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o—————— ¥  —— KEY POINTS ——

e The TASOR paralog TASOR?2 forms the HUSH2 complex with MPP8 and Periphilin
 \Whereas HUSH silences retroelements, HUSH2 is recruited by IRF2 to repress

interferon-stimulated genes (ISGs)
e HUSH and HUSH2 compete for their shared subunits MPP8 and Periphilin

e HUSH-HUSH2 competition couples ISG induction to retroelement silencing

BACKGROUND

Retroelement activation triggers an
interferon (IFN) response

HUSH mediates epigenetic
silencing of retroelements
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...but only loss of MPP8 or Periphilin—
not TASOR—triggers an IFN response
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Do MPP8 and Periphilin

HUSH complex?

play roles outside the

a TASOR2 forms the HUSH2 complex

e HUSH2 binds promoters of ISGs & KRAB-ZNFs

o
' ' CUT&RUN
a MPPS and Hela + C HUSH Example HUSH site Example HUSH2ksb|tes (TASOR2 CUT&RUN)
Periphilin V5-Periphilin 10 kb 1 kb TASOR?2
: [0-50] [0-37] o [0-74)
IP-MS UV -~V TASOR 0-74
< TASOR2 " | wr ' 0
O MPP8 2
Periphilin e = = 9 ot b 3o
< | KO Il
_ | it s it 08 e s bl o R
[0-1] [0-0.25] } . I
HUSH2 MPPS N HIFI6 w
[0-1.22] [0-1.22] AN [0-67] ﬁ .
TASOR2 50 IASOREE H3Kome3 |yl | wr 1| ig
(paralog of TASOR) Periphilin 040 = :‘J—t) o gé
PPN WPRIIPY N S | W TR TT Ty e
Fig. 1. Proteomic screens for MPP8 and Periphilin interactors identified TASOR2 (a), - 1. —
which also binds to MPP8 and Periphilin (b), forming a paralogous HUSH2 complex (c). LINE-1 (L1PA4) et A Pealcx Skb - Pealcx Sb
Fig. 3. CUT&RUN for TASOR2 revealed that HUSH and HUSH2 bind distinct and mutually exclusive genomic
targets, with HUSH2 occupying the promoters of ISGs and KRAB-ZNF genes.
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