klinische verschijnselen en ontsteking in de long kan 
leiden. De verwachting is dat met behulp van dit model een verschil tussen de geteste voedingswijzen kan worden aangetoond. 

Luchtweginfecties zijn bij vleeskalveren vooral in de eerste levensweken van betekenis. De melkvoeding van jonge kalveren 

bestaat vooral uit kunstmelk en de voeding van kunstmelk wordt vergeleken met gewone melk. De verwachting is dat melk een 
direct effect op afweercellen zal uitoefenen en dat melk ook de darmflora gaat veranderen. In eerste instantie worden de 
effecten op afweercellen in de long in verloop van de eerste 8 levensweken getest.              

   
3.2 Welke opbrengsten 

worden van dit project 

verwacht en hoe dragen 

deze bij aan het 

wetenschappelijke en/of 

maatschappelijke 

belang? 

In deze studies wordt onderzocht hoe voeding de immuniteit, infectie- en ziektegevoeligheid beïnvloed.  De mogelijkheid om de 

weerbaarheid tegen longziektes bij jonge dieren door voedingsmaatregelen te verhogen zou een belangrijke stap zijn om de 

gezondheid van jonge kalveren en biggen te verhogen en antibioticumbehandelingen te verminderen. 

   
3.3 Welke diersoorten en 

geschatte aantallen 

zullen worden gebruikt? 

In deze studies worden 100 varkens en 36 kalveren gebruikt.  

   

3.4 Wat zijn bij dit project de 

verwachte negatieve 

gevolgen voor het welzijn 

De varkens zullen ongerief ervaren door herhaaldelijk nemen van  bloed- en fecesmonsters. De experimentele luchtweginfectie 

zal tot matige klinische gevolgen zoals kortdurend koorts en in uitzonderlijke gevallen tot algemene ziekte kunnen leiden. In ca. 

50% van de dieren kunnen kleine haarden met longontsteking optreden. De kalveren zullen ongerief door het herhaaldelijk 



 

 4 Drie V’s 

4.1 Vervanging 

Geef aan waarom het 

gebruik van dieren nodig 

is voor de beschreven 

doelstelling en waarom 

proefdiervrije 

alternatieven niet 

gebruikt kunnen worden. 

Een samenhang tussen voeding en immuniteit of vermindering van ziektegevoeligheid in de luchtwegen kan alleen in 

het dier worden onderzocht. Immers zal hier het samenspel tussen voeding, samenstelling van de darmflora en de 

immuniteit van het dier worden onderzocht. Alternatieven in de vorm van celcultuuronderzoek, waarbij effecten van 

onderdelen van de onderzochte voedingscomponenten worden onderzocht zullen geen informatie op de effecten op de 

immuniteit opleveren.  

   

4.2 Vermindering 

Leg uit hoe kan worden 

verzekerd dat een zo 

gering mogelijk aantal 

dieren wordt gebruikt. 

Het aantal gebruikte dieren is erop gebaseerd de verwachte effecten van de voedingen op de longafweer en 

gevoeligheid voor infectie, respectievelijk ziekte statistisch aan te kunnen tonen.   

   

4.3 Verfijning 

Verklaar de keuze voor de 

diersoort(en). Verklaar 

waarom de gekozen 

diermodel(len) de meest 

verfijnde zijn, gelet op de 

De studies worden in diersoorten en op een leeftijd uitgevoerd (varkens in de periode na spenen en kalveren in de 

eerste levensweken) die ook in de gangbare praktijk de meeste luchtwegproblemen ervaren. Het gebruikte 

infectiemodel in varkens is gekozen, omdat het in eerdere studies mogelijk was de effecten van specifieke voeding of 

huisvestingsmaatregelen aan te tonen.  

van de proefdieren? nemen van bloedmonsters en het uitvoeren van longspoelingen om afweercellen uit de long te kunnen onderzoeken. 

   
3.5 Hoe worden de 

dierproeven in het 

project ingedeeld naar de 

verwachte ernst? 

Matig ongerief 

   
3.6 Wat is de bestemming 

van de dieren na afloop? 

Alle dieren in deze studies worden aan het einde van de onderzoeksperiode geëuthanaseerd om weefselmonsters van het darm- 

en longstelsel te verkrijgen voor verdere analyses. Dit is belangrijk om de invloed van de te onderzoeken voedingswijzen op de 

darmwand en het longweefsel te onderzoeken. 



doelstellingen van het 

project.  

   
 Vermeld welke algemene 

maatregelen genomen 

worden om de negatieve 

(schadelijke) gevolgen 

voor het welzijn van de 

proefdieren zo beperkt 

mogelijk te houden. 

Om de kalveren in de eerste levensweken zo goed mogelijk te huisvesten worden deze in een openluchtstal met 

strobedding gehouden. Wij verwachten hiermee omstandigheden te creëren om de algemene gezondheid zo goed 

mogelijk te borgen.  

De varkens zullen tijdens de voedingsperiode in een stalruimte onder praktijkomstandigheden worden gehuisvest.  

   

 

 

 5 In te vullen door de CCD 

Publicatie datum       

  

Beoordeling achteraf       

 



 
1.1 Provide the approval 

number of the ‘Netherlands 
Food and Consumer 
Product Safety Authority’. 

 

 

 

40100 

 

 
 1.2 Provide the name of the 

licenced establishment. 
Stichting DLO 

  
   1.3 List the serial number and 

type of animal procedure.  
 

Use the serial numbers 
provided in Section 3.4.4 of 
the Project Proposal form. 

Serial number  Type of animal procedure 

  1  Effect of milk replacer on innate immunity of lungs and intestine in veal calves 

  

 

A. Experimental approach and primary outcome parameters 

  Describe the general design of the animal procedures in relation to the primary outcome parameters. Justify the choice of these parameters. 

 In this study the effects of the composition of milk replacers based on  products on the microbiome diversity  in the gut 

and the lung and on the local intestinal and lung immune system of veal calves will be examined. Young calves will receive the diets for a period of 7 weeks. 

Calves are raised in farm conditions and are therefore exposed to the common bacterial flora and viruses. Due to the fact that calves are originating from 

different farms and not kept in a bio-secured facility, they are also much likely exposed to infectious pathogens like bacteria, mycoplasma and viruses.  

In the course of the in-life phase of study primary read outs are effects on 

- broncho-alveolar lung lavage cells in regards to the composition of cells , phenotypic characteristics of lung macrophages and functional tests of 

macrophages will be performed. Macrophages are the major cell type in the broncho-alveolar lavage and are an important part of the innate immune system 

in the lung alveoli, due to their phagocytic capacity and their role in recognition of foreign antigens.  

- blood leucocytes (WBC count, phenotypic characteristics) will be examined as part of the innate immune system, 

- presence of respiratory pathogens in lung lavage and nasal swabs as indicator of changed resistance to pathogens 

- occurrence of clinical signs of disease due to natural infections as direct parameter for infection and disease resistance. 

At the end of the study the calves will be euthanized and samples taken from the intestinal and respiratory tract to: 

- Analyse the microbiome in intestine and lung to determine the effects of the different milk replacers and to demonstrate an effect of diet on the 

microbiome of the gut and also of the lungs 

- Analyse gut and lung tissue in regard to immune cells and immunity related mRNA. 

  

 Describe the proposed animal procedures, including the nature, frequency and duration of the treatment. Provide justifications for the selected approach. 

 Young calves will be bought in the first week of life from dairy farms in a ca. 30 km radius around the research farm, where the study will take place. Based 
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on arrival animals will be allocated to treatment group 1 or treatment group 2. After arrival the dietary treatment will immediately start. Calves will receive 

the milk replacer from buckets to individually record milk consumption. In the course of the study blood samples and broncho-alveolar lavage (BALF) samples 

will be taken after arrival (except BALF), at two weeks, four weeks and 6 weeks of the study. To obtain broncho-alveolar lavage catheters will be inserted into 

the lungs without visual control, i.e. a catheter is progressed through the nasal cavity and the upper respiratory tract into the lungs. Lavage fluid will be 

inserted and retracted via the catheter. During the study health observations will be recorded with special attention to clinical signs of respiratory and 

intestinal disease. 

 Describe which statistical methods have been used and which other considerations have been taken into account to minimise the number of animals. 

 Currently there is no basic information is available on the effects of dietary ingredient composition on lung health parameters or innate immune parameters in 

the lungs. We assume that with 16 animals in each group we will have sufficient data to be able to draw conclusions of the effects of the dietary treatments 

on clinical findings and cell composition in the BALF. With this number of animals we will be able to demonstrate a difference in occurrence of clinical signs of 

33% between both groups and a change in the cell numbers/composition in the lungs of about 20% (p = 0.05, 80% power).  

 B. The animals 

 Specify the species, origin, estimated numbers, and life stages. Provide justifications for these choices. 

 A maximum of 36 male calves will be supplied at ca. one week of age. This is earlier than the regular age of calves, when they are usually transported from 

dairy farm to commercial veal calf productions. However, we consider that it is important to have the calves in a good condition as early as possible and this 

can be better achieved under the conditions at the research farm. Special attention will be paid to stimulate the supplying farms to provide the calves as early 

as possible with a sufficient amount of colostrum. This will after arrival be checked in blood samples based on Ig concentrations. In both treatment groups 16 

calves will be used, the remaining four calves will only be supplied and used if calves have to be substituted due to clinical problems in the first week of the 

study. The use of male calves is due to the fact that veal calves are generally bull calves.    
 
C. Re-use 

 Will the animals be re-used? 

 X No, continue with question D. 

               Yes >  Explain why re-use is considered acceptable for this animal procedure. 

                    

              Are the previous or proposed animal procedures classified as ‘severe’? 

  No  

               Yes> Provide specific justifications for the re-use of these animals during the procedures. 

                    

 D. Replacement, reduction, refinement 

 Describe how the principles of replacement, reduction and refinement were included in the research strategy, e.g. the selection of the animals, the design of 
the procedures and the number of animals. 

 To study the effects of specific diets, here milk replacers, on health and immune system it is inevitable to use the target animal species for this purpose. In-



vitro systems will give very limited information on direct effects on specific cells, but so far it is not possible to study the complex interaction between diet, 

microbiome and host outside an animal. The experiment will be performed with a limited number of calves, which is expected to be necessary to demonstrate 

effects of the treatment. Although a statistical approach cannot be supported by previous experiences, the number of calves was limited to 16 per treatment 

group and we consider the effect size as the minimum we would like to achieve. In contrast to conventional housing of veal calves the housing conditions are 

enriched by keeping the calves on straw bedding and in an open-air stable system.  

  

 Explain what measures will be taken to minimise 1) animal suffering, pain or fear and 2) adverse effects on the environment. 

 The suffering of the calves is restricted to the sample moments for obtaining blood and performing lung lavage. Due to the regular individual milk supply two 

times a day, calves get used to the care takers and will probably experience less stress during sampling. 

 
Repetition and duplication 

 E. Repetition 

 Explain what measures have been taken to ensure that the proposed procedures have not already been performed. If applicable, explain why repetition is 

required. 

 Based on a recent literature review, no comparable experiments have been performed. 

 
Accommodation and care 

 

F. Accommodation and care 

 Is the housing and care of the animals used in experimental procedures not in accordance with Annex III of the Directive 2010/63/EU?  

  No  

              X  Yes > If this may adversely affect animal welfare, describe how the animals will be housed and provide specific justifications for these choices. 

              It is not expected that the housing and care have adverse effects on the calf welfare. 

 G. Location where the animals procedures are performed 

  Will the animal procedures be carried out in an establishment that is not licenced by the NVWA? 

    No > Continue with question H. 

              X Yes > Describe this establishment. 

              Calves are kept on a research farm under farm conditons and in accordance with the “Wet Dieren”.  In this specific study calves are kept individually in an 

open-house barn in pens  with straw bedding. 

 Provide justifications for the choice of this establishment. Explain how adequate housing, care and treatment of the animals will be ensured. 

 The study will be performed on a  farm with broad experience on raising veal calves and taking care of young calves. In addition to the regular 

raising of veal calves, in this study calves are housed in an open barn with optimal ventilation, which reduces the risks of respiratory problems.  



 

 
Classification of discomfort/humane endpoints 

 H. Pain and pain relief 

 Will the animals experience pain during or after the procedures? 

 X   No > Continue with question 1. 

               Yes > Will anaesthesia, analgesia or other pain relieving methods be used? 

                               No > Justify why pain relieving methods will not be used.   

                                      

                    Yes 

 I. Other aspects compromising the welfare of the animals 

 Describe which other adverse effects on the animals’ welfare may be expected? 

 Calves will experience stress due to the restraint during blood sampling and BALF sampling. 

 Explain why these effects may emerge. 
 
Blood and bronchoalveolar lavage cannot be performed without restraining the animals. Although the calves are used to human-animal interaction, it is 

expected that restraining will induce a certain amount of stress. This is probably higher during lung lavage, but in our experience calves tolerate the 

procedure well. 
 
Indicate which measures will be adopted to prevent occurrence or minimise severity. 
 Calves will be accustomed to be handled by care takers 

 J. Humane endpoints 

  
May circumstances arise during the animal procedures which would require the implementation of humane endpoints to prevent further distress? 

    No > Continue with question K. 

              X Yes > Describe the criteria that will be used to identify the humane endpoints. 

              Calves are susceptible to infectious diseases and infections can result in genaral inflammation, diarrhea, pneumonia or sepsis. In the case that calves express 

clinical disease a veterinary examination will occur and if on the basis of good vetrianry practice required calves will be euthanized.   

 Indicate the likely incidence. 

 According to field observations up to ca. 5% 

 K. Classification of severity of procedures 

 Provide information on the expected levels of discomfort and indicate to which category the procedures are assigned (‘non-recovery’, ‘mild’, ‘moderate’, 
‘severe’).  
 



Moderate  

 
End of experiment 

 L. Method of killing 

 Will the animals be killed during or after the procedures? 

  No > Continue with Section 3: ‘signatures’. 

              X  Yes > Explain why it is necessary to kill the animals during or after the procedures. 

 At the end of the experiment organ tissues from the respiratory tract and the intestine are collected for histological, genomic and microbiological 
investigations. 

Is the proposed method of killing listed in Annex IV of Directive 2010/63/EU? 

                               No > Describe the method of killing that will be used and provide justifications for this choice. 

                                      

                   X Yes  

 



 
1.1 Provide the approval 

number of the ‘Netherlands 
Food and Consumer 
Product Safety Authority’. 

 

 

 

40100 

 

 
 1.2 Provide the name of the 

licenced establishment. 
Stichting Dienst Landbouwkundig Onderzoek 

  
   1.3 List the serial number and 

type of animal procedure.  
 

Use the serial numbers 
provided in Section 3.4.4 of 
the Project Proposal form. 

Serial number  Type of animal procedure 

  
2 

 Effects of intestinal microbiome modulation on intestinal immune response and lung disease resistance 

in piglets 

  

 

A. Experimental approach and primary outcome parameters 

  Describe the general design of the animal procedures in relation to the primary outcome parameters. Justify the choice of these parameters. 

 In earlier experiments is has been shown that dietary supply of a high dose of Zn as ZnO in the post weaning period results in a higher diversity of the 

microbiome in the small intestine in the period after zinc supplementation. Most likely due to the change in microbiome changes of several immune 

parameters in the intestinal tissue occur.  In this study the actual effects of feed induced changes in the microbiome on the local immune system in gut and 

lung as well as the effect on resistance towards an infection challenge will be investigated. The study will be performed in first instance in one barn on a feed 

research farm.  

 

Pigs will be allocated to two groups, one of which will receive a low dose zinc dose and the other a high zinc dose as feed additive to modify the intestinal 

microbiome. In this study pigs will receive the zinc treatment for a period of 14 days after weaning, then effects on the immune system or disease 

susceptibility will be evaluated in the subsequent period. Note, in this study zinc is only used as modifier of the microbiome and the effects of a changed 

microbiome are addressed.  

One cohort (cohort 1) of both treatment groups will be vaccinated twice with a two week interval with a registered,  

. The key parameter to demonstrate the hypothesized effects of an improved immune responsiveness is the humoral immune response after 

vaccination with an oral vaccine. Growth curves and daily recorded health observations will be used to measure the influence on general health, the humoral 

immune response after vaccination is considered to reflect an improved antigen processing in the gut wall. 

Another cohort (cohort 2) will be transported to the experimental facilities, where infection studies can be performed. There, the pigs will be experimentally 

exposed to Actinobacillus pleuropneumoniae, a known respiratory pathogen in pigs. The challenge will be performed by the use of an aerosol one day after 

arrival. It was deliberately decided to challenge the pigs without a longer acclimatization period to prevent changes in the immune reaction due to the 

changed housing conditons in the experimental facilities. The key parameters to demonstrate the hypothesized effects of an improved immune system, a 
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better performance and a reduced disease susceptibility are a reduced inflammatory response, i.e. less affected lungs and a reduced bacterial load in the 

lungs after challenge infection. A reduction of disease susceptibility in the lung indicates an effect of the feed intervention on the innate immune system in the 

lungs.   

 Describe the proposed animal procedures, including the nature, frequency and duration of the treatment. Provide justifications for the selected approach. 

 Pigs will be kept in one barn and allocated to the two treatment groups, high zinc supply versus low zinc supply. In the period during dietary zinc 

administration, i.e. in the first two weeks after weaning, body weight gain will be recorded by weighing the pigs once per week and health observations at 

three times per week. 

Four to six days after the last zinc adminstration, pigs of the vaccinated cohort (cohort 1) will receive the  vaccine  orally. Blood 

samples  will be taken before vaccination and two weeks, three weeks after vaccination. Before each vaccination and 4 and 7 days after vaccination  

 will be sampled for the determination of . One week after the second vaccination, pigs will be euthanized and samples will be 

taken from intestinal tissue, intestinal digesta and the regional lymph nodes. About 10 pigs of each of the treatment groups in this cohort will be equipped 

with a subcutaneous temperature transponder to measure and record body temperature before and after vaccination.  

Four to six days after termination of the dietary treatments, pigs of the cohort, which will be used to study the effects on disease susceptibility (cohort 2) will 

be transported to the experimental infection facility. On the following day pigs will be exposed for a period of ca. 20 – 30 minutes to an aerosol containing  

Actinobacillus pleuropneumoniae  bacteria. Pigs will be followed clinically for 4 days and then euthanized for pathological examination and tissue sampling. 

Rectal body temperatures will be recorded before challenge and at about 6 hours after challenge and twice daily on the following days.  Blood samples will be 

taken before challenge and once daily after challenge. Before and after challenge pigs will be observed twice daily and clinical signs will be recorded with 

special attention to respiratory disease signs and general clinical disease signs (alertness, appetite etc.). Gross- and histopathological examinations will focus 

on a quantitative evaluation of lung alterations. 

 Describe which statistical methods have been used and which other considerations have been taken into account to minimise the number of animals. 

 The results will either be analysed by T-test or a chi-square test depending on the type of data and based on a p < 0.05 and a power of 95%, resp. 80% in 

regard to the key parameters increase in serological titre in cohort 1 and lung pathology and relative lung weights in cohort 2 (Becker et al. 2012)  

 B. The animals 

 Specify the species, origin, estimated numbers, and life stages. Provide justifications for these choices. 

 A maximum of 100 pigs, male/female, four weeks at the start of the study. For each treatment (high versus low zink) in cohort 1 (vaccine study) 32 pigs will 

be used and in cohort 2 16 pigs will be used. Numbers of animals in cohort 2 are based on experiences with previous studies (7), the necessary number of 

animals in cohort 1 is not to determine, due to limited data on seroconversion and necessary corrections for genetic relationship and pen. Therefore a total of 

96 pigs will be involved in the study, 4 additional pigs will only be used if there occurs severe disease or death in the first days after weaning and piglets have 

to be replaced. 
 
C. Re-use 

 Will the animals be re-used? 

 X  No, continue with question D. 

               Yes >  Explain why re-use is considered acceptable for this animal procedure. 

                    

              



Are the previous or proposed animal procedures classified as ‘severe’? 

 X  No  

               Yes> Provide specific justifications for the re-use of these animals during the procedures. 

                    

 D. Replacement, reduction, refinement 

 Describe how the principles of replacement, reduction and refinement were included in the research strategy, e.g. the selection of the animals, the design of 
the procedures and the number of animals. 

 Effects of feed on the immune system and especially on the functionality of the immune system can only be performed in the target animal. Here we want to 

show effects of diet composition in a near commercial production setting, therefore it is necessary to use pigs to answer the research questions. Pigs are kept 

in farm conditions and will receive environmental enrichment by introducing playing materials in the pens. The number of used animals is based on 

experiences from earlier studies with the same infection model. To reduce stress of the pigs due to repeated temperature measurement and accompanying 

restraining, pigs will be equipped with temperature transponders, which can be read on short distance.  

 Explain what measures will be taken to minimise 1) animal suffering, pain or fear and 2) adverse effects on the environment. 

 Blood and faecal samples will be taken by experienced personal, so that the period of restraining either on the back or by a snare loop will be as short as 

possible. 

 
Repetition and duplication 

 E. Repetition 

 Explain what measures have been taken to ensure that the proposed procedures have not already been performed. If applicable, explain why repetition is 

required. 

 In  a number of studies effects on the immune system have been demonstrated, but only a few studies show the effect on the function of the immune 

system by reduction of disease susceptibility. Literature review did not result in comparable study results.  

 
Accommodation and care 

 

F. Accommodation and care 

 Is the housing and care of the animals used in experimental procedures not in accordance with Annex III of the Directive 2010/63/EU?  

  No  

              X Yes > If this may adversely affect animal welfare, describe how the animals will be housed and provide specific justifications for these choices. 

          During the feeding phase of  study pigs are kept on a  with conditions in agreement with the “Wet dieren, AMbV 

Besluit houders van dieren”. For the aerosol infection (cohort 2) pigs are transferred to a facility, which is in accordance with Annex III. 

 G. Location where the animals procedures are performed 

  



Will the animal procedures be carried out in an establishment that is not licenced by the NVWA? 

 X No > Continue with question H. 

              Yes > Describe this establishment. 

              On the research farm pigs are kept according to practise conditions on partially slatted floors.  

 Provide justifications for the choice of this establishment. Explain how adequate housing, care and treatment of the animals will be ensured. 

 On the research farm pigs are kept according to practise conditions to measure representative growth and feed conversion. 

 
Classification of discomfort/humane endpoints 

 H. Pain and pain relief 

 Will the animals experience pain during or after the procedures? 

  No > Continue with question 1. 

              X Yes > Will anaesthesia, analgesia or other pain relieving methods be used? 

                              X No > Justify why pain relieving methods will not be used.   

                                In cohort 1 no pain is expected. In cohort 2 pain may arise after infection with the lung pathogen. The effects of the lung infection are a 

critical read out of the experiment and any pain treatment could mask the effect.  

                    Yes 

 I. Other aspects compromising the welfare of the animals 

 Describe which other adverse effects on the animals’ welfare may be expected? 

 - In both cohorts, restrain of the animals for blood sampling induces stress  
- In cohort 2 the aerosol infection with A. pleuropneumoniae  serotype 2 can result in a local pneumonia  

 Explain why these effects may emerge. 
 

-  In several infection experiments with the aerosol infection model with A. pleuropneumoniae we observed an increase in body temperature at about 

6 hours after challenge in nearly all pigs. This is most probably due to endotoxins from the inoculum and induce a general, short lasting (ca. 6 

hours) malaise of the pigs. Although it is expected that about 50% of the pigs will develop local pneumoniae after challenge, we only have seen 

signs of respiratory disease (enforced breathing, coughing) in less than 5% of the pigs. Affected pigs can develop febrile body temperatures.   
 
Indicate which measures will be adopted to prevent occurrence or minimise severity. 
 
Pigs will be observed twice daily for the occurrence of disease signs to be able to identify humane endpoints as soon as possible. 

 J. Humane endpoints 

  
May circumstances arise during the animal procedures which would require the implementation of humane endpoints to prevent further distress? 

  No > Continue with question K. 

              



X Yes > Describe the criteria that will be used to identify the humane endpoints. 

              In cohort 1 no specific humane endpoints are expected.  

In cohort 2 the following humane endpoints will beapplied after challenge infection: 

- Severe respiratory signs with severe enforced breathing 

- Body tempratures > 41ºC for two consecutive measurements (twice daily observations), combined with a reduced feed and water intake   

 Indicate the likely incidence. 

 Less than 10% 

 K. Classification of severity of procedures 

 Provide information on the expected levels of discomfort and indicate to which category the procedures are assigned (‘non-recovery’, ‘mild’, ‘moderate’, 

‘severe’).  
 Moderate 

 
End of experiment 

 L. Method of killing 

 Will the animals be killed during or after the procedures? 

 No > Continue with Section 3: ‘signatures’. 

              X Yes > Explain why it is necessary to kill the animals during or after the procedures. 

 In cohort 1 pigs will be euthanized to sample intestinal tissue and intestinal content for further genome analysis. 
In cohort 2 pigs will b euthanized for gross- and histopathological, microbiological and transcriptomic examination of lungs.  

Is the proposed method of killing listed in Annex IV of Directive 2010/63/EU? 

                               No > Describe the method of killing that will be used and provide justifications for this choice. 

                                      

   X Yes  
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Centrale Commissie
Dierproeven
Postbus 20401
2500 EK Den Haag
centralecommissiedierproeven.nl
0900 28 000 28 (10 ct/min)
info@zbo-ccd.nl

Onze referentie
Aanvraagnummer
AVD401002016416
Bijlagen
2

Geachte ,
Wij hebben uw aanvraag voor een projectvergunning dierproeven ontvangen
op 29 februari 2016.
Het aanvraagnummer dat wij aan deze aanvraag hebben toegekend is
AVD401002016416. Gebruik dit nummer wanneer u contact met de CCD
opneemt.

Wacht met de uitvoering van uw project
Als wij nog informatie van u nodig hebben dan ontvangt u daarover bericht.
Uw aanvraag is in ieder geval niet compleet als de leges niet zijn
bijgeschreven op de rekening van de CCD. U ontvangt binnen veertig
werkdagen een beslissing op uw aanvraag. Als wij nog informatie van u nodig
hebben, wordt deze termijn opgeschort. In geval van een complexe aanvraag
kan deze termijn met maximaal vijftien werkdagen verlengd worden. U krijgt
bericht als de beslisperiode van uw aanvraag vanwege complexiteit wordt
verlengd. Als u goedkeuring krijgt op uw aanvraag, kunt u daarna beginnen
met het project.

Factuur
Bijgaand treft u de factuur aan voor de betaling van de leges. Wij verzoeken u
de leges zo spoedig mogelijk te voldoen, zodat we uw aanvraag in
behandeling kunnen nemen. Is uw betaling niet binnen dertig dagen
ontvangen, dan kan uw aanvraag buiten behandeling worden gesteld. Dit
betekent dat uw aanvraag niet beoordeeld wordt en u uw project niet mag
starten.

Meer informatie
Heeft u vragen, kijk dan op www.centralecommissiedierproeven.nl. Of neem
telefonisch contact met ons op: 0900 28 000 28 (10 ct/minuut).
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Met vriendelijke groet,

Centrale Commissie Dierproeven

Deze brief is automatisch aangemaakt en daarom niet ondertekend.

Bijlagen:
- Gegevens aanvraagformulier
- Factuur
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Gegevens aanvrager
   
Uw gegevens  
Deelnemersnummer NVWA: 40100
Naam instelling of organisatie: Stg DLO
Naam portefeuillehouder of
diens gemachtigde:
KvK-nummer: 908104
Straat en huisnummer: Akkermaalsbos 12
Postbus: 59
Postcode en plaats: 6700 AB WAGENINGEN
IBAN: NL10RABO039766465
Tenaamstelling van het
rekeningnummer:

Wageningen UR

   
Gegevens verantwoordelijke onderzoeker  
Naam:
Functie:
Afdeling:
Telefoonnummer:
E-mailadres:
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Gegevens plaatsvervangende verantwoordelijke onderzoeker  
Naam:
Functie:
Afdeling:
Telefoonnummer:
E-mailadres:
   
Gegevens verantwoordelijke uitvoering proces  
Naam:
Functie:
Afdeling:
Telefoonnummer:
E-mailadres:

Over uw aanvraag
Wat voor aanvraag doet u? [x] Nieuwe aanvraag

[ ] Wijziging op een (verleende) vergunning die negatieve
gevolgen kan hebben voor het dierenwelzijn
[ ] Melding op (verleende) vergunning die geen negatieve
gevolgen kan hebben voor het dierenwelzijn

Over uw project
Geplande startdatum: 1 mei 2016
Geplande einddatum: 1 juni 2017
Titel project: Effects of nutrition on lung and systemic immunity and

disease susceptibility
Titel niet-technische
samenvatting:

Invloed van voeding of immuniteit en longgezondheid bij
kalveren en varkens

Naam DEC: DEC Wageningen UR
Postadres DEC: Droevendaalsesteeg 4 6708 PB Wageningen
E-mailadres DEC: DEC@wur.nl

Betaalgegevens  
De leges bedragen: € 1187,-
De leges voldoet u: na ontvangst van de factuur
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Checklist bijlagen  
Verplichte bijlagen: [x] Projectvoorstel

[x] Beschrijving Dierproeven
[x] Niet-technische samenvatting

Ondertekening  
Naam:
Functie:
Plaats: Wageningen
Datum: 1 maart 2016
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Datum 1 maart 2016
Betreft Factuur aanvraag projectvergunning Dierproeven
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Centrale Commissie
Dierproeven
Postbus 20401
2500 EK Den Haag
centralecommissiedierproeven.nl
0900 28 000 28 (10 ct/min)
info@zbo-ccd.nl

Onze referentie
Aanvraagnummer
AVD401002016416
Bijlagen
2

Factuur
Factuurdatum: 1 maart 2016
Vervaldatum: 31 maart 2016
Factuurnummer: 16700416
Ordernummer: WUR939832

Omschrijving Bedrag
Betaling leges projectvergunning dierproeven
Betreft aanvraag AVD401002016416

€

Wij verzoeken u het totaalbedrag vóór de gestelde vervaldatum over te
maken op rekening NL41RBOS0569996317 onder vermelding van het
factuurnummer en aanvraagnummer, ten name van Centrale Commissie
Dierproeven, Postbus 20401, 2500 EK te 's Gravenhage.
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Betreft Aanvulling Aanvraag projectvergunning dierproeven 
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Centrale Commissie  

Dierproeven 
 
Postbus 20401 

2500 EK Den Haag 

www.centralecommissiedierproeven.nl 
 
T 0900-28 000 28 (10 ct /min) 
 
info@zbo-ccd.nl 

 

Onze referentie 

Aanvraagnummer 

AVD401002016416 

Uw referentie 

uw ref 

Bijlagen 

1 

 
Geachte  

 

Op 29 februari 2016 hebben wij uw aanvraag voor een projectvergunning 

dierproeven ontvangen. Het gaat om uw project “Effects of nutrition on lung and 

systemic immunity and disease susceptibility” met aanvraagnummer 

AVD401002016416. In uw aanvraag zitten voor ons nog enkele onduidelijkheden. 

In deze brief leest u wat wij nog nodig hebben en wanneer u een beslissing kunt 

verwachten. 

 

Welke informatie nog nodig 

Wij hebben de volgende informatie van u nodig om uw aanvraag verder te kunnen 

beoordelen: 

 

Niet technische samenvatting 

De Niet technische samenvatting bij uw aanvraag bevat enkele tikfouten, zoals 

bijvoorbeeld in 3.1: 5e regel van boven beïnvloedt; een bekent vaccin; 

immuniteitsparameters; dehet effect op algemenen immuniteit en in 3.2: 

beïnvloedt). U wordt geadviseerd de NTS na te lopen op taalfouten. U kunt binnen 

veertien dagen een nieuwe Niet technische samenvatting sturen. Indien uw 

aanvraag wordt toegewezen zal de nieuwe Niet technische samenvatting op onze 

website geplaatst worden, of de bij uw aanvraag ingestuurde versie indien u geen 

nieuwe Niet technische samenvatting stuurt. 

  

Onduidelijkheden in projectvoorstel 

 

1) De varkens van cohort 2 worden tijdens het experiment getransporteerd naar 

een faciliteit waar de infectie zal plaatsvinden. Kunt u onderbouwen waarom dit 

transport niet voorafgaande aan de studie gedaan kan worden, zodat nog een 

acclimatiesatieperiode kan worden ingebouwd voor de infectie? 

 

2) U beschrijft in bijlage 2 dat de kalveren in de eerste week na de geboorte 

zullen worden getransporteerd. Wij kunnen ons voorstellen dat het transporteren 

van kalveren op zo’n jonge leeftijd veel stress met zich meebrengt. Heeft u 

rekening gehouden met het feit dat deze stress op jonge leeftijd mogelijk nadelig 

effect op uw onderzoek kunnen hebben? Kunt u dit onderbouwen? 
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Zonder deze aanvullende informatie kan de beslissing nadelig voor u uitvallen 

omdat de gegevens onvolledig of onduidelijk zijn. 

 

Opsturen binnen veertien dagen 

Stuur de ontbrekende informatie binnen veertien dagen na de datum van deze 

brief op. U kunt dit aanleveren via NetFTP. Stuurt u het per post op, gebruik dan 

het formulier dat u bij deze brief krijgt. 

 

Wanneer een beslissing 

De behandeling van uw aanvraag wordt opgeschort tot het moment dat wij de 

aanvullende informatie hebben ontvangen. Als u goedkeuring krijgt op uw 

aanvraag, kunt u daarna beginnen met het project. 

 

Meer informatie 

Heeft u vragen, kijk dan op www.centralecommissiedierproeven.nl. Of neem 

telefonisch contact met ons op: 0900 28 000 28 (10 ct/minuut). 

 

 

Met vriendelijke groet, 

 

Centrale Commissie Dierproeven 

 

Deze brief is automatisch aangemaakt en daarom niet ondertekend.  

 

Bijlage: 

- formulier Melding Bijlagen via de post 



 

Melding 
Bijlagen via de post  

• U wilt één of meerdere bijlagen naar ons versturen? Voeg 
altijd deze Melding Bijlagen toe. Wij weten dan welke 
documenten van u zijn en hoeveel documenten u opstuurt. 

• Meer informatie vindt u op 
www.centralecommissiedierproeven.nl 

• Of bel met ons: 0900 28 000 28 (10 ct/min). 

 

  
 

 
 

  

 

 

1 Uw gegevens 
1.1 Vul de gegevens in. 

 
Naam aanvrager        

  Postcode         Huisnummer        

   
1.2 Bij welke aanvraag hoort de 

bijlage?  
Het aanvraagnummer staat 

in de brief of de 

ontvangstbevestiging. 

Aanvraagnummer        

    

2 Bijlagen 
2.1 Welke bijlagen stuurt u 

mee? 
Vul de naam of omschrijving 

van de bijlage in. 

        

         

           

  

3 Ondertekening 
3.1 Onderteken het formulier en 

stuur het met alle bijlagen 
op naar: 
 
Centrale Commissie 
Dierproeven 
Postbus 20401 
2500 EK Den Haag 

Naam        

 Datum     -    - 20   

  Handtekening 

 

 

    



PironS
Tekstvak
9













PironS
Tekstvak
11











PironS
Tekstvak
12











PironS
Tekstvak
13



2

 

1) De varkens van cohort 2 worden tijdens het experiment getransporteerd naar een faciliteit waar de infectie zal 

plaatsvinden. Kunt u onderbouwen waarom dit transport niet voorafgaande aan de studie gedaan kan worden, 

zodat nog een acclimatiesatieperiode kan worden ingebouwd voor de infectie? 

 

2) U beschrijft in bijlage 2 dat de kalveren in de eerste week na de geboorte zullen worden getransporteerd. Wij 

kunnen ons voorstellen dat het transporteren van kalveren op zo’n jonge leeftijd veel stress met zich meebrengt. 

Heeft u rekening gehouden met het feit dat deze stress op jonge leeftijd mogelijk nadelig effect op uw onderzoek 

kunnen hebben? Kunt u dit onderbouwen? 

 

Om er zeker van te zijn dat deze aanvraag in de eerstvolgende CCD behandeld kan worden wil ik u vragen om 

uiterlijk donderdag 21 april een antwoord op deze vragen te geven.  

 

Met vriendelijke groet, 

 

 

Centrale Commissie Dierproeven 
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Inventaris Wob-verzoek W16-22S

wordt verstrekt weigeringsgronden

nr. document reeds openbaar niet geheel deels 10.1.c 10.2.e 10.2.g 11.1
NTS2016417

1 Aanvraagformulier x x x
2 Projectvoorstel x
3 Niet-technische samenvatting x
4 Bijlage beschrijving dierproeven 1 x
5 Bijlage beschrijving dierproeven 2 x
6 DEC-advies x x x
7 Ontvangstbevestiging x x x
8 Mail aanvulling aanvraag 15-4-2016 x x x
9 Advies CCD x x
10 Beschikking en vergunning x x x
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Stichting Dienst Landbouwkundig Onderzoek (DLO)

Postbus 59
6700 AB WAGENINGEN UR
6700AB59

> Retouradres Postbus 20401 2500 EK Den Haag

Datum 25 februari 2016
Betreft Ontvangstbevestiging Aanvraag projectvergunning Dierproeven
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Centrale Commissie
Dierproeven
Postbus 20401
2500 EK Den Haag
centralecommissiedierproeven.nl
0900 28 000 28 (10 ct/min)
info@zbo-ccd.nl

Onze referentie
Aanvraagnummer
AVD401002016417
Bijlagen
2

Geachte
Wij hebben uw aanvraag voor een projectvergunning dierproeven ontvangen
op 24 februari 2016.
Het aanvraagnummer dat wij aan deze aanvraag hebben toegekend is
AVD401002016417. Gebruik dit nummer wanneer u contact met de CCD
opneemt.

Wacht met de uitvoering van uw project
Als wij nog informatie van u nodig hebben dan ontvangt u daarover bericht.
Uw aanvraag is in ieder geval niet compleet als de leges niet zijn
bijgeschreven op de rekening van de CCD. U ontvangt binnen veertig
werkdagen een beslissing op uw aanvraag. Als wij nog informatie van u nodig
hebben, wordt deze termijn opgeschort. In geval van een complexe aanvraag
kan deze termijn met maximaal vijftien werkdagen verlengd worden. U krijgt
bericht als de beslisperiode van uw aanvraag vanwege complexiteit wordt
verlengd. Als u goedkeuring krijgt op uw aanvraag, kunt u daarna beginnen
met het project.

Factuur
Bijgaand treft u de factuur aan voor de betaling van de leges. Wij verzoeken u
de leges zo spoedig mogelijk te voldoen, zodat we uw aanvraag in
behandeling kunnen nemen. Is uw betaling niet binnen dertig dagen
ontvangen, dan kan uw aanvraag buiten behandeling worden gesteld. Dit
betekent dat uw aanvraag niet beoordeeld wordt en u uw project niet mag
starten.

Meer informatie
Heeft u vragen, kijk dan op www.centralecommissiedierproeven.nl. Of neem
telefonisch contact met ons op: 0900 28 000 28 (10 ct/minuut).
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Met vriendelijke groet,

Centrale Commissie Dierproeven

Deze brief is automatisch aangemaakt en daarom niet ondertekend.

Bijlagen:
- Gegevens aanvraagformulier
- Factuur
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Gegevens aanvrager
   
Uw gegevens  
Deelnemersnummer NVWA: 40100
Naam instelling of organisatie: Stichting Dienst Landbouwkundig Onderzoek (DLO)
Naam portefeuillehouder of
diens gemachtigde:
KvK-nummer: 9098104
Straat en huisnummer: Akkermaalsbos 12
Postbus: 59
Postcode en plaats: 6700 AB WAGENINGEN UR
IBAN: NL10RABO0397066465
Tenaamstelling van het
rekeningnummer:

WAGENINGEN UR

   
Gegevens verantwoordelijke onderzoeker  
Naam:
Functie: Onderzoeker
Afdeling:
Telefoonnummer:
E-mailadres:
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Gegevens plaatsvervangende verantwoordelijke onderzoeker  
Naam:
Functie: Onderzoeker
Afdeling:
Telefoonnummer:
E-mailadres:

Over uw aanvraag
Wat voor aanvraag doet u? [x] Nieuwe aanvraag

[ ] Wijziging op een (verleende) vergunning die negatieve
gevolgen kan hebben voor het dierenwelzijn
[ ] Melding op (verleende) vergunning die geen negatieve
gevolgen kan hebben voor het dierenwelzijn

Over uw project
Geplande startdatum: 1 april 2016
Geplande einddatum: 1 april 2021
Titel project: Immunogenicity and efficacy of innovative vaccines against

respiratory diseases in pigs
Titel niet-technische
samenvatting:

Werkzaamheid van nieuw ontwikkelde vaccins tegen virale
luchtweginfecties in varkens

Naam DEC: DEC Wageningen UR
Postadres DEC: Droevendaalsesteeg 4, 6708 PB Wageningen
E-mailadres DEC: dec@wur.nl

Betaalgegevens  
De leges bedragen: € 741,-
De leges voldoet u: na ontvangst van de factuur

Checklist bijlagen  
Verplichte bijlagen: [x] Projectvoorstel

[x] Beschrijving Dierproeven
[x] Niet-technische samenvatting

Ondertekening  
Naam:
Functie:
Plaats: Wageningen
Datum: 25 februari 2016
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Centrale Commissie
Dierproeven
Postbus 20401
2500 EK Den Haag
centralecommissiedierproeven.nl
0900 28 000 28 (10 ct/min)
info@zbo-ccd.nl

Onze referentie
Aanvraagnummer
AVD401002016417
Bijlagen
2

Factuur
Factuurdatum: 25 februari 2016
Vervaldatum: 26 maart 2016
Factuurnummer: 16700417
Ordernummer: WUR938730

Omschrijving Bedrag
Betaling leges projectvergunning dierproeven
Betreft aanvraag AVD401002016417

€ 741,00

Wij verzoeken u het totaalbedrag vóór de gestelde vervaldatum over te
maken op rekening NL28RBOS 056.99.96.066 onder vermelding van het
factuurnummer en aanvraagnummer, ten name van Centrale Commissie
Dierproeven, Postbus 20401, 2500 EK te 's Gravenhage.
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