GLOSSARY

1. INTRODUCTION

2. LITERATURE

2.1. Significance of pyrogens

2.2. Pyrogens

2.3. Mechanisms of pyrogenic effects
2.3.1. Binding proteins
2.3.2. Receptors

2.3.3. Intracellular signalling

2.4. Cytokines

2.4.1. Interleukin-1§3

2.4.2. Interleukin-6

2.4.3. Tumor Necrosis Factor-o

2.4.4. Effects of cytokines

2.5. Interleukin-8
2.5.1. Effects of Interleukin-&

2.6. Pyrogen measurement

2.6.1. Rabbit pyrogen test

2.6.2. Limulus Amoebocyte Lysate Test (LAL)

2.6.3. Whole blood test
2.6.3.1. Incubation
2.6.3.2. ELISA

2.6.4. WEHI

10

10

10

13
13
14
16

17
17
18
19
19

20
21

22
22
24
25
25
25
25



3. MATERIALS AND METHODS

3.1. Substances

3.1.1. Whole blood incubation
3.1.2. ELISA

3.1.3. WEHI

3.2. Animals

3.3. Equipment

3.3.1. Whole blood incubation
3.3.2. ELISA

3.3.3. WEHI

3.4. Methods

3.4.1. Whole blood incubations
3.4.2. ELISAs

3.4.2.1. Human ELISAs
3.4.2.2. Rabbit ELISAs

3.4.3. WEHI assay

3.5. Statistics

4. RESULTS

Part 1: Comparison of the in vivo fever reaction of the rabbit with the in vitro

cytokine production measured by ELISA system

rabbit IL-1B
rabbit IL-8
rabbit I1L-6
rabbit TNF-a

26

26
26
26
28

28

28
28
29
29

29
29
30
30
30
30

31

32

32
33
33
34
35



Part 2: Comparison of the in vitro cytokine production of humans and rabbits towards

a variety of stimuli 37
4.1. E. coli O113 37
human IL-18

human IL-8 38
human IL-6 38
human TNF-a 39

4.2. E. coli O111

human IL-1§ 40
rabbit IL-1B 41
human IL-8 41
rabbit IL-8 42
human IL-6 43
rabbit IL-6 43
human TNF-a 44
rabbit TNF-a 44
4.3. E. coli 0128 45
4.4. Salmonella typhosa 46
4.5. Salmonella typhimurium 47
4.6. Shigella flexneri 1A 48
4.7. Serratia marcescens 48
4.8. Bacillus subtilis 49
human IL-1 49
rabbit IL-1 50
human IL-8 51
rabbit IL-8 51
human IL-6 52



rabbit IL-6 52

human TNF-a 53
rabbit TNF-a 54
Part 3:

Less potent Gram-negative stimuli measured in the rabbit IL-1 and rabbit IL-8 assay
4.9. Bordetella pertussis 55

4.10. Pseudomonas aeruginosa 57

Part 4: Establishment of a bioassay (WEHI) in order to compare TNF-a production in

human and canine whole blood 58
5. DISCUSSION 64
6. SUMMARY 73
7. REFERENCES 75
8. APPENDIX 100
8.1. Abbreviations 100
8.2. Tables 102





