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Key 'LINK'
The TNF-related activator protein (TRAF) family plays a central role in TNFR1-mediated signal

transduction [28]. TRAF proteins are protein interaction modules that contain a RING domain to
mediate E3 ligase activity (e.g. for ubiquitination) and a coiled-coil domain that mediates protein-
protein interactions. The TRAF proteins include five members: TRAF1, TRAF2, TRAF3, TRAF5 and
TRAF6. TRAF4 does not interact with TNFR1 directly [16]. TRAF2-6 proteins contain a C-terminal
homology domain that directly interacts with the TNF receptor family member. TRAF1, TRAF2,

TRAF3, and TRAF6 also bind to the RIP1 kinase that is required for the activation of the transcription
factor NF-κB and NF-κB-dependent gene transcription [7]. TRAF6 specifically binds the non-

proteolytic fragment of the TNF receptor and plays a role in TNF signalling, whereas TRAF2, TRAF3
and TRAF5 act as scaffolds, recruiting other proteins to form signalling complexes [7]. TRAF-

mediated polyubiquitination of the TRAF protein is a key step in transducing signals from TNFR1 to
the nucleus [7]. Up-regulation of TRAF1 and TRAF2 expression is observed in TNF-stimulated cells
[14]. The TRAF1/2 knockout is highly protected against LPS-induced lethality [34]. TRAF3 mediates

constitutive NF-κB signalling, which promotes inflammatory responses. TRAF4 is abundantly
expressed in a number of different cell types, suggesting that it plays a role in signalling processes

unrelated to TNF [34]. TRAF6 displays limited non-redundant functions in LPS-induced NF-κB
activation [34]. To date, the only known ubiquitination substrates of TRAF6 are RIP1 and the p50 and
p65 subunits of NF-κB [34]. RIP1 is responsible for the induction of cell death through the formation
of the necrosome and the inhibition of NF-κB signalling [30, 34]. TRAF1, TRAF2, TRAF4 and TRAF6

are required for NF-κB activation [34].
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dependent gene transcription [7].
TRAF6 specifically binds the non-
proteolytic fragment of the TNF
receptor and plays a role in TNF

signalling, whereas TRAF2, TRAF3 and
TRAF5 act as scaffolds, recruiting other
proteins to form signalling complexes
[7]. TRAF-mediated polyubiquitination

of the TRAF protein is a key step in
transducing signals from TNFR1 to the

nucleus [7]. Up-regulation of TRAF1
and TRAF2 expression is observed in

TNF-stimulated cells [14]. The TRAF1/2
knockout is highly protected against

LPS-induced lethality [34]. TRAF3
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[34]. TRAF6 displays limited non-
redundant functions in LPS-induced NF-

κB activation [34]. To date, the only
known ubiquitination substrates of

TRAF6 are RIP1 and the p50 and p65
subunits of NF-κB [34]. RIP1 is

responsible for the induction of cell
death through the formation of the

necrosome and the inhibition of NF-κB
signalling [30, 34]. TRAF1, TRAF2,

TRAF4 and TRAF6 are required for NF-
κB activation [34]. 5ec8ef588b
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