Figure S5

Huntington’s Disease

-

Sighaling
Caz+ CaZ+ | _
IGF-1 Impaired exocytosis EGF NGF
Extracellular Clutamate &1 l i
Ca2+ Charnel Nxtype cgl 28 GRM1/5 IG_. R /,_\ o~
e | o , "'-R__#j
Cytoplasm LHDJB‘ c/; EH% PLcBHc;nna> | Endocytosis Lo Xy N\RFH“ N F'D SHC
- 13 - ARE - Ve
/ - S
wﬁﬂl \I{QH'J 2 [ SH3GL3 \ reduced in HD HD | ¢ u
ek PIP2—PIP3 H,:gf PAcsmlH,PH LR
\ Hlﬁé' ¥ o Clathrin-coated l f \\ hRas
S i A Y Yo vesicles [t
- PDK1 I HRLR N - /
(e BDNF v
“HD | MLK?2 H;Q R '/ \ Perinuclear &'k A
R fjﬁ—\ Tl - P35 / 5{;1( m{rered in H Inclusions | —
MLKZL@‘J—— N%D D) \gcggg\b‘ / \ o Microtu uies
HD Arfaptlnz
MKK ‘s = I \ Lf.c , DNMaﬂLHa N
= A7 . e e Hsp?Sﬁh Cell growth and
HD —X—MLK2 Mitochondrjé Hp 0, HD~__HD Ni2-terminal agmentiD  HIP1 | differentiation
Neuronal development b nt fragment.aggregates TPS _ ~ misfolded 'athr"!'fﬂale 1.Neurite outgrowth
and survival Il ~mTOR SDH Ub il 2.Survival
Y Cytochrome oY e BONF 3.Proliferation
INK2 (s s 4 Differentiation
S rotein degradation
e l o
Excitotoxic death V4 (]) S
Apaﬂ-{asp B—hcg?;} HD,
Cell death [ x\\\x
0 Autophagy Axnnalltransmrt Mitﬂ[hﬂl’:\dria
Decreased mitochondrial b along microtubules  trafficking
membrane potential Apoptosis L b b
Neurodegeneration call il Neurotoxicity  Mitochondrial
Death dysfunction
| |
Nucleus
JNKZ\
c-Jun  (ps3
\3 / ' Polymerase ||

Gene transcription

L

Apoptosis

com‘ragﬁw.'nt

[.-eurunai mtranucl 5

Cene transcr

|

CREB Gene transcription
iption CRE ’l‘ Cell death
Enkephalin

Neurodegeneration




