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It repressesMbp transcription directly, by forming repres-

sive complexes with histone deacetylases (HDACs) and

indirectly, by inhibiting transcription of activators such as

ASCL1 and by physical sequestration of SOX10 and

ASCL1 [9]. In keeping with its repressive role, Hes5

knockout mice have increased postnatal expression of
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emerging as central points of convergence for multiple

signal transduction pathways that control OL differen-

tiation [28].
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Zinc-finger transcription factors: YY1, ZFP488 and MTY1

YY1 is a zinc-finger protein and a member of the GLI-

Kruppel family of transcription factors. A role for YY1 in

OL development was originally described by Berndt et al.
[54], who found that ubiquitously expressed YY1 recog-

nises the myelin Plp promoter
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through SIN3B, a transcriptional repressor that is also

expressed in OLP [59].

NDT80 domain transcription factor: MRF

Myelin-gene Regulatory Factor (MRF), also called Gene

Model 98 (GM98), is a homologue of the product of

human gene C11Orf9 [60] and contains an NDT80

DNA binding domain. It was originally identified as a

gene expressed in post-mitotic OLs but not in astrocytes,

neurons or Schwann cells [61��]. Electroporation ofMrf in

chick spinal cord induced ectopic expression of myelin

genes and the effect was enhanced by co-electroporation

with Sox10. Conditional ablation of this gene in using

Olig2-cre or Cnp-cre mouse lines resulted in severe hypo-

myelination as a result of impaired OL differentiation. It

was noted that expression ofMRF progressively increases

in the white matter during the first two postnatal weeks

and peaked at the third week, following a temporal

pattern that resembles that of the master gene Krox20

in Schwann cells [61��]. On the basis of these data, it has

been proposed that MRF might play an analogous role in

the CNS to that played by KROX20 in the PNS [61��,62],
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re-expressed in OLIG2+ progenitors during remyelination after experi-
mental demyelination. Using mouse models of constitutively active beta-
catenin signalling, the authors demonstrate that dysregulated Wnt sig-
nalling precludes efficient remyelination. Also see Refs. [17��,28].
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