Crucial role for TAD-regulated Notch activity in mediating endothelial cell survival and promoting
recovery of hematopoiesis following chemotherapeutic stress

Notch1 receptor

Extra-

cellular —

domain

Intra- — ANK

cellular — TAD (Transcriptional activation domain)
domain PEST

o | Tie2 signaling
EG

P 4 . = e

fl

0 Notch1+ame | Notch 1 ligand
X +

| Notch 1 ligand Notch'

S

g
Notch1+ATAD /
. . Notch1
Bone marrow y *

endothelial niche NotchT ™ -
ligand

Notch1+2™Preceptor

Extra-
cellular —
domain [

Intra-

cellular — ld—Lack of one copy of TAD
domain

Notch1*2™P hypomorphic model system

Chemotherapy

4

+ 1 apoptosis
- | regeneration of the bone marrow niche

Shao et al,, Haematologica, 2019



