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Mechanistic study on the degradation of dopamine receptor D1 by VPS35 WAHG Chen,XIAO Naian,MA Qilin,et
al. ( Department of Neurology,The First Affiliated Hospital ,School of Medicine ,Xiamen University , Xiamen 361000, China )
Abstract: Objective To study whether the vacuolar protein sorting-35 (VPS35) could effect the process of degra-
dation of G protein coupled receptor dopamine receptor D1 (DRD1) and its possible mechanism. Methods Depend on the
cycloheximide (CHX) can restrain the synthesis of the proteins of the organism effectively. We handle cells with CHX to
study whether VPS35 effects the degradation of DRD1. Results VPS35 accelerates the degradation of DRD1 after over-ex-
pressing it in HEK 293T cells. On the contrary, after knock-down the VPS35 level the rate of degradation of DRD1 was re-
duced. In addition, the VPS35 could accelerate the degradation of DRDI through the pathway of lysosome and ubiquitin pro-
teasome when the effect through pathway of lysosome is more significant. Conclusion VPS35 can regulate the degradation

of DRD1 effectively mainly through the pathway of lysosome.

Key words: Vacuolar protein sorting-35;

PH4: %975 ( Parkinson’ s disease , PD ) & —F & Ul
(A S AH DG B A 28 A8 PR , o 1 o S 18 M A T
IR, AP 28 R G5 v R S SRR S AR Y 22 L e
REM T TR AR BET, Z G R E L e
WSS, SRS R 32T 01z 3 T DR A2 PR
FERERAL P 5T 2 LU ( dopamine ) 3 i fif
LR 2RSS G WA TR e, 2 5 2
W2 RECHGIIRE ., % 1L ( Dopamine receptor)
T BRI A R G S EBBE (G protein-cou-
pled) SZZARGE M . H HiAR %5 i 1 B2 PR A il ( adeny-
Iyl cyclase) (BGRECEMHIEHC &% e S f £
P32 AR, 4 Sy DI 26 D2 261 i AL 4
D1 1 D5 Z44; J5 #4145 D2 D3 D4 Z4K, i 5
4 H 35 (vacuolar protein sorting-35, VPS35 ) & Ret-
romer & &1 (VPS26 . VPS29  VPS35 Fil SNXs) [ 5
B, EEAA TR O S T i =
2N M K e R B Z ] (e ds . AT BIFGE R W] VS35
TEMA 4 AR 0 R BT 3 R 07 & 5 B, HL VPS35 1Y
D620N 78 55 WA 4 AR M AR AH <. H AT XS VPS35

Dopamine receptor D1

Degradation;  Parkinson’s disease

HBE (5272 ) 2 500 4 AR & HLH B AT 9T 32 B4R
HIAELARAR T BE B A5, o 28 fl A% B 11 (o-synuclein)
HERLL R 2200 2 & BRGS0

VPS35 figfg 545 CI-M6PR Jit {& FI cathepsin D
N G R , J2 i a-synuclein 38 10 V4 il 4K 14 42
fifg , HEMTIR A ST AR o B T L 1 WA Tl
KigAe , VPS35 I8 2 58 012 R AL R A ( Ubiquitin
proteasome ) , Ul VPS35 §E 5 Hrs ME A, 5
Yz RACB M 1 524K, IF 53 457 i 2 10 Tl A T
i, TR SLR T, TR AT & Bt ik VPS35 fiE

%S B #1:2019-06-14 ; 4&1T H #§ :2019-09-30

EETE A A RRASES 1 13 H (No. 2019J01576) 5 71K
2 IR A — B Bt 5 9 T AR R R Ak 4 BE B I H (XYY2016015) ;
J 1Y ARk R T T ST T R SRR AR 5T B A R 2 1
LI-MA P 2R 51297 BOR BT B fh W 45 # % (3502720171005-
20170801

YEE AL (EIT TR E S — G 2 Rl f i 1] 361003)
WIHIEE: £ IR, E-mai; wangchen1986xm @ 163. com; 28 4T, E-
mail ; yihongzhan31@ 163. com



£ 932

g {2 i NS DRD1 85 [ K-F- i GE R R, — 0 T, 3X
A Tk Rk VPS35 {2t | N A1) DRD1 #
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N H); T 28 B ( Cycloheximide, CHX ) : Sigma-
Aldrich A F] ;MG-132 :selleck 23 7] ;0. 22 0. 45 wmol
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n.s. :not significant (4E£H ff] DMSO AbBEAY DRDI B E N 1)

B2 VPS35 0 DRDI f R fist

4 ¥ o

W14 R0 S — i 175 S MR A TP i e 28 A
9, BB U A AR R T 2 —,PD £
KT 60 % UL LRy AR, BAGR L E @& m
. T PD M2 RGBTSR, BB AL
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(PARKS5) .PINK1 ( PARK6) . DJ-1 ( PARK7) .LRRK2
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