TABLE OF CONTENTS

1. LIST OF ORIGINAL PAPERS......cccvreieiiieeiiieiiinnincncarenand 6
2. ABBREVIATIONS.....ccccitiiiiienrniinitctntncnieriacesercncnssacmmnnnn 7
3. INTRODUCTION..cciciieiiiiuirracuerarnsacentncsesesresssssncnsacnsecnn 9
3.1 Suppressor of cytokine signalling (SOCS)......................... 10
3.1.1 The discovery of SOCS family.....................ocels 10

3.1.2 The induction of SOCSs expression by cytokines and
their function in regulating cytokine signalling ...... 11
3.1.3  Structure and function of SOCS..................o 12

3.2 Physiological function of SOCS molecules revealed by studies

of transgenic and knockout mice models........................... 19
3.3 SOCS proteins regulate IR signalling............................ 24
3.3.1 The insulin receptor signalling............................ 24
3.3.2 Regulation of IR signalling by SOCS proteins.......... 38

3.4 Regulation T cell receptor signalling by SOCS molecules.......41

3.4.1 TCRsignalling...........cooooviiiiiiiiiii 42
3.4.2 SOCS modulate T cell activaiton through TCR

Signalling ........cocooviiiiiii 46
3.5 Role of SOCS molecules in T cell differentiation................ 48
4. PRESENT STUDY..oeciciiiiuiininiininttiriinenresesesencocescensennas 51
5. SVENSK SAMMANFATTNING.....ccccovirermrerireninncencennees 58
6. ACKNOWLEDGEMENTS....c.ccctituiiurruiinrmrectiinrenceansanens 59
7. REFERENCES ....cctcinieiiiiininirertietireiessesciseninssssnncenns 60



