UNIVERSITA DiSFeB
DEGLI STUDI Sor Excelience

| DI MILANO gy

The Department anharmacnl{;gical and
Biomolecular Sciences (DiSFeB)

presents

Wednesday, September 18" 2019

Via Balzaretti 9, Milan

AT
D

URIVERSITA DEGLATU0 [0 MILANC o ) o

TURARTTIEN TS T 0TS Vesicles and the phylosophor's stane - §

PARAYACR DU HE B RGRIOLE T AR Room A i
Ehukmen; Reberto Cousa Wi Nvia Palech

Deepening the characterkention and behaviour of mutanis of the BCL-2
Assocknted Athanopene 3 (BAGS)

1, Addetavnssems B0, Mpilianh 1.7, Crippa V.0, Corra 59, Thmserman ¥4, Pedeil 4,0
P

'Dhipartssent  Soenes Paemacelopsehe ¢ Biomolecole, Centm di Vicelleeza salle Malsiiie
Meurealegeneealive, Univernita degh Siud) 2 Milane, Milano, Taly, "Penpheral Hesropady Hescans Droup,
Usspanimand of Biomeiicn] Saimces, Institing Bom Puoge, Usieeenty of Antwerp, Astwsrgen, Delgium,
"Drepattmentt of Blunmdical. Meatode and SMeural Saieecs, Uniaraty af Bodons sl Reppe Ve, and
Uerlee Tor Meimsowiee el Hewemechnology, Muodena, linly, *Uisfodhuin

tartann bods seuidusiimi i
Kepeards) AL, Chapernne-assisled selective autaplingy, neusupathy, myopaihy

ARSTRALCT

The chaperorasmaisiod selodlive fuinpragy (CASAL S B paihwigy of the Procsin quality cosiial | PUC ) sy iless,
that plays & furslenostal wele in tle mainleebace of the guetiy & e profeoms 0 oauiens, paniculady
miEeneunens, and misle o lls CARA Res beea Qmily desarbod in mascle cells, whane il dsnees ihe dsgpoasl
if diesaged @il poines o miore @ hes bees dessonaimied thal CASN o i ihe seminal of
misleliled ared sppregsion proee proless. CASA waligs en the formation ol 3 sillimeris comples, namaly
CANA comples. The Belk2eAswniated Attaregcse 3 LBAG is the scalTold proiein fim CASA compla
anwmbly: i it it e Pt Bk Prozing HSPRE arad DECTVHEPT and it dynein-machrery
Wibelss thee ¢ hospetines seeignicd misfuldad subsieates, dynemn moates substraies i ihe miciineuleanpanizag
cemter | MUK, wheee pgpresomed fonm Muisoeds i CARA complin memban are maociaiad o dissases
theal it nerons and miss e ool Begarding RAG, thice mutareis s gosiion F209 i one of e Iwi LFY
thomgns, whick ensble the istemcion with 18P0, cpuse myvopaitecs (P20SCCLD or mearopatly (P05
Imsicad, & migation in the BACG domain (EASSE 1 i assigiaeed (o cardomyepatsy, | plready showed that BAGH
P2U migants Foemn insiluble species und apgEegns, whele the EASSK swannt is chamacinecd by a higher
sanluba oty in respeel s ALY wilid dopa W11 Blateuver, ihasa 2040 mitanis nre characicioed by @ desimenisd
At in il restov sl ol wwall-kewn subsemie of tha ©A%A complen il Amsetraphic Lateml Sl
elibed BOC-LNEA) Tlere, | shirs my rrse Bdings on BAG) mauismis belaviogs. | eenlirm v BEgrapatan
i Behasiour of BAGY FI00 murants by Dow cvtoneary . | shesy Than fhans PI0Y motints sggrapaies slicks
Vi T pennuclear mpion (it cermesgondawe of the aggresime. | will then show thn infekilion of ihe dy neine
madinted wivgnede renaport 19 an sallewnl 1o v tw desance o solishmiion of prefomed P20
Bifregews, but Bt peic slencing of & dynein sutinil indeeleres wilh the fomatsa of FI00 gharme
ggresomes Fially, §will shis 1har eehelose, i ratiad compoueal thal enhanees sulophagy and fasours te
viearance of mesfokded url sprapate prone proei. hes the sieme bemefical asary on e reeaval of PR
WALY sgpepmes, an elled) o wis alvaly obsereed in modeb of meonsuen diwsiot and cther
ecuradegenamnoe coraliions In semmen B reashis espand fhe Lnow ledge on U rule of the imeractions
That eechesirale CASS pathway ared open a window on a possible heiapeune spperach

5 5

Ly

&



