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Intranasal Administration of miR-146a Agomir Rescued the

Pathological Process and Cognitive Impairment in an AD Mouse Model

hui mai' > Weihao Fan' Yan Wang' * Yujie Cai' Xiaohui Li' Feng Chen'
Xiongjin Chen' Jingqi Yang' Pei Tang' Huiyi Chen' Ting Zou' Tingting Hong'
Conghua Wan® Bin Zhao' Lili Cui' °

1.Guangdong Key Laboratory of Age—Related Cardiac and Cerebral Diseases, Affiliated Hospital
of Guangdong Medical University; 2.Department of Neurology, Affiliated Hospital of Guangdong
Medical University; 3.Key Laboratory of Biomedical Information Engineering of Ministry of
Education, School of Life Science and Technology, Xi’ an Jiaotong University; 4.School of
Humanities and Management, Research Center for Quality of Life and Applied Psychology,

Guangdong Medical University

Alzheimer’ s disease (AD) is the most common cause of dementia and cannot be cured. The etiology and
pathogenesis of AD is still not fully understood the genetics is considered to be one of the most important
factors for AD onset and the identified susceptible genes could provide clues to the AD mechanism and also be
the potential targets. MicroRNA—146a-5p (miR-146a) is well known in the regulation of the inflammatory
response  and the functional SNP of miR—146a was associated with AD risk. In this study using a noninvasive
nasal administration we discovered that a miR—-146a agomir (M146AG) rescued cognitive impairment in the
APP/PS1 transgenic mouse and alleviated the overall pathological process in the AD mouse model including
neuroinflammation glia activation A deposit and tau phosphorylation in hippocampi.Furthermore the
transcriptional analysis revealed that besides the effect of neuroinflammation M146AG may serve as a
multi—potency target for intervention in AD. In addition Srsf6 was identified as a target of miR—146a  which
may play a role in AD progression. In conclusion our study supports that the nasal—-to—brain pathway is efficient
and operable for the brain administration of microRNAs (miRNAs) and that miR-146a may be a new potential

target for AD treatment.
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IRAK-M #5 BRU A i AR08 I8 J5 400 B 1) A [ 7 T A Ak, S e S S e ek /e B 4 . M1/M2 i Ak
qPCR . western blot ] IRAK-M. NF-« B, STAT1. STAT3 LA KAHFERAEH FRKAKF, SR 7R
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M5 /N AR MBS AL IR I . ik SRABUAREHEME Wistar KEL, DA Pulsinelli 288U ifi 74 €
P AR MR, WU CA1 X 432635 fractalkine B{ITTER CX3CR1, 7EBRIML 10 min FEHENS 24 h,
T 2h 8% 02+92% N2 IRATHATIEUG LI, MGt . Western blot 5577 G I ik 1fit K AR 460 f5 Ak
FRJ5 CAl [X fractalkine, CX3CR1., p-Akt, TNF- o ZE KK e, &R, 1)B)5, CAl X4
A fractalkine ( m—fractalkine ) F&A%, T A]Af#R fractalkine ( s—fractalkine ) ZE5 /K35 UG AL
9% m—fractalkine, X} s—fractalkine JCHIRFZM . 2) HIff5, CA1 XMZITIEA CX3CR1 FHEAAE
Bowib, BAIMIER CX3CR1 FAMEAIMY £ REUS BRI X M8k, Bhiflf5, CX3CR1 FZ3k
ST RPN, (D mAe /MR ik, 3) SIS, CAL X Iba-1 FHPEANAEEL. CD68 Fik
i, TNF- o AN ARG AL ERHGE iR 28 k. 4 )it %38 m—fractalkine A] L IRI#HIZETT p-Akt 7KF,
TEHEMZICAAT ;s i35 m—fractalkine BEMH] CX3CR1 4G k7 fb., it KEBURET A RiBILE
RS AL B — 7 @ B CA1 XMZIT m—fractalkine, fEBFMIZIC Akt BRI 95— HARSES AL
PR H CAL X BTE R B 40 CX3CR1, /b S4B MBS, R 2 1R

BMhERAFETER

[ME] B89 RO S 280N S KRR T SRR R X Sk 4 P ZE M AR AL 1 1R 7
e Aik: 78 HRBBENL I AL T4 T ARA(n=6) . HIEH (n=12). AHEKH(n=12),

5



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

BRBREE A4l (n=12) | BREEB AL (n=12) | BREREE C Y4l (n=12) | BREED 4 (n=12) . BRBREE
ARG AT AR T HIE (60 mgkg, 90 mg/kg, 120 mgkg, 150 mg/kg ) FilREE ., Zike
PR BB P A P Sk A AR, AT AR BRAE BRI 2 /N IS T USRI S5 PN sl ik 255 48
ARIG 48 /NI LEBEA LHBEFEARTR | IR IhFE AR L B i 2 TR IE Ay 22 5 6 R T ATRYT LIRS IR R
i /NTAESEALYY (1 P<0.05) , A BREREEIAYT 4L R AE AR 18 35 /N T AR BEER /K4 (34 P<0.05)
BRIEREE C A AIREACIAF G B/ NTAESEAL . AR FHER KL . BRIREE A 4 BRIREE B 41 (3 P<0.05) . ilik
BE CARIBEART SHIREE D 4T 25 5(P>0.05 ), BilRtE C 47EM A H] BE Y mNSS P44 AR,
TRIREE C 4H 24 /NI mNSS R THISELH  (P<0.05) , 48 /NF mNSS W43 W35 THEAELH . A 34dh
IKH VLB EE A 21 (1 P<0.05) o BEFEL R A0 7 LA &5 /K 534 B3 5 T AR (1 P<0.05 ) ,
BREREE C ALr ik /K & LT AESEAL(P<0.05), S5 1A Pl 5 2 500N s ik Jm i i S B R B vl 1 3%
WK RN SRR, BCEM 2 IIBEIE Sy, DASOR/ MK P REE o SRy s Ik s S B I 5 ot i ke T 135
STVEHITE 60 me/kg —120 mg/kg i Z [A] SV BEARAMERY , RIS i 2 120 mg/ke

CSFIR NOTCHS3 1
LR AN R U2
HTERAEES ER

(FZE] HM: CSFIR FEF R Rt vRIE LR 1 B R R BRAEAE (HDLS ) /98 W0 5
Ko 1M NOTCH3 FERI 45 & CADASIL ZEA 1R UL AR S0 5 o AW E IR HE R B 547 CSFIR 2878
FER K NOTCH3 ZRASSEF A | B, Fik: iz EE WImRRI, MERGEAKR ., LRER
B, AR MBI ZE SR, IF 5% DL T S I PR BLHEA X e 4 AT, S PR & J T A8 25 AT g
PRI IR . R B FERIN L E IR TEAE, 5 NOTCH3 JEHZAETEL CADASIL
B LG ARAERIC o (HHSL BT MR A Ar ok WD B )2 B BRI pe At . o ikt 2t m 5
CSF1R JER 2748 i 2 HDLS AR 12 (A8 1 K IR ZE 45 o S PRURIIIE S92 /8 & R BT AE7E CSFIR
FERZ B8 5 ¢.2381T>C (p.1794T)F1 NOTCH3 FE A 4578 5 ¢.1630C>T (p.R544C), 45if: CSFIR RAZHL
[K J NOTCH3 AR HE K a] /7 T lml— 3 . HYMEILAEnT, Ml 3 CADASIL F HDLS fili R
Mo XYL B I IRIER S RAREALT, SONRE S — BB, N B RIAE R aTae, S
St B RS
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DBS 1
W2 LB XNE IHEB OB M BRe H OB ¥ 2
X XM LW A M O Heit BO®%

ol A R % — E

[HE] BHH: RIS AR( Subthalamic Nucleus Deep Brain Stimulation  STN-DBS )
JEIRYT BRI & AR A AW T, AR FARIEA IR T A S, ROMEIF IR, RIFEZ TR
¥, GG A S E R E AR B A BRSSO BT R, SR H AT R R DR S
BohE, MOAMBERRRS . SWWRIE, A5 S TR &R G RS8O B4R
Wo Fik: WUEEHT T 63 Bil7E b L B 5 — B B A T XU G R R AR A e A i, 3
T BHE AT AR ARG 1 AERETT, 1 E BRIz 2 B fs o 23 58— 4 R PP i =56 — 4
(MDS-UPDRSII ) . Hoehn 1 Yahr 3853 5I%TEE SEATIVAL ,  [RIAH I S 45 Bl 1 e ) BT IR 1 8 H
JETE 2 L AEGR i ( Levodopa Equivalent Daily Dose, LEDD)FIRIEZE, &IG#HiT&IT 0. &R
PR BRI 1 AR I R AR 3 4. Bfldl (n=30) . B (n=18) . 28 XHLfik
el (n=15) , “HUBEAARE 1 AEREEEST S S sk, 4B TERFHSZPIRE
TH MDS-UPDRSILEy . izzhiRge . Al RAFAE B2 225, #E— LI LB . 7RIS 250R
AT, M MDS-UPDRSIILE 3 3 5 THAMA (P<0.05) 5 BIGARALE SR ZHEIR 3 & T
B (P<0.05) ;5 3¢ SCHLFK T2 Frfirek 2 & TH 2l (P<<0.05) , HADSRHEIRA B
FNEELRE (P<0.05) . 8 PD HFTE STN DBS AJ5 1 4EM FBAd FHEA MM . AT . 32 SCH i
SRS, RAT SRS ShE R EGE SR R E R, RS S ) R SRR, AR P AR
HORL B R 0B, RS 5 ) A SO R i, =R X 45 B 38 FH I R 3 2 T LA
5B ENETE

CCL2 CCLS8
&Pl AR AR A R B LA

Al oK 3l 2 & B e

[#HE] BaY: RS (Radiation induced brain injury  RIBI) J2& 3k 2530 s BOy 5 B iy
WRIIERIEZ —, TR TSR, ARV NGRS TRk 7 ik e

7
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(LR / IS I 41 s 75 38 3 0 SR A PR T A SO AR I EANTE 2, A58 400 8] BH /N e I 440 A T 1)
TR X PR AR VR T o T3 SR B 2 S 2 D00 B AR Tl 8 5 8 D R T AR A%
(9 IEH K ZH 2R RIBL S B W AR ZH SR A A TISE o [RIER ) RNAscope $AR , iz BRI AR I
LR FIFATEN, S TESPREA R I T R UABR T CCL2 f CCL8, Z3Hriikl i/, 4R H
I PEE R WoR, SXTIEAIM L, RIBT B0 00 B AN . /DSR4 . N R 4
00 P S R AT L5140 S R e, /NI S A ) LB A o [ Bt B kAN ) /N S 4
SN, T LARE LR AN E R . RN S RIA CCL2 Ml CCL8. [AIAY,
RNAscope 73 HrIESE RIBLSg A kEZHZA0) Fr th R sl A AL vh 335 CCL2 1 CCL8 1Y/ Mt o 200 i A5k
EYGm., WB 255N IR, BRI SERRL N R 2 CCL2 K& CCL8 FikHghn, il cCL2 X
CCL8 1 AT S BB AL INURE I, RO W 0/, 8548 N IS — /N o 4t i S
43U CCL2 Bz CCL8 ¥4, Il it i 473
(SRR ] U EREI, AN, kR F

=+

By K M LR

;

ol A R % — E

(FWE] B SRR B AR B KK BUAT S AW R, Fik: T
IR2EFHE S — R BN A 91 BlAEAE - B/ NI ER I B, i BT 3. oT #EHHREAR K
2, RGOS B A SRR FR A T T A R S R G et S BE RS T A% AR AR L i oA A R R il
R, RH Fasekas #3RXF MRI EIMQ 1A B A8 ™ H AR B AT ISy, PF50 20 A% 5% HU SR 5
( periventricular white matter hyperintensity , PVWMH ) . ¥ #P [ % mfEE ( deep white matter
hyperintensity, DWMH ) , 4387 1 BB AR 1735 KK BUATR A OCE . 865 ABFFRILgIA 91 £
Wafil, PYWMH $E43 5 BRI S A 1=0.347, P=0.001), 55 KBIAF( 1=-0.255, P=0.015)
A DR BT (1=-0.293, P=0.005) ZHAHE, BIEAFEBRAMRIE, PYWMH 505 AR A
RIEME (r=0275, P=0.01) , SF0AFEIKFABE AL (1=-0.259, P=0.015) . DWMH iF55)E
REAAEBRIEA X (1=0.449, P<0.001), S52Mm{AR(r=-0.224, P=0.033). &t KA (r=-0.219,
P=0.037 ) FI4IH7 DR EARFL (r=-0.245, P=0.019 ) ZGAE. BIEFFHMENS, DWMH #F40-5 MR
BARFEEA (1=0411, P<0.001) , SF037RURBAFEFAAC (1=-0.223, P=0.038) . Zit: il
P18 5 e i DX A AT AH DG, s i 22 400 1T R Ml 11 B 28 ik e vh i 3Rz — , TR S ke
FIRO AR BB AT RAAR S A I, R R RS, S5 A A REDPAG 45 5, Xk SR P ™ o A B AT
R
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Diffusion Basis Spectrum Imaging Distinguishes and Quantifies
Neuroinflammation and Neuronal loss in Substantia Nigra and White
Matter Tracts with early-stage Parkinson = s disease
Zexuan Hu', Peng Sun’, Ruimeng Yang’, Ajit George’, Xiangling Zeng’,
Mengyan Li’, Xinhua Wei’, Xinging Jiang’, Sheng—kwei Song’

1.department of radiology TCM-integrated Hospital of Southern Medical University
2.Biomedical MR Laboratory Mallinckrodt Institute of Radiology Washington University School
of Medicine St. Louis MO USA

3.Department of Radiology Guangzhou First People’ s Hospital Guangzhou Medical University

Objective: Using diffusion basis spectrum imaging (DBSI) to examine the microstructural changes in the
Substantia Nigra (SN) and global white matter (WM) tracts of patients with early—stage Parkinson’ s disease (PD).
Methods: 37 age— and sex—matched early—stage PD patients and 22 healthy controls (HCs) were enrolled in this
study. All participants underwent clinical assessments and diffusion-weighted MRI scans analyzed by
conventional diffusion tensor imaging (DTI) and DBSI to assess the effect of PD in SN and global WM tracts.
Microstructural integrity of SN will be assessed using both DTI- and DBSI-derived diffusion metrics to reflect
dendritic loss [DBSI-fiber fraction DTI-fraction anisotropy (FA)] dendritic injury [DBSI-fiber axial
diffusivity (AD) and DTI-AD/mean diffusivity (MD)] inflammation (DBSI-restricted fraction) and edema
(DBSI non-restricted fraction). For WM tract integrity —axonal injury and demyelination will be assessed using
DTI-derived FA  AD and radial diffusivity (RD) as well as the DBSI-derived fiber fraction fiber AD and
fiber RD. For WM tract inflammation DBSI-derived restricted fraction and non-restricted fraction will also
be employed to assess the extent of inflammatory cell infiltration and vasogenic edema. Results: The decreased
DTI-FA was seen in SN of PD patients (PD: 0.32 + 0.03 vs. HCs: 0.33 £0.02 p=0.015) suggesting potential
but not specific tissue damage. Increased DBSI-restricted fraction (PD: 0.13 £0.05 vs HCs: 0.11 £ 0.04
p=0.031) potentially reflected inflammatory cell infiltration in PD. Also of great interest is the increase in DBSI
non-restricted fraction (PD: 0.15 £ 0.05 vs HCs: 0.12 £ 0.05 p=0.02) and decreased DBSI-derived fiber
fraction (PD: 0.72 £ 0.07 vs. HCs: 0.77 £ 0.07 p=0.003) in PD which may indicate the presence of edema
and/or potentially coexisting tissue loss further reflecting the dopaminergic neuronal loss and/or dendritic loss.
Other DBSI metrics of SN were insignificantly altered. Furthermore SN DBSI-restricted fraction was negatively
correlated with HAMA scores (r=—0.501 p=0.005). There was no correlation found between DTI-FA and
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clinical scales. In WM tracts only DTI-AD among DTI metrics was significantly changed (increased AD was
seen) in multiple WM regions in PD. DBSI fiber fraction decreased and DBSI non-restricted fraction increased in
multiple WM regions potentially reflecting edema and/or axonal loss in PD. DBSI non-restricted fraction in both left
Fornix (cres)/Stria Terminalis (r = -0.472 p = 0.004) and right posterior Thalamic Radiation (r = -0.467 p = 0.005)
were found to negatively correlate with MMSE scores. Conclusion: In this study DBSI detected and quantified the
extent of increased cellularity in SN (putatively corresponding to inflammation) and the significant dendritic loss with
potential coexisting neuronal loss consistent with the hallmark SN pathologies in PD. DBSI results also indicated
potential edema and/or axonal loss in WM tracts. The DBSI-restricted fraction and non-restricted fraction correlated
well with clinical scales indirectly offering support of the validity of these putative DBSI pathological metrics. DBSI
detected specific pathological changes in both SN and WM tracts in patient with early—stage PD  a finding remains to

be further investigated through more extensive longitudinal DBSI analysis.

AHT R om0 RBES AR
Lo AEMBE—El; 2555 XAS; 3HBHRARR

(HZE)] B8: A FEMSIReRe QA dr WA E R IFAIE , AT B3 0 I RT3
Ja, EIFET R, HAT, MRAR SR AR R A EM AR SE, Oz iE TS
WG . AR 38 Ak 0 St St PR AR e R AT JC A A i O SR I, ) e g e A S
(BPV) | LFAESM: (HRV) JJE S OHEUEM: (BRS) |, PPEANXEESHUR 1l Ry Bl v 2e rh 3 15
JEfE R Fik: AQRW 7 RWMEIMPERR A B, 200 5 8o F.0%, Sl w3 by
HB AR S BARSR ( VLF; <0.04 Hz ) AR5 (LF; 0.04-0.15 Hz ) ;=45 ( HF; 0.15-0.40 Hz ) 5 IR
TERE (TP; <0.40Hz ) FEITA LI/HF FofE . [RIA3E i F g S SR AgusRe ity e 90 e 1 7 S S bR
SR AEEL (BEL) o A mfs 3 MG, SR Rankin 1743 (mRS) PHLIGIRTIE (mRS<2
ESCHESRIRAT) , JF A FRSECS TG ADCHE, SR LAY 142 5 PR 63.9+10.2
% BN 89.3% ), HiHUs BAF 112 i, BUGAR 30 6, PR4LBRF NI ESE. B WIS 16K K
RN Te 2R ABERT ) NIHSS W55, Wi A8 Stk i s 4, BPV 1Y LF/HF LUfE, DAK
BRS {E P A AFAE B2 225 (P <0.05) o #E— Logistic [MIF4MHT B8, 7ERIE NIHSS PEA IS0
Wi AR SRR LE/HE HE R (OR 049 95%CI 0.25-0.97; P=0.041 ) F1{k BEI (OR 0.96 95%CI
0.92-0.99; P=0.017 )R UG AN RIS BRI B . 8538 Wi A8 524 LIVHF T RS e i) 38 Jk—
HOEPRZRAMTFIT BED $275 (19 ) BURMBURMEREAR, 3495 SbEBi PEAS R U5 N RAHDC, S dxs atk
A B A TR TR B 2= W, AT AR 2 TS 5 R
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2 B Iz F OB I R 4k
FARFEHEE = EK

(#ZE] HBH: NMOSD BH MM —ZIGy7 G sk S e e (IVMP ) ohiiifyr LA
DHR S RGN W, AHIG R EATSRA T4 3 IVMP whib Ay JCak.  HATA C NMOSD 5 4
PEWL FHETT BV BARAR D, AW B TEIR DM MG 2P NMOSD (7 3 e ek, Fik: A0F
FERIEME T 2013 4F 1 A % 2020 4F 4 H7EFRBEERE H 508574 H—Z i IVMP 3497 JCR0H NMOSD
B, WEANOGIE . IGREHE . SCRERA . RERE JIRIT IR IR R, DF9Es R 3 4l
IVMP+IA 4, IVMP+PE 4 X 5.4l IVMP 2, #5850 IVMP+IA 4183 1A 167G EDSS PF4r. M)
(PLTIRE FS W53 . MBEETESr VOS) Kz shdifg (HEADIEE FS PF41 . hauser ALATHE%L ) IREIEML,
FEAEHZE 4k, TR TA+IVMP 5 IVMP+PE K B4l IVMP 1697 Rl 3 A 35 8 B RZ )
EAEEET . R ML IVMP+IA 41855 22 (5], TVMP+PE 4 22 f4i], TVMP 41 16 {7, ASBF5Y
7R IVMP+IA 41883 1A VAT S5 AT EDSS PF43(5.41 +£2.32 vs. 476 £ 234 P=0.006), JGI7 5 RETT 3 4~
J EDSS 1F43(5.41 £2.32 vs. 3.89 £230 P<0.001). JAITEEHIT VOS TE43(5.05 + 1.72 vs.4.26 + 1.63
P=0.012)B36Y 7RI B E UGS . Hrb g AQP4 B R EF TA RPRUR K . IVMP+IA 55 IVMP+PE JY7
BT 3 A H B MRA Y, B Tl IVMP BT 4 (50% vs. 9.09%  P=0.007) . £5i8: 1A IRYY
IVMP JEAH 2P NMOSD HA RAFIITARL, AR NMOSD 2 23y r it 1 2.

CD11b/c+

EXL BHhik xN=F 1NMESH KAk BEF
P AFMEE =ZEK

[#HZE] E=2. WBi/MMIE% ( Cerebral Small Vessel Disease  CSVD ) J&—2& S54RI AE C I 1. &
Pl FENAL CSVD BIAHSCHFFE X MINIE D, I BB AR AR FUARK R MRI A it R S, dmiie=
RIEARFATI AT o IRMTBEE HE 2RI TR, HAO RS Bk . T CSVD RZ
EREEE, Zee A, DLW PRI S o, SBOZWA IS RS, ALl 5

11
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AW, FiE: WKY CIERIMEXTR ) /SHR (B A &R m R, ik iR B ) R BRUE
WFR T, Hi . ERLA SRR BRI TSR 35 i, AR E BALSEE 4% 20 5 R X
WA o BRZH L AT A WS BRI KR YT R, JREEN 8 wm, ARSI 4T HE . Masson Hl Luxol fast
blue Jett,, WEEANM . BEFSHZEM; VKURU) A AT S HA DO 0, R PERRic CD11b/e BHPEAN
i, Z5R: SHR KEAYPHIKIK (corpus callosum, CC) AYJEREI B IEAL, 400k BoEs/L, fR7edmik
Ji, TR e 2R S S B A ) 2 FE R AR . IO AR IC R AN CD11b/e FRaE®, Wos gl 24U M
CD11b/c AN R AL, MSERRN CD1Ib/c g 2, DGR = T IE# X IR . 458 M
ANMAEFRFERL R, (SHR KR ) HHXIZ RENAFTE CDLIb/c B A R ERITEIL, L DRI
VET RS . A Y CD1 b/ e 4T RE R AL AN, EWRZui, rhPERigiif, NK 4 A
BESEANA, Tk S 5T PN AT R A Wk A

% # ' Matthew C Murphy® Z&&k&E "' & &' ke’ fwip’
Kevin J. Glaser’ & #° Richard L. Ehman* 5 4' E 3%p°

L LAFWBE=ZElk; 2BED A 3.5BFXAF

(HE] HH: NARRAMERS (MRE) RS Acchrain & RERAGIZWIT- A5 £ & MEAE
b (MS) B MO0 R O SUMEARIE S I AR, MRS F7E 36 Bl MS JE 5 18 FilfHRR X IR
HTE 3.0T #EHAR (Discovery 750; 3B HIH ST &G0, M) RHA 8 il KL BT IR LR BUZ
AFEHE BT (TIWI, T2WI, T2FLAIR ) , 3D T1 /415 MRE $14# (60Hz) . i MS 2005
OHSUERAE . AR . BOE, TR, 4 Accubrain B REFARIZWE-G 00T, FRELA K
SRMGIX /2% BICCR, M NRIEAXT MS B 7Y TRIRBOAR BT/ (EDSS) IS, L
B MS BF SR IR LARARIEbR, X LARARFERR . EDSS ¥E4r . BURRRSEA TAI G . 4E
B MS B FIPE LI (P=0.023 ) HFJE L (P<0.0001 ) B TaEE AR, JFRE SRR
FER G R (r=-0447 P=0.0095 ) , BEREE(H . fEAFAE R LG22 5% 2 BICCR 7R /D
(P<0.0001 ) , JFfRfEPTFRFERRAVIER M2 NS (r=-0.3591 P =0.0658) . 734h, SR
FHEEG, MS BE M AR, R AIER S EDSS WA ZJCH G, it Biiim 5He
Fb AT AR s W 22 K A SR R AR I AL B A ) )2, IS A RO 2 e MS AR AR
FRVE I HUBIE bR . N MRE B 5 il 25 R0 5t 555 2 5 6 T e R Al MS Il 247
oL
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CT
WEE HI%

EHAFIMESE —ElR

(=] B8Y: sH8E CT 4R (dynamic CT angiography  dCTA ) PEAR BN A i 3h ik
(Middle cerebral artery MCA)HE BEA5 ml P ZE R 5 1Y B2 B i ik 7844 (Cortical venous filling  CVF), JH4E
T CVF 1H0LS BB GRG0 R . Fik: AIMEHESN A B R IR 2R — =B ph 2
2018 4F 1 H-2019 4 10 H &5 212 R 5 MCA M1 BEEBEERAE (=70% ) s ZE 8 53 i,
Sy AERAL 36 BIAITCEEIRAL 17 ], ABiG 10 RINAT dCTA Kty . HBE 3 A H PR AL I R
WifG . ARYE dCTA AR HIERH R IR, WAL . Brm i ieiREs, e 1)
) =25 K BTk, A AE KIGHIRFIKSMCY ) © TYIEHIIK(VOL). EW&#Ik(VOT), idskLA I CVF
JEAS IR B e B s ARAES R R EAIREER CVF 1N, BREFEOT I ) (V1) | kiR
Bl (V2). #lkBgasdii (v3) = A, IR V2-ViL V3=V, #E— 2P S e E
M2 ()£ B ] s R 2508, ARFZEBF ) CVE BfE], R VL, 1V2, V3, rV2-V1, 1V3-V1, 5 ik
CVF B A AR AR Y CVE 3R . S5 R L5 ICERAIM L, SERALHEE CVEF S 1 L il
B (p=0.02), LLRAE vV2. rV2-V1 Bf CVF BEIER (p 23514 0.005. 0.001); 255 THEtRgH 1 58
F, SHIKISOIRAS S CVF 3 (rV2) X (OR 642 95% CI 1.37-30.05 p=0.02); FiF AR5 CVF
B 2 444056 (OR 010 95% CI0.02-0.68 p=0.02), £Ei: MCA HJERA B A ZERS, B CVF M5E
TGOS B PRI R A B DR OG TR Rdd ik R ) CVE BEE 53k SOIRASAHDE, CVF Sk
2 S ARMIERIUGA X

54k FORT OBIET pER
LEHAFWES —Elk; 2P LA¥MEE —ER

[#HE] ®SRBH: AN ES SAERN (PD) WA EZHE . IR, Iird
S AT R AR O™ AR TR TR (ROS ), SRR AP ZE rhRE I Y B 2L 7o ABIESE H AR

13
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ZEU e EHE D PD AR IR SR EKOY, P& TR S 5L S PD (B F i s ThRe . S B
DL MG RAEFE A2 S HAMSECHM:, 4 PD WIGIRIZBIANGI TR . MR AR FEAREW T AF 5T
H, FRATPAAT 90 4 PD A 85 A AR HHVCHC A (R 2230 o 3 Ellman's 324G 1M 7
B BIEVR JEE , JRaad B M T R FOGT W B Bk FE A TR AE , THREIEIPAN PD AR I I i s i A/
M3 SR KL PD iz D Re g™ B R AR DG o L i 59 S i Lb kA i 7 CRP
Prit, Elisa WA GAMNINTE TNF-a, 1L-1b S5 RAEN F & &, BFFREER : PD A I I Ui 25 60 2/ 1l 3
B AFUKT- BB ICTREFEXT IR, 76 PD 4ivh, B3Py i s i/ i v B2 (S BH B4 T4t . ROC
2 45 SRR 7 LT O S L 1ML S R N PD B VRIS TN ( R . 75.6%, FESERE.
83.9% ) . PD B MLIFHHF ML SR . INIIEELL B35 F H L-DOPA Fi Z A i E MG, I3
I AL N SR B S PD B B REAP ™ ERREE . RIEFEPR (CRP, TNF-a Fl IL-1b ) /K-
B FEA, PD B %IE UPDRS I ¥F/0F1 H-Y /014325, HA % UPDRS I ¥£43 31<UPDRS
I11<50 Al UPDRS I11>50 ) DAK &S H-Y 4304 (H-Y>2.5) i PD HE, LI 25 B/ 13 s A sk
ARG, BRRER: L EASRR, MR T RES S PD AR ORI 28 S iE A O &AL
il , FIVESN PD WEAEM AP Fhrnai o XoF TR B i S IR PD ARE HEA T A 1301, T RERH Lk
PD MEA LI, $UH PD I IRIAYT R 25 & S (B i 4 i

56
foth R NER AEE RHRE

IRERKFRBEE —EIR

(WE] BH: S0 GRS PERS ARG R SR AR R AL, ik I8 2010 4F
1 42018 4 10 H KB 56 Gk GARRASVE BT, AW AW AEas . et . IRIRRIFRS . % . I
hae. IR B M. MUREER . ATB7B SERAR SR o G5 R e 56 Bl B GRAZ AR Mo A Hh & A
9 11-20 % 34 1] (60.7% ) , FKFE 1 4E-3 4F 35 ] (62.5% ) 5 WGIRFFLLUREGER 16 1 (28.6% ) ,
FE REr e 24 B(42.8% ), fEAKG . MARBERGE 5 1(8.9% ); 56 f( 100% )24h JRE>100ug;
45 151 (80.35% ) I iFH 5 8 IR T 0.2¢/L; HRABFAPUAT R o] WA K-F RBAYE 56 4] (100% ) , Ifi
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The Role of Berberine in Activating Wnt/[3-Catenin Signaling and
Repressing [3-Amyloid Production in an Alzheimer Mouse Model
Yubin Liang" Jiehua Su Wei Chen® Pingping Song® Xuemin Xie’®

1.Zhuhai People's Hospital; 2.The First Affiliated Hospital of Jinan University

Objective: Berberine (BBR) is a natural isoquinoline alkaloid isolated from the Rhizoma coptidis. Recent
advances in research throw more lights of its beneficial role towards Alzheimer’ s disease (AD) including
promoting [ —amyloid (A B) clearance as well as reducing A B production in the triple-transgenic mouse
model of AD (3 x Tg AD). This study was designed to search for new mechanisms by which BBR could activate
Wni/ B —catenin signaling pathway and alleviate amyloidosis in AD brain. Methods: BBR was administered via
intragastric injection to APP/tau/PS1 mouse model of AD (3 X Tg—AD) mice for 4 months. The cognitive and
spatial learning functions of AD mice were detected by the water maze. The changes of AB in hippocampus
were detected by immunohistochemistry. The expression of A NeuN PSD95 and active B —catenin in AD
hippocampus were determined by immunofluorescence.The western blot analysis was used to analyze the
expression levels of APP and APP cleavage enzymes including APP  CTFB CTFa ADAMI10
BACE1 PS1 and GSK33 PP2A active [ —catenin in AD hippocampus. TUNEL was used to detect
apoptotic cells in the AD hippocampus. Results: In the hippocampus of AD mouse model there could be
observed neuronal apoptosis as well as an increase in A3 (amyloid— 8 ) production. Moreover there is a
strong association between downregulation of Wnt/ B —catenin signaling and the alteration of AD pathology. The
activity of protein phosphatases of type 2A (PP2A) could be significantly enhanced by the treatment of BBR. The
activation of PP2A  caused by BBR  could then play a positive role in raising the level of active (3 —catenin
and deliver a negative impact in GSK3 B activity in the hippocampal tissue. Both the changes mentioned above
would lead to the activation of Wnt/ 8 —catenin signaling. Meanwhile BBR treatment would alleviate APP
cleavage and A 3 generation. It could also prevent apoptosis in 3 X Tg—AD primary neuronal cell and have
protective effects on neuron synapse. Conclusion: These findings imply that Wnt/ 3 —catenin signaling could be
a potential target outcome for AD prevention and BBR has the potential to be a promising drug in both AD

prevention and treatment.
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10 NC-CT

FMIm REKR EWNFE FAEE Botk EZEM HAEK

ZETWARER

[ Abstract ] Objective: Discuss the clinical characteristics and prognosis in the patients beyond treatment
window received NC—CT examination. Methods: Retrospective analysis the endovascular treatment patients
beyond treatment window based on NC—CT examination hospitalized in Yunfu City Hospital from 2017 to 2019
through studying TOAST subtype. NIHSS. ASPECTS data. Results: 10 patients adopted in this study There
is 7 men and 3 women . All patients’  etiological subtype are large artery atherosclerosis (LAA). The patients’
NIHSS greater than 7 and ASPECTS exceed 5.The 3M mRS of the patients which NC-CT ASPECTS
exceed 7 is 0-1. The 3M mRS of the 3 patients which NC-CT ASPECTS among 5-6 is between
4-5.Conclusion: The patients which NC-CT ASPECTS exceed 7 maybe acquire good income conducting

endovascular treatment even if beyond treatment window.

Rak HAEE FHRZET Hotk HHA
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(FE] BRI B SR SRR 7 O FRE I A5 (SCVD) AR IRYT R I PR A (6
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B BEAL IR AR IR 4 37 . JRYTAAE R 124 ~ 48 hWHIRA B TN EFREN)HIF],
B E 4R, NEFHSUMINETANTE; SIRAL THINETHRIT . il T EFE SRR IR 1d A
14 d JEXTALBRE A Re b (IS A E S . B, AFhiE, B ) LI 14 d 5 NIHSS
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The influence of ultrasound-targeted microbubble destructioncombined
with shRNA plasmid silencing of TLR4 gene expression on
seizuresfollowing ischemia withhyperglycaemia in rats
Jia Chen', Fami Huang®, Xiaobo Fang', Siying Li', Yanling Liang'

1.Department of Neurology, The Third Affiliated Hospital of Guangzhou Medical University;
2.Department of Intensive Care Unit, The Sixth Affiliated Hospital of Guangzhou Medical

University
Our previous study suggested that the TLR4 pathway is associated with seizures following ischaemia with

hyperglycaemia in rats.In this study we evaluated whetherultrasound ( US ) —targeted microbubble

destructioncombined with an shRNA plasmid could be used to silence TLR4 gene expression to reduce seizures
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following ischaemia with hyperglycaemia in rats. Eighty male Wistar rats were divided into fivegroups: 1)a Sham
group;2)a normal saline group; 3)a pshRNA-TLR4 group;4)a pshRNA-TLR4 plus US irradiation group; and 5)a
pshRNA-TLR4 plus SonoVue microbubbles and US irradiation group. SonoVue microbubbles mixed with
pshRNA-TLR4 0.9% NS or pshRNA-TLR4 were injected into the left lateral ventricles of rats  followed by
US exposure. Two rats in the pshRNA+MBs+US group developed seizures during the 3—6—h period after
ischaemia with hyperglycaemia.Western blot analysis was performed and found that TLR4 protein expression was
significantly increased in the NS group that developed tonic—clonic seizures; The number of TLR4—positive cells
significantly decreased in the pshRNA group  pshRNA+US group and pshRNA+MBs+US group.
Immunohistochemical staining was performed and found that the number of TLR4—positive cells significantly
increased in the NS group that developed tonic—clonic seizures. The number of TLR4—positive cells significantly
decreased in the pshRNA group pshRNA+US group and pshRNA+MBs+US group. The number of
TLR4-positive cells decreased in the pshRNA+MBs+US group. These results suggested that the TLR4 pathway
may be involved in the pathogenesis of seizures following ischaemia with hyperglycaemia in rats. US—targeted

microbubble destruction may be useful in the treatment of brain diseases.

Effect of coagulation function on cerebral microbleeds
In intracerebral hemorrhage

Yitao He, Hui Zhang, Yi Guo

Shenzhen People’ s Hospital

Objective: Our study aimed to confirm whether coagulation function of patients presenting with intracerebral
hemorrhage (ICH) was associated with onset of cerebral microbleeds (CMBs). Methods: 174 patients with basal
ganglia ICH were divided into CMBs and non—CMBs group. Indicators of coagulation function and other clinical
data that included fibrinogen (FBI)  prothrombin time (PT) activated partial thromboplastin time (APTT) and
the international normalized ratio (INR) were compared by univariate and multivariate analysis between the two
groups. A Receiver Operating Characteristic curve was plotted to determine the predictive value of coagulation
function indicators for CMBs. Results: Univariate analysis showed that APTT levels were significantly higher in
CMBs group than non—CMBs group (30.20 £ 5.18 vs. 27.95 £4.19; p = 0.004) while there was no significant
difference between PT INR and FBI. The proportion of male patients in CMBs group was significantly higher
than non—CMBs group (76.58% vs. 52.38% p = 0.001). Logistic regression analysis demonstrated that APTT
and male gender were independent risk factors for CMBs in patients with ICH (OR 1.100 95% CI: 1.026 ~
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1.180 p = 0.008; OR 2.957 95% CI: 1.500 ~ 5.826 p = 0.002; respectively). Receiver Operating
Characteristic curve analysis indicated that APTT and male gender displayed good predictive value for CMBs in
patients with ICH (Area Under Curve = 0.641 p = 0.002; and Area Under Curve = 0.621 p = 0.008;

respectively). Conclusion: APTT was independent risk factors for CMBs in patients with ICH.

Effect of Smoking on Cerebrovascular Reactivity in Patients with
Ischemic Stroke

Yitao He, Hui Zhang, Jian Deng, Yi Guo

Shenzhen People’ s Hospital

Objective: This study aimed to evaluate the effect of smoking on cerebrovascular reactivity (CVR) in
patients with ischemic stroke. Methods: A total of 112 patients with acute ischemic stroke within 1 week after
onset were recruited from Shenzhen People’ s Hospital between January 2018 and January 2019. CVR was
evaluated using the breath—holding index (BHI) which was measured via transcranial doppler ultrasound
breath—holding test. The patients were divided into BHI-normal group and BHI-decreased group based on
whether the CVR of the responsible middle cerebral artery was normal or decreased respectively. The data of
the two groups were collected including sex age past medical history smoking and other relative risk
factors for CVR. Univariate and multivariate analyses and the receiver operating characteristic curve were used to
determine the effect and early predictive value of smoking for decreased CVR in patients with ischemic stroke.
Results: The proportion of smoking hypertension and cerebrovascular stenosis were significantly higher in
BHI-decreased group than in BHI-normal group (56.6% vs. 30.6% P = 0.010; 85.5% vs. 66.7% P = 0.021;
47.4% vs. 25% P = 0.024). The logistic regression analysis revealed that smoking was an independent risk
factor for decreased CVR in patients with ischemic stroke [odds ratio (OR) = 3.438; 95% confidence interval (Cl):
1.397 ~ 8.463; P = 0.007]. The area under the receiver operating characteristic curve for the effects of smoking
on CVR was 0.630 (95% CI: 0.521 ~ 0.740 P = 0.027). Conclusion: Smoking decreased CVR in patients with

ischemic stroke independently.
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I7 OBCTT SARTT)PAS RSN, 171 v 200 e 2 Vi) B e 2 AR ) e 4 S J) T o i 28 5/ L™, A
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Analysis the endovascular treatment beyond treatment window based on
NC-CT examination clinic data and effect of the 10 patients
FHkEm EEKR FEXE FALE HKEK

ZETWARER

[ Abstract ] Objective: Discuss the clinical characteristics and prognosis in the patients beyond treatment
window received NC—CT examination. Methods: Retrospective analysis the endovascular treatment patients
beyond treatment window based on NC—CT examination hospitalized in Yunfu City Hospital from 2017 to 2019
through studying TOAST subtype. NIHSS. ASPECTS data. Results: 10 patients adopted in this study There
is 7 men and 3 women . All patients’  etiological subtype are large artery atherosclerosis (LAA). The patients’
NIHSS greater than 7 and ASPECTS exceed 5.The 3M mRS of the patients which NC-CT ASPECTS
exceed 7 is 0-1. The 3M mRS of the 3 patients which NC-CT ASPECTS among 5-6 is between
4-5.Conclusion: The patients which NC-CT ASPECTS exceed 7 maybe

Advances of Gut Microbiota in the Treatment of Atherosclerosis

Lifeng Lin  Wangtao Zhong Bin Zhao Zhou Liu Kanglan Li Wanxin lJie
Wenchuan Xian Guocong Liang

Affiliated Hospital of Guangdong Medical University

[ Abstract] In many countries atherosclerotic cardiovascular and cerebrovascular diseases such as
myocardial infarction and stroke are the leading causes of death. The development of atherosclerotic lesions
involves various mechanisms. The gastrointestinal tract and its large number of microorganisms have caused with
great interest in research it is a potential factor in systemic disease processes including the cardiac metabolic

phenotype of atherosclerosis obesity and type 2 diabetes. The gut microbiota affects the formation of
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atherosclerosis in various ways. Atherosclerosis is preventable and treatable. Therefore it is important to
explore the risk factors for atherosclerosis to further explore its diagnosis and treatment strategies. Regulation of
gut microbiota is expected to improve as: (1) improve dietary structure; (2) increase intake of probiotics and
prebiotics; (3) drugs to treat intestinal flora disorders thereby inhibiting atherosclerosis;(4) fecal transplantation
and other methods.

[ Keywords ] Atherosclerosis; gut microbiota; trimethylamine; fecal microbiota transplantation
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HEL, T ULHCRAR L sk S mishkor it ) o k3 CTA: ZEMISshkEIR A =shik=, RILHIHN K.
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k5 SENBIK I SR T W o

Sleep quality is associated with plasma amyloid-{3 in amnestic mild
cognitive impairment elderly
Yajing Liu  Yukai Wang Shuyun Huang Jiali Luo Weiping Zhang
Biging Lin Pan Shang Haiqun Xie

First People's Hospital of Foshan

Study objectives: To investigate the extent to which sleep quality associated with plasma A 3 levels in
amnestic mild cognitive impairment (aMCI) elderly. Methods: This study is a case—control study of 172
cognitively healthy elderly (NC) and 133 aMCI elderly. Sleep quality assessed used the Pittsburgh Sleep Quality
Index. Levels of plasma A 3 determined by sandwich enzyme-linked immunosorbent assay technique.
Multivariable linear regression analysis was applied to evaluate associations between sleep quality and plasma A
B levels after adjusting potential confounders.  nteraction analyse was conducted according to the subgroup.
Results: Compared to NC subjects participants with aMCI had a higher PSQI score. A high global PSQI score
was associated with a high level of plasma A B 42 in the aMCI group but not in the NC group. Additionally the
global PSQI score was positively associated with plasma A 3 42/A 8 40 ratio in non—demented elderly
especially aMCI patients. Conclusions: These findings indicated that aMCI patients had a worse sleep quality
and the extent to which poor sleep quality associated with high plasma A B 42 level and A B 42/A B 40 ratio was
stronger than that in the NC subjects. A better understanding of the role of sleep in plasma A B levels in aMCI

patients could lead to effective sleep—based intervention against the risk of Alzheimer’ s disease.
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Paraneoplastic autoimmune encephalitis associated with a massive
infiltration of plasma cells in colorectal adenocarcinoma
Yaging Shu' He Dan' Ma Xiaoyu' LiJianfang' Wu Haotian' Chen Chen’
Lu Zhengqi® Petersen Frank ®  Qiu Wei' Yu Xinhua®

1.The Third Affiliated Hospital of Sun Yat-Sen University
2.Priority Area Asthma and Allergy  Research Center Borstel ~ Airway Research Center North
(ARCN) German Center for Lung Research (DZL) Borstel Germany

[ Abstract] Background: Paraneoplastic autoimmune encephalitis (PAE) represents a group of rare
neurological syndromes associated with a neoplastic disease and autoantibodies against one neuronal antigen. A
PAE patient with multiple autoantibodies and diverse neoplasm has not been reported. Methods: We report a case
that multiple autoantibodies (anti-Hu anti—-NMDAR and anti-GAD antibodies) were present in a patient with
paraneoplastic autoimmune encephalitis (PAE) who developed both small cell lung cancer and colorectal
adenocarcinoma. We reviewed the clinical features and prognosis of the patient and determined the
histopathology of the colorectal adenocarcinoma. Results: This is the first case of PAE patient associated with
multiple cancer and diverse anti-neuronal antibodies and with a poor outcome. Furthermore the
immunopathological investigation of the colorectal adenocarcinoma revealed the formation of abnormal neurons
and a massive infiltration of plasma cells in the tumor tissue. Conclusions: These findings support the hypothesis
that abnormal expression of neuronal antigens in neoplasm initiates autoimmune responses in PAE and suggests a

connection between multiple anti—neuronal antibodies and a massive infiltration of plasma cells.

WL HEE \lR BEE F R
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Mutations of PRRT2 in Paroxysmal Kinesigenic Dyskinesia and clinical
phenotypes: a case report and review
Xiaomei Liang Haiting Xle Xiaoya Gao

Zhujiang Hospital of Southern Medical University

[ Abstract]  Purpose: Paroxysmal Kinesigenic Dyskinesia (PKD) is a rare movement disorder. PRRT2
mutation is the crucial pathogenic mutation in PKD. At present the correspondence between PRRT2 mutations
and clinical features in PKD is still unclear. We strived to find some correlations of them. Methods: We reported
a PKD patient  with hearing delusions and depression having an unreported C.916delG (p. Ala306fs) mutation
in PRRT2. We reviewed 131 PRRT2-related PKD cases which reported the clinical features and analyzed
some relationships between the phenotypes and genotypes of PKD. Results: There are overlapping
correspondence between PRRT2 mutations and phenotype in PKD. The most popular mutation sites
¢.649dupC  had connection with migraine infantile convulsions choreoathetosis and epilepsy. The
¢.649dupC was also reported with lip smacking or eyeball up-rolling while patients with ¢.649_650insC
experienced vomiting gait instability and body numbness. The ¢.604_607delTC was relevant to infantile
convulsions while the ¢.649dupC  ¢.649_650insC is involved in the migraine. Conclusion: We reported a
patient diagnosed as PKD having an unreported mutation in 2018. We show the overlapping correspondences
between the phenotypes and genotypes of PRRT2-related PKD. We also expanded and summarized the mutation
spectrum of PRRT2 in PKD. These findings contribute to the understanding of the landscape of PRRT2 mutations
and clinical features in PKD. They may also make sense for clinical work and the study of the molecular

mechanism of PKD.
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BACEL and other AD related biomarkers in CSF and plasma
distinguish Alzheimer * s Disease patients from cognitively impaired
neurosyphilis patients
Min Zhang" Xiaomei Zhong" Haishan Shi* Eugeen Vanmechelen®* Ann De Vos®  Sen Liu’
Ben Chen' Naikeng Mai* Qi Peng" Xinru Chen' Zhangying Wu' Le Hou' Huarong
Zhou' Cong Ouyang’ Weiru Zhang' Wanyuan Liang® Chunying Dai* Yuping Ning* ° *

1.The Affiliated Brain Hospital of Guangzhou Medical University 2.ADx NeuroSciences NV
3.Beijing Seven Dimension Neuroscience Research Center
4.Guangdong Engineering Technology Research Center for Translational Medicine of Mental

Disorders 5.The first School of Clinical Medicine Southern Medical University

[ Abstract] Background: Patients with spirochetal infection ~which causes neurosyphilis (NS) and at a
later stage general paresis of the insane (GPI) present with brain pathology features of Alzheimer’ s disease
(AD). However the relationships among these illnesses regarding biomarker levels are still unclear. Objective:
To explore biomarker levels in NS and GPI compared with those in AD and the relationship between biomarker
levels and cognitive function in NS and GPI. Methods: Levels of neurogranin (NGRN) and B —amyloid precursor
protein cleaving enzyme (BACE1) in cerebrospinal fluid (CSF)/plasma together with amyloid beta 1-40 (A B
40) A B 42 and total tau in the CSF of 23 AD patients 55 GPI patients and 13 NS patients were measured.
Patients were classified into none—to—mild moderate and severe stages of cognitive impairment. Results: Levels
of CSF NGRN BACE1 and tau as well as plasma BACE1 levels were significantly different among groups. In
the none—to—mild stage plasma BACEI levels correlated with the protein levels in CSF and were significantly
increased in AD patients versus GPI patients. The CSF tau levels in AD patients were significantly increased
versus GPI patients in the moderate and severe stages. Pooling data from GPI and NS patients  both CSF tau and
plasma NGRN levels correlated with cognitive scale scores. Conclusions: GPI and NS patients might have
different biomarker level patterns than AD patients. While plasma BACE1 could be a promising biomarker for
early distinguishing AD from GPI CSF tau and plasma NGRN levels might be valuable in indications of

cognitive function in pooled NS populations.
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Unfavorable outcome predictors in acute ischemic stroke patients with
successful recanalization by endovascular thrombectomy
Nailiang Zang Zhenzhou Lin Kaibin Huang Yue Pan Yanan Wu
Yongming Wu  Shengnan Wang Dongmei Wang Zhong Ji  Suyue Pan

Nanfang hospital

[ Abstract] Background: We aimed to find biomarkers to predict unfavorable outcomes for patients with
acute ischemic stroke (AIS) after recanalization by endovascular thrombectomy (EVT). Methods: From November

2017 to May 2019 we prospectively collected 61 AIS patients due to anterior large vessel occlusion who
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achieved recanalization by EVT. Plasma samples were obtained between 18-24 hours after recanalization.
Unfavorable outcomes included futile recanalization at 90 days and overall early complications within 7 days
after EVT. Results: After adjustment for age and initial NIHSS matrix metalloproteinase—9 (MMP-9)
tenascin—C  thioredoxin ~ ADAMTSI3  and gelsolin were independently associated with both futile
recanalization and overall early complications significantly (all P<0.05) while C-reactive protein (CRP) was
independently associated with overall early complications (P=0.031) but at the limit of significance for futile
recanalization (P=0.051). The baseline clinical model (BCM) (including age and initial NIHSS) demonstrated
discriminating ability to predict futile recanalization (area under the curve [AUC] 0.807 95% confidence
interval [CI] 0.693-0.921) and overall early complications (AUC 0.749 95%CI 0.611-0.887).
BCM+MMP-9+thioredoxin enhanced discrimination (AUC 0.908  95%CI 0.839-0.978 P=0.043) and
reclassification (net reclassification improvement [NRI] 67.2% P<0.001) in predicting futile recanalization.
With respect to the prediction of overall early complications BCM+MMP-9+tenascin—-C
BCM+MMP-9+CRP BCM+MMP-9+ADAMTS13 BCM+tenascin—-C+ADAMTS13 and
BCM+CRP+ADAMTS13 all improved discrimination (AUC [95%CI]: 0.868 [0.766-0.970] 0.882
[0.773-0.990] 0.886 [0.788-0.984] 0.880 [0.783-0.977] and 0.863 [0.764-0.962] respectively all
P<0.05 by DeLong method) and reclassification (NRI 59.1% 71.8% 51.1% 674% 38.3%
respectively  all P<0.05). Conclusions: The increased levels of MMP-9 tenascin-C CRP  thioredoxin and
decreased levels of ADAMTS13 and gelsolin were independent predictors of unfavorable outcomes after
recanalization by EVT in AIS patients. Incorporation of two biomarkers have additive value for unfavorable

outcome prediction.
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ZRGFEGIE (MSA ) J2—FP LR B MM 2R TR S, G RAFIE 2 B Eph & D) Reks
i, ZWEZEICR M ARG, /NG e RAZE Sh D E R Y 2Rl AR 417 . HAh 2 B2 E AR
TS A ( e DA ) AT S0 1 o — 28 A% R (I TTURR, T i 28 i R o
LIS NEY), SEANRIIRERAFRISET . HLAh, A IZ HUBBERS . X T MSA & RILH, WA
SERTERE, HAT O R B A SR R T B A o — 2 Ml 2 P 2o BB 2D R IR 4, I LA
“WCEE R EERE” O R AR, BRI, B AR R R T AR, BEREIRAR TR
P, MZESRHE TR, ML RAE B . AR EEIRIR RS, MSA W2 580
(SND) HHEHIMAEARCARIR (MSA-P) , EHAA EZ/NMNERE AR AT /NKiZE 45 (OPCA ) /NI
(MSA-C) ZRIRLL K FIE L ATE R “TRA” MSA o AfTHOREGARE], MSA Kl AR AR 24
FHOELL ARG TR 2, X5 T MSA M2 ANAYT, ImIR b AT 2 AR i, TERX A,
AT AT MSA MR ELE | I RIS RISE RIS ( FZUE AR A AR B I ) B Fop vk ikt T
R, BJa, X MSA MIGARIRTT ik (EBRREERIT T ) #7845,
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GRN

BT ERAFIRILE IR

(WE] HE: Ui BRAE A (GRN) IR AN A REEAIEEE — R T H 1R
FAY, LSRR E PRI AT A EVERRREER AR, TR XA BRI BUE - (FTD )
A THAZ_ YRR (PSP ) FRAVBE HEA T LRI, [RIRR Sk MRT F PET-CT i — 12 W
Ho NTEANRIGE 40/ ( HEK-293 ) AYEERIA I Pl & LAY 9B BRI REME . )5, X p.Q249E
RARFRIBN GRN 5 AHEATA 00 . 2558  BA AT MR LR B AR FTD B R IA — 1k
PARIER) GRN FEPREE L AE (¢.1498G>A  p.V5001 ) 5 HA PSP £ HEE W LA HHMY GRN 3k
R  (e.745C>G  p.Q249E ;5 c.802A>C  p.T268P) . GRN JLPR A48 Rk 5256 7w p. V5001 F
p.Q249E 2728/ T GRN 25 F1E HEK-293 il i ik /K- A E PR . 5T B 7R p.Q249E 2875 K3A
) GRN HEZHATEE, DPUKM. &it: GRN R RAMIAEIREAMEBE LB Z IR E
R, Fn FTD RFERATA PSP AEIRELH HA PSP AEIR . p.V5001 Fll p.Q249E ZEA5F&MK T GRN Y
FETE, FTREEA AN & AREFBIE B E — DRI BUR RS

Cardiovascular autonomic dysfunction in parkinson's disease
N E AR E F
B ERAKFHRITER

IFL < AR I 6 9o LA T 2 o 20 D) BB B A (4% A S PR R L e AP R o i s 8 AR L
nondipping BUR o (RLLPEAR LTI IR, FEARARTE R, AR ALER L 1M <8 2R 2B 1A
TIRE ) TR U AN PR SR AR e R SRS, SR [ IR A MOz oy i s mT ol A (7 1 AR o P A 7 5
INRYE. FATSE T IaS AN & 0 M4 [ B D BERiRG 7 R @R AR YA Mgswnasy, AR
YRR T N —ZaRYT, EATRED ST, A Hh S TR AT S BRI T IR, SELEHTI B RRAE 25 W) A
o7t T i B RVE T o S SCREMA B A B0 LA A 2 2 D RERRAT A R R B L 2T AING I 7 EA T 25
ik, LAAREBIE SR R o
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sk HOE FE

5
S
i
5

RpE RAaA A5

N E - ARER

[(HE] HHY: UZSERMER (PSG) FEEH AL, WE RBD BESFAIHEMN &L
B, DB — 28T S RBD RAMCHWAERFEE, Ak W 2015 4 10 7 % 2018 4F 12 J] fEFR B kE
BT PSG WY 723 B, THIELE PSG #1208 RBD %, 4iit RBD MHAS TG IFAE ) & A3 IF
PATAIOE M. R 1. 723 B P 120 14 PSG #1120 RBD (£ 16.6% ) . Hid, TAIHAEH
17 ) (45 14.2%) 5 HIFMGRGEMHE 39 6] (£932.5% ) . IR 38 B (£931.7%) . 1
BT 36 BI( 29 30.0% ). A IFIGIERRERT B IR 27 010 29 22.5% ). BEIRIE 22 1I( £ 18.3% ).
AR ZER 19 6] (29 15.8% ) . fBRIAER 14 6] (£911.7%) . 7l 10 6] (£983% ) 5 A5k
PR . MR . WA A 3 0 (5529 2.5%) 5 BABI S-HT LG HE . BB ks . 18
PERDIREAR A . TIRERAAE . A THREEGAE . AR BPEJIRAE . i . OFERH . HUIRBRDIRRICT |
HURBRIIRETTIHAHE 2 1 0] (4529 0.8% ) o 2. AWHFT, BIFMHE RGBT 39 4] RBD &,
I PLMS # 19 il (5 48.7% ); 134 120 5] RBD &, fAAEJRIAMRAZ 3 46 1], (5% 38.3%,
Hh &IFME R MR E 19 6, N 41.3%; JTCRMMEEMZE#E 74 6], Hh&IFmha R 5 MR
FH200, 27.0%. 4i:1. RBD BE T WA RGABMEN . SMER . IEREEAT . BRI . MkiEZE |
FRIIAE . R OMSF 2R A IR A A R, IS RGN A . 2. RBD & TR
FEAEJE AT FARGZ Bl mT REHE 78 B i3 1 A 468 R G AR s 2B ARG

[ SR8iE ] PofIRSIEIRAT R enG; 2 SRR AIE; BT AE 3h

AR R ®E EOF
W ERKFEHRILERK

[(FE] B8: RGNS “TFE” (HCBs) MG RER MR, HIREAR S
IREFIE ARG . 770k RGUERIBIC A RACT HCBs MfmfBl, I MIRBERAR(E R RSkt —
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HLHCBs [& o X T HCBs I BIEA TR AR 0T, RIS Rl R S e AT 002 . fEZ R GE%E
/IR (MSA-C) B, #E4T T HCBs SRILFF RN E 3 (SARA ) YRGB I Al
KMo, &R WRGRIEAHIL AR K 14 Fpoping 39 Ml e3ebifs B RGP 3546
Bl , WA 40 Bl HCBs 855 . CARMMNHI SIS | BRI . MR el A Ay
Ko FEBATBIIF, RAE (WAPZEREIOCII (NMOSD ), ZEPERALAE (MS) MM
I HER (ADEM)) FIATEYI (2P REPEIN ) IR . FATIER TR RFRT, #z
AR REFIRRAT T 0 SR TR DT H28 5 E R . MSA-C J2ME—) HCBs 25805 L55 1™
FAREAOCHPN . G518 RGN SCHRBIBURIFRATIXS 79 4] HCBs S fligfFse R W], HCBs HYEEAIIE,
Hd RPN N2 . HCBs S5405 MSA-C 3L Te i m M SR A OC, R el fER St R
B ERRIE
(X883 ] s WSRE; Pomih; 2 RGEH/ DR

Nwdl GIluN2BI
W F kY% XL OF
HHERAFHRILER

(WHE] WHRLESF: NACHT 5 WD EEGEFIE N | (Nwdl) VERHER MGy 8 H A R K
R, ZE5REMREZME T mEE SR A K B R R . SR, F e i E A
T RERERFILEITIER 1 AR B . RS ATiR : FIHZE Wb S0 50k I 2T 3 2R 5 5 1)/ N B S Ml A A
DA BGEBRs A  Nwdl 2635, 0 S0 A EICSE T, PPAG Nwd 1 X JC8E 8
PRIMETY 1 5 fil AL 326 5 1 200 BE AT MR R AR T s RUAIAT A si s, AR LT3 SRi75 5 1) S Ml
BRI R EREACAE o Rl FRATTTE ShHER 20 GluN2B 12635 I 5 Tyr1472-GluN2B iR
FRRAEDCHE . FRIREESR - FRATT A B Nwd 1 76 20 /I USSR DL BB A\ A e m ik, il
WRAH T BE TR Nwd 1 3 PRI AT B 8 4000 o o 280k B 4t Pk DA SO i 2, XA B S5 0/0 9 35 GluN2B 1Y
NMDA SZARKAPE S IR AEZS ML 1A &, Nwdl IEPERIRA 1] F2 CluN2B Fkik > LL L TE Tyr1472
NS BERRIL Y GluN2B B Feakydib . fERE: X HL, FRATIRE T BLAT TR A Nwdl X4 P 5 144 MR
TSR AVE . BIXF Tyr1472 A7 S BERR ALY GluN2B 37 BAA7 3 BT 5 VE T LA K X i 28 3ak BE 244 PE
HIVEF o 1o AT RE A S A, 5 P 20 B 4 PR AH DG I B TR T RS R AL T P S 1) SE AR
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NBP O -Synuclein

MEH E F
HHERAFHRILER

(WZE] Br: R NBP @i RAEMAS AR A0 M A i BemRALE], S NBP 81594
5 o —Synuclein WA B AR =4 R VE . F7ik: (RAMEFRE SHSYSY 4IfE, 4 6- ¥R EL %
(6-OHDA ) fEFHT SHSYSY A Mt @i AR I (PD ) 4R, A[EHEER NBP /EH T I
IRANAEASARL, J M IEH X IRAL (IR IER R FE, A2+ ) , 6-OHDA 41 ( 1E# 40 s in
6-OHDA T ) , NBP 41 (IE# 40 lm NBP 5 ) , NBP+6-OHDA 41 ( 1E5 4iffd i NBP Fikh
PG FMA 6-OHDA T ), iz F] CCKS FAAGIN A A FRAH AN AAFIE %, X An AR A i R 7%
SR, (1) HIEWSRA A, 100uM 6-OHDA 4bFRZH AHI7ET R U] A%, NBP AbHRZH 4007775 R
S IEH X R W B 2251, NBP+6-OHDA AbERZH 20 M A7 15 3R W 2 5 T8l 6-OHDA AbFEg], (2)
1E PD HufiAIH 6-OHDA 155 T £ Fh RAEH F S p— a ~Synuclein ik _Fi#, {H NBP W& T I
WAE, 5 6-OHDA 41 HE#, NBP+6-OHDA &M AEH T . p— o —Synuclein S5 3R35 B & N,
£5i8: 78 6-OHDA 1551 SHSYSY ZHAEAY PD LA, NBP ARG T AEN S fs, st
T p— o —Synuclein AHXAFZ 8 B A AP VER . NBP XK 5 o —Synuclein BAH BT FI/EH
PORPLRAE NBP M2 TR b & 2R .

HRE FAE L &
BT ER A FIRILE T

(HWE] B WX Es AFITCIER . TIA K BRsESE 0 HE S ko2 535 1 i 5 e KAG 2R i
] (CCT) , RV} CCT X HES KA VEAL IR I . 773k EHIRBE 2015-2020 4[] 40 B 1E 5 A F1
TCAEAR . TIA RRAESEHES e Zs /3 (4% 20 (), Dt HLCRi RGP sh s Dk OE RE |), Jf LG DT
TIA 41835 3 HNRRTEAfE (TBRER . F5% TIA . KAWNAEAE ) , XTAKFESEAL M #E VEAT NIHSS, MRS
POy, GER: IEH NG IS E KRN E] ( CCT Bi/CCT 5 ) NFETEZE S, HESKeAs ¥ 5 I6ER
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G S RGPS ) 48 1 NI o TORER . TIA BN BE HAHE s ke 2 B3 R i/ I A s e R A 2R st 1]
( CCT Hi/CCT J5 )ZIAfETE2E 5. TIER<TIA<ANAHSEA], 22 ASeit2# i L, TIA B3 3 HNTChER
. FR TIA 4. KARFEFEHZ 81 ( CCT Bi/CCT J5 ) TESi# FAFTEE S, FEAE IR FE O MESh ik
WeAE BRE Y (CCT R/CCT Ji ) 5B NIHSS . MRS PEMETEAHENE, A8iitra X, it wiah
Sk IEARE A ( CCT //CCT J5 ) RIVEN LA TIA SRl R B ME S ke 25 1 — I 4r, A B FAR
HAEE R R o R AR A NS YR TINEEIE.  (CCT RI/CCT J& ) ATAEAHE S KB AS FIrse i) fii i
FEI— I PG HE B o

WO RN EOF
B ERKFRILER

M4 AR (PD) JEt A 128 —H LAY 2R 1 THER . Bl A I AR A s BUR SBR U1 75 1Y)
P, PD BRFHMWERTI RN, X FECGAVITHEI LAWY PD &AEFIF 2 PD (1550
ST PD AL BT BOR B 2, (B0 T WMl 358 PD 14 A& A= Ko 5k (R HIRAT SR A FR
MH, HAG PD WS EEHe IR ARAR e, B2 R A S 2R M 2 /0 B —Fh i Lk M R s 1
BAERIT AT RIZ W PD. SR, SR EImIR . 384E . Bl B2 FIRAR 27 45 25 5 T RIS (R ok i 22
POUEREF B, 7E3X SRR (932 B2 IE R ARRIE 1 U B BT B E BT 4F, PD IR e sk
ZIFIRI L, #REALE PD AR ZR AT PESUE AT AR I SR BCA A M 2 DRk IR A 4y ik PD
R ABIES: PD AR TE I . I, R PD Ifa: R 3 i sl A= Y hs s A O PD G126
FOREE, W HAGH T HEA PD RS IS Y N AR i 2 R4 RO SR i . 7R X R 2538
M, AW RIFELE T & FAE MEDLINE A5 55T PD AYSEES R Z AN FTIR A= Prbr i 1) 249 RS W58 31
[CEESu
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o-synuclein
Fra® E F
M7 ERAFHRILER

(HE] WRES: MEHWN (PD) 22— IR s . Ik, 25l pD
SRR A DG, BEPR AT IR PD AU T &y, HARA IR Y PD AR T . R AFSE M 1Y
IERIPLG, ATRCAIRT R A PD B B HR A LB A 1) o EETRFSE Y, X e ] 4 s D
PRLEAR Y S 8 VR R /b, AR Rl ik TURR B R SR 8 AN iR 215 S PD IR
JK: a-synuclein J& PD F18 WLAYRESE;  LC3B I T HWEAEA; Nurrl F1 TH 52 ERA A R
K, —EREERMLT Z TR TR A0 AR I 5E R A S84, CD13 . PDGFR- B 2 i 41 i % 1f
PR  NSF 2 5%MlvINERA ISR, F73E: SH-SYSY AUME7e bl R85, % AS3T 78 iy
ARUNEL, KRR . PD 4L BEIRGA . PDHREIRARAL, W5 A4 o —synuclein, TH .
CD13. NSF SRS it b, &R EmRERARAI 3 K5, J0MEEN R MR, Ak
BT Nurrl, LC3B 258 EFF, Wi Yvk B E mny, HHIRE AR TR, £ 50 mM ST, B
ft o —synuclein FREIN ., FE/NRETRZZH, BEIRBG o —synuclein WM. TH 835080705 FESCIRIK
W, BEIRIENT o —synuclein JCHA M, (i TH & B R0, BERGIAM CD13 1 NSF ) & A Ar
5% RSP ST RYT, AT AR R R R RO LA T Nurel 98020 LC3B Bb, IHHRERR
1k o —synuclein (IFEIRIEN, XA ATRES 5 T PD WA . IRNSZIRHE—ESE, A bR Al 8 75
SN T B ZBERR L « —synuclein A9ARCAT TH (980, B4 T PD; SILFERE, BATELI T PD
RIS CD13 Rkt A TR, BNt B £ A4S BRI il — i SR AR & 2 T 284k DAL
NSF R EE7R PD FHUBH PRI 5 fi/ Mo il & b R AR T 284k

Grok3dgt? thhgt?

1 EZEAARERMEANR; 20 FREARERARK LXK
[{HZE] HBaY: U AR MCT B FIERZE AL . EIRFEASA . ik WET KA AR
BE B 2 BHCAZ BEAR T 132 BAE B A MCT SR 3% FE 5 % R4 4L 50 1), Hordr MCI 24358 5228 MCI(aMCIT)

16 FIHAEB Y MCT (naMCI) 15 0, XHEEHETINIIIARE . 25 BENRERPEAL | BEIRIT0R G IS
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A, 381 SPSS 20 AT TG F . R (1)NC 4L, aMCI 4], naMCI =412 A4 . ZHER
JE. BMI #8822 R gttt =B X, NC HFE RS ER (MMSE) | SERFIRIANIE R (MOCA )

93T aMCI 2. naMCI 2H;  (2) aMCI 4. naMCT 20 PR %2 A o NI s A0 3 gt 1 7€) e S P I s i
(SDB) . ZKiK; (3) aMCI 41, naMCI 21 UC R ERMEAR BT 850 (PSQI) | ZIRIK WG HE =R (ESS)
#3577 NC 41, naMCI ZHREARZR (SE) | W EIPHRERAG150 T NC M aMCL 4H;  (4) aMCI il
naMCI ZH BEFR A8 3 < 85% N KL A7 LA AHI>5 ANEd e T NC 4, naMCI 2H N2 HAREAR 4 H 4 NC 2H

aMCI 2022, N3 WIBEHR 5 b4 NC 4870 ; aMCI 2 N1 IBRIR 5 Fbds NC 4122, POEiRSh (REM ) BEIR
A7 HLHE NC 41, naMCT 410/ o Z538: (1) MCT BB A7 S i A4 R B A £ 23R LA R B 222 174 = SO ARE I A4
5, HEWA A PR AEAEMEIRZE A ZEAL . MEARZCRAT S . UREEREAR AT REM BEAR & b/, (2) aMCI
BE RN N1 WIREAC LG £ . REM HAREAR LE GBI, naMCL BE Rl N2 HIMEAR LG 2 | N3
SRR L8 D, HIXRP AR Y AR A AT REAE R R BRI A A

Neurovascular Unit and o-synuclein pathology in Parkinson *s disease
4 FBRR OE K
B ERAKFHRITER

IF1 48 AR (PD) I g S 38t A% FIERARE R R W S AR AR S R Y, (B 48 2R 1098 PRI ZEAR R 2
FARATERE . B R, M A AL RERE R O OTIUS T RERIERE, EIETERC 2
IR PRGN B — D B A HRAE . B2 A BRI (NVU) R R A B/ N RESANE ,  ph A 4 L o
R FNPHZ L, NVU G- LA 5 B ) 56 B P I8 770 G 1l 2 AR AR, 0 TR K P 22 5
B HORBE YIRS, K5 R A RBEOR ] REAE A 5 AR s B LA PR E A . RS A M
77 AR Y A b A0 PR L Ak PR R P ARUROR If fi  B Y SE R M OT  ER W EER E R, o
—synuclein JUEIEINT PD 9 MU B FEIE B HE I RAE . ARG M S B2 5 T A4 A0 1Y B
T, TEMZRAE . BEUMSCIRIA 2 T RERN 2 TR TR R, LA o —synuclein 7ERIZETCER BT
20 ) 2 BT IER AR TP A S R A TR AR B T R AR . TR R SRR, FRATHE S T WA AR LA
BRI, D/ BT AR Ry 19808 . LA o —synuclein GRS FIREMEHLE]
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el F ZF EWiE KER

IFHREARER

(#ZE] E=5B8: MERN (PD) BA/RIGERE (AD) ZJE5 5 WM ZIR 1T
T, RIS PR CURRERh 2T ek . SRR S AL L. 2 PR T AN (S R 46 AR i ShAE R AT
TR VIRSCHR, 38 v BEXTIA 4 AR 5 IF S KRR RE AL PO LB 0 (ASCVD ) BY KA P A5, — 4k
WFFEIN WA B AR 15 T SRS RERE A MO ML R A AR, DI BRATT IR BT 17 1 48 R0 o — 5 fi A%
&S SRR RE O A BOR R SCEN ,  B TEHRIA 200 & 1 e R S bk s A 1 & s IAURS: o
MBS T % AREEAR I I A A R T A R B AR AH IR SR fG I R 3R R R AR O, T2
PUBMED/MEDLINE HH¢4 “Parkinson’ s disease” “ o —synuclein” 5 “vascular” “atherosclerotic
cardiovascular disease” “Cardiovascular Disease” “vascular risk factor” ZEiRI4%, THEIfsBi-HACHY
BRIy BERPD Ay —Fh SRR , AR AR A IR SRR AR RE AL O S A AR, S
gt T, ORI, B, TR S EULIR R, X LRI AR A RE T HUn G
K R AP A e . IIRTEP X . SNE A RGN o ~S %A 11T RERRAR S M 2 I RE . 255 LA
ERERAER, XTHET PD & A SEEAR SR kA AR 1 DA AR REAS B — B A, (HRZHIST
P 1] A AR RARXS BRI S o B8i8: SMNRZZB AR R GE o SEMAZ R Y A2 S ECS B 2 DI RE
XA[RER ASCVD 5 PR 2 M K AR I i — DB 3R o MR B 5 I e IR Sl JDkcRs A 14 4 9 XL
5 8L R R T AT AR AR A XU o

Lee Silverman Voice Treatment
meta
®IEZ Fwmk F5F £ OF
B ERKEFHRILER

[BE) BEY: KRAHE 89%MIMH4 Rl b H A 1E S A8, Lee Silverman Voice Treatment
(LSVT) Z—F 1 MRTr, B8 T RN T IEIIRE. X0 meta 34T H 892 L LSVT iGY7 4
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HHAbSE T+ AT AERTT I &R N IE 5 B A 8k, ik AR T PubMed Embase Al
Cochrane Library 2020 4F- 6 J LARGAYSCHR, FF00%E S A ] T 99 ASCERII S5 SCRGI R . AHRERR . &l
TR AR, RAIA T &A LSVT T4l RS BEAFFY . i Cochrane Collaboration” s risk of
bias assessment tool PEUYENASCHRAG ks iiim, &8 8 4 LSVT e HALE & T H0ATT I FEALY IR
WFIE (R 348 MINERRNIE 5 B2k ) BIA meta 2007, 7E LSVT JR7 41 5 JC T BUR F 410 L
B, —ANHBRITIERSE “Ah” B, CRIISCEE” MBEE . A B BRI 0 SR S B
8.87dB. 4.34dB. 3.25dB. 3.31dB [fii HaXFhdGEANAMAE 6 A~ H 8 7 A ERyiEhid . 75 500+
B FER R, LSVT JRyr ehAEih & om B e i A B 25 5w o TEFFEE “Ah” BE . “RIL
SCEE” PIBREE . A BAEIRIT IR 13.39dB. 6.66dB. 3.19dB  7E 12 N H 5 HTEAS TR B
8.19dB, 3.52dB. 3.98dB 24 51Tl 454 R 7.81dB, 7.28dB. 3.6dB  {H 2 141 £ ik AE
6 M FHIEAE TP C EEZES (p=0.11) . MiEXHE LSVT S7EL LSVT 1B r 4 Ik A 225, 4.
X meta ZMTUESE T LSVT JRY7 I A ARIRIE 5 BEAF A 30, (RFEAR, L KAIREHLNT AT FE4T)
T BN AR RVEA, LSVT XA 4 FR061E 5 1677 A 50k

WEE EFE O AURA E K
M ERAKFRILER

(WE] B FALRDERAAE TR S A0 1 s 2 ALl i EEAE R . 30189 B i &E
Kl PDFRE LT R A AL AL B (SOD) . AR 2 FH IH B B (lipoprotein  cholesterol) fl = fUSME C [ bR
H (hsCRPR DAL SE AN ORI SRR, IR G M B AR B ARG E . Faik s FRAT T T 1 — Tk
Wit oY, GFG 204 45 PD HBEF 204 £ UCHT A EFXT FRAL(HC), ME M2 SOD. hsCRP. &
JIFL [T (Chol) . 55 %% BE iR 2 (1 IR B2 (HDL-C) . fIC%% B2 AR 28 I [E B (LDL-C) /K- o 38— RN 42
OB PP ORITEAG A 4 AW A R . 28R PD 4lmd% SOD. BHMEEE, HDL-C. LDL-C W&
fliF HCs 41(P<0.05:;PD 41 hsCRP /K¥-Bl &= F HC(P<0.05). PD EH MK SOD 5 hsCRP A
K, HAJMHMERE . HDL-C. LDL-C Z2iEAM X, M SOD 5 H&Y. & UPDRS. UPDRS().
UPDRS(II), UPDRS(IDPE/M 2 7AHSE, 5 MoCA, MMSE PE/35 IEAHSE:hsCRP 5 MoCA 5 f A A
JH[EEE . HDL-C. LDL-C 43ll5 MoCA RIEAHG. Zit: HATMBIRE LR, L SoD. 1K
HDL-C. i LDL-C. {5 hsCRP ZKFAIBEZEITAG PD ™SR B 1Y S 248 bR . X8 S8 fL s (SOD)
M hsCRP Wit —4 T rTREA B FIRA T % PD 1 AR HLT o
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granger

35 REREC OAEAET KON Ok # TERFS
L) Mgt E b 2.5 0 e A 03

[(WE] = FAEWARE (EOD) ML MMARE (LOD) WG AEERAMFE, (HIGT7 Rk
TG AN o 7% P AAAE (EOD) A & 2 JAIAE (LOD) EL AT AR IR A I ARREAR . HL AT 5 W AN 1 s A
[, {HXF EOD F1 LOD WYPIREIEFERE fUMZ D, IR TA TR, AT DA BIRAT T e IR
PR HARAE . B R: AMFRAA 82 FIMEAFIAREE B3 (E0D40, LOD42)F1 90 24 R FEXT A, TFAh
TIFAZ5HFME . PATUIRERAE RS, JPIUE TITA S 5# M B TIRE MRL, S TA% =R K
RRZNMNHEREM L, JS 5 E L. H—fbE(FE (NMI) 1 Phi REMT. ER:
Granger PREL I, —2H 22 [A] 1) pRESA AL AR BEAN ] - [RIESF NMI 23 ATk SE EOD A LOD 7EARH 3 X
RS &I XRHE - NRIEHL BT . RS — A& EOD 1 LOD 2 [HJ)geib
AEFSF X R EIRFSE ,  IBFFE4S 5S4 EOD H1 LOD Al BEFEAE A [Rps BRAS Ak AR

[ KA ] MAEIARIE, granger, MMIZS, #Hibefk

Motk FAE HME RAR LR HRAKR RiEH

ZETWARER

(WZE] B&: B (- PA) R S 0 DA AR TR YT 2O I P I AR R 22 4
P, Foik: RBUTSSWibRAER) S A A 13241, 43N ri—PA 2H 109 9], JRIK®ELH 32 %, rt-PA
2H.(0.9mg/ke) i KARIATTY (B UK HEE M 10% 138 NTEASEEE, AT IE T 0.9% 8 ALah: 5t
W 250ml 1, 60 SMEMMEEREA), FRIEEEATE RNG 4.5h PIZAT IR 100-150 J7 B ki 1 (PR It
N 0.9% AN 100m1 T, 30 7380 5E), /&S24 h L 3d. 7d NIHSS #190d
F1180d 1) mRS W4 Rifyr B p i . £F4e i R | sk . TSR R, WEARIRIT T
FIARMEMZ 2, R n-PA HFIREIEHIAITIS 2 4h, 3d. 7d 5 NIHSS WorE0ayr Rl
TRE, 3BIFIE 9 0d . 180d mRS WEABHGE &, HA SR L (p<0.01), PLI41E NIHSS ¥4
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90dmRS P HLL, T EMZES . e, n-PA 4B HIMIFAET 1 B, BRI 2 BRI
BERLEL GO LR DA R i 1 ), PRIE S L, HR L PAL i SR A AR, TEs
BN, WA EEAIFIET 0.79/L (A 7 0] (rn-PA EkAR | F, FRIAEERM 6 B1) . 28 B
R W (ct—PA) RIS AT 7 R L TR O AR T S AESE , HAe Ak, X LR (4 11
Kb, r-PA R T A (BRI AS (T, TR 7 B N

(kiR ] PR, RIS SOMERGEESE; R Skt

WFEM BAEE oAtk Rk OEHRTE OBRAK
~EHTARER

(WE] B W TRBCHBC G IR R L SRS/ R f23R Y7 28 3 8h ks 22 I st
MTR S et ik EHERBESUER 503 G128 S Eh ik 2 FE 2 VR B SE AT 4, BT A b
HLAY FXF IR (n=253) FIFFE4] (n=250) . ¥R E AT TIFER . S/ MR £ 258 1
IHRYT, WFFRATEXT BRI 457 T RBRHT TIAYT . WSS EIRIT AT . Ja BIARIE BN RN,
JERH NIHSS SEFRANAITRIANGYT 1d. 7d JE LIRS TIRM, RA mRS RN EFIRIT 3
HIGRAERERR I HATHAN, XA E AEITRCR . &R AT 1d 5, M4 NIHSS 3R15r2
SEGIFE L (P<0.05) 5 097 7d J5, W48 NIHSS ®32FH15450 8 (8.03£1.54) , HIRAR
FXHRYL (P<0.05) 5 6I7 3 AJa, WIFT4LEE MRS R 1500 (098 £0.34) , WELT XA
4 (P<0.05) ; IRIF P A RN &4 BIarA, TRBCR A TR . SUBHT I/
M 3R £ 25 T A R T 28 S S Mo AR IR AT 8 FB A AT RE ) o A, FEIRYT AR, PRALRE IR
L E N RAEIR . 58 TOARBRRUEC G R L SRS/ MR SR AL 25 T okt oF
BN AR AR E SR M RS, WK IR EAETRRE S, R tEihy, BARmE N M.

(KR ]  TREL RO TIFE; AP M 25328k Rkist
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meta
Fa AR

Sk I 2 B — i I B

(BZ] B Rl (RDW) S AAENKRICR . M5 THE KK Embase
PubMed 1 Cochrane Library BHi7E, A& | HEBRbRE, BIBRASAIZSCHR, R RI/R-E
KA RIAT IR R Statal 2.0 #E47 Meta 704, IF AT AT IR PEAT . E55R: mAMA
6 i AT BEPERFSY SCHRIL 5783 BT . Meta ShATAS R IR A B H RDW JKFm TR AR
(HR=1.34 95% confidence interval:1.23-1.47 P<0.001), J&H: & Bk fi ¥ 25 b 2 % (HR=1.34  95%
confidence interval:1.1-1.54  P<0.001), £5if: = RDW S XU A ¢, JoHSESm MR $ .

FE AR
koA E IS — R E

(HE] B FTS XSS ¢ v I P 2R G R 2 . R AENLE . IR AR
WIFEN ., BUE%E. MRS AE: S8 GO RBATIREE 1 IR 145 X IR 58 BOR 58 21 1
MR B IGRIEIR . IRAE . LR RO . 9T, SR ERIGRER A AL LR=Z T,
DIZEFA4E B Z IS WA ARG A WA SRR, £ LRI V-9, 8R4l
J1 V-4, RITCWRAENARAE ., ABERImE, Mo, BRI . KIRRRE . BUu9m . DHE .
DN . Sl KHES R R L 5 MRA B0 % K8, AR SR MIE, GOPD Kl nit=
S MRLZR A b Je iy 1] je 2 IXARBELE, TIWIRUES, T2WIE&{ES DWIEEES  ADC 2K
55, ABEA T/ MRS (GAMRT 75me/ k) . IS (BIHEERALTTES 20mg/ K ) . BEIER
FIRMARIT, I BICTAR TR B . JRITHE 7 AR 48 K A2 PRI Bennsess, 72 Bk
WV 9, ZesBHERIEXHE NI IV TV 9, IAY7 7 KiliBe. HLHI% & TOAST 28/ i 4
PR RE. ERSER: MR ZISWILS X IAEFER EETFBL; A TSGR B 2 5 I A =[] 8
VR RRIMAESE, &AL LR ZERZh PR R AL & W, BUS RAr, 005 i 0 — 2 i
JEHE; SiAh, ARBIEFFEREIE GOPD BL=, JEE MAKATSE M LR R R A FHRARSE, fH R
FIVCHRAT RESE NI AU, (8 PG AS B R B4 R 4, 235 X AR AT - B0AN 56 4 I P 2RI
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A DU B LA s R B AR X R BT, MO GRS WISy M IS TR JC T,
SRR S FEAT A T AUR B Z S (2 W, N5 IR AE XS AT RE, FIIE2Ir, ARG
g

A EHE BERE O SHRE OFXEN
~EHTARER

[WHE] B HEEWECTIRR A BRI S M2 AR 7 ML I A A8 2 Al R A (L
orbre Tk WEFE 68 B TIBEIEZIAT T A BRI AR B AR ASR A X4, #4958 2019 4F 1 A
220194 12 AMIBIARE, /T MU 73k, B4R 34 0. XMIRAR TR, WA
S A IR ML R G N ARIGTT, RIGIRITRCRIEN . &R GIT5, MARSARER
ZFWE, HWSEARS, ot FAEX (P<0.05) o &g SR A sk G ma
I ARG BRI LU SRR B3

[X@R] MRNAR; 2WETRERMAEGR; sUitEmEih; mRE

Fthsh G rad KRWE O HRE
Sk K I R EE B

(WE] BH: &8 45 ZUTHFEAMEmERA R amEE . wil. #REA%: B
PES AT 2016 4F 9 F 2 2019 4 8 H RIMSAEMZENEHY) 104 11 45 % LN ZoPES i v i A v g 25 i i R 9%
Blo AL, AL B SR . TCD, MRA. CTA Bf DSA KA RAELE R, 258 104 7
AR ERE R RE 79 4] (76.0% ) , HEEES PAMRBEA PR (NHISS) W& m Ttk
B 104 BIFFEAPEFE PR, SIERE 70 6] (67.33% ) , mARIUAE 59 6 (56.73% ) , WAR L
56 19 (53.856% ) , kil 38 1] (36.54% ) , WEIRIEIESH 32 1 (30.77% ) , ACHE 31 451 (29.81) ,
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e 18 ] (17.31%) , [FIREREERR TS 12 61 (11.53%) o &ig: FEFERREPUSTES,
HE kB H R 2 D RE S B 5 T otk 35 4R A EEAE IR R RRUOE R . SR IAE . W
ML PRI BRI . IEIE . CIESOR A R R DR R AR e L i IR ILAE . BE IR
8 11 73 AR BEAF 13 B A S AT e

MRk HMAE O & OAmE ALK EMAS
WARFEF R E—WEER

(HE)] BH: FOHEMREUEE AN (RIPC) X2 P IR ST M 5 1045 IR YT 4 G Bl i,
Y YER . #RSFE: G0A 2017 45 7 H E 2019 4F 4 AlKEE2EBe S —ME B B e b b 22 R 4
M4 NIRYT SPERREESL S 30 4], BEHL 3 iz B ol I 3 7 40 (n=15) i BRI A IR T4 (n=15),
RIPC HAEAH T2 T BB AI AT, Ao — R EREY kSO iR = A5 1min T
TR FE MR REIZE BRI, 78/ 5 min, WSS min, 28 3 MEFR. WA ZIREIESY . 1697
RREEMIIRE (D Rk, 4B AR) LESAERF (1L-6, CRP) /KPAEfk, &R: W4lEITRE
Barthel ¥F/0 A #2155 , NIHSS ¥E-HI4 R/, H RIPC AL TXIRAE  ZRALGH#E L (P<0.05) . P
4 D ZRIKACELEARG 24 /NEE . RJG 7 RERAGI R L, WMALF4EEAFKERE 7 K RICP
I BEAL, ZRAGIFEE, £ 24 /N, BRI E . WARIEFF (CRP, 1L-6)
HEARSG 7 K RICP AU B FEAK, ZRAGITFHREL, ARG 24 /0, 225 G0 #E X, g RIPC
TRITA B TGS SRR R B e T RRAEAR , WA B PREVE A 0, AL AT B8 5 o8 IV e IR
A, WSRO AE R A G, T RERIETE N S SEIRY T TR —

WB A HEE KA Ethi
PSS B

[BE] B8 WiTEEREIEEE G I EBIRIG I R A G N E, AT HAP & 4
POUETE . #RE A  EEHT IR 2017 4F 10 A 2 2019 4F 10 A HLla ERE AL B 3% 135 il
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RIS L EGEAGENT R 2 M IRAS RN R SR R4l HR LR B T A . PR
SR FE L (BMI) . NIHSS PF4r. fEBEH . BN RR BRI . W0 . DRI . 18 LAl O IR
. EEREENE  CMERS)  BEBEARTR RN R K AE AT T R MR E AR L YT PRIRL
PR . S B A S0 R PR N AR R 2= 55 JFEAT Logistic MIHZHNE M. &R: &
SiE A BE B8 2 R 0T 2 Bt AR M i R AR N 32.6% (44/135), WL LRSS S Won 4Bl . NIHSS i
gy WRMREL L FERERAIG . OREPROE . RORPEASAREL | AERERIE] . RUEREE . EUIE. IPLA
% 9 NMHRESAGI R SGEZH RIS R B RN ] iR IEab g . BRI . e
6], SAEYITFEE 5 AR S IR EBESAFEM R A G, i MFfLabyem . i . BN
BRERSE ] . AERERTA] . VI BRI IS I & B BERAR Il R R AR faR R, SREREE AR,
Ref AT AR A AT P8 £ 5 EE B ARAR R AT 9 e AR 3R

IR AR

Sk I 2 B — I B

[(HE] B2 AU HNZE—LUE DDFR Fl2PEGREFE P 5 2 K A2 W5 T8 4
Wil Fik: AHFSEEIFZIA 2016 4F 4 A 2 2019 4E 6 A el —M 2 ARF— XA B Y 22 vk i
FeB AL 273 IR B4, e R B R I AT 8 2 2k 79 /RN R . 0 SRR I EEA(E B
FBRFERT L, ABEEWILE, SR, CREma (UREmaEa, (hEmise. AhdE. R
RPN ), SRR AR A S R T TOAST 08, ABERT B Uk NIHSS $F5r. 458 LIS DDFR
KT BRZA TR, 43900 0.14 £0.20 1 0.09 +0.10, P=0.000, 2534 BES 7., 25 A
FEXT R TIRAESE fG 6 R 3R i 22 R 28 — oo 8 A 4047, W/ DDFR S 2RI REFE Y s 2l [ &
H:A DDFR # OR {25 11.36 (P=0.002) . 3.DDFR EAR[RIINAESE TOAST HRIFAEZESS, 76 LAA 4,
CE 2. SAO 44351 0.15 £0.20, 0.27 +0.43 F10.10 = 0.31(P=0.000); LA CE 44 A2 iHTL M
RLZIC R, 455R B8 DDFR 78 LAA 41-CE 401 SAO 41-CE 4, ZFWAFI#EL, 4.
I ROC #1263 4T 7R DDFR=0.18 > X B3R O IR A 505 0 Y5 P AN AT BT 5 35 1) S AE BB ik T
AR 0745 P<0.001) , ZMEBUEMEN 70.6%, Fr5PEN 70.8%. &i: 1.D- " RIKSLF4EE AR
FLfE (DDFR) FHi e 2 iase i E LK N E . 2.DDFR 7EA8[A TOAST 40% (LAA, CE. SAO) fiii
MIFEAFAE 2257 s SHAMLHIZA B I AE B I EL, BEE DDFR B9THE, 2Wn0 IR ST 1l fE-
Hhn, 3.DDFR=0.18 X5 ORI EESE ) S AR AR E, FLBURME AR S e s, A — 12 b
FHHME
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[FZE] B BRI P E % AT 76 SRR 09 (SCVD) A TR YT 1 AR R T (L
Fik: EBEFIERIE 2017 4E 10 H ~ 2019 4E 10 A YA B9 sRe v i 4590 .2 (GCS 72> 5~ 8
374 5] BENLS RS T AR IR & 37 i, IRITHAE R4 ~ 48 hIFIRAHE TN EFE(EN)
R, BET N R s, AR UIBINETANE . XA A TIINETIAIT . il TR R RRA
JrfE 1 d #1014 d JEX AR E A EAE (IS P . WM. FThRE . mopEss) DI
14 d J5 NIHSS ¥F4r . HHRIEREFREERIITHR . SR WALUEEERZFHATE 1d 7R41kds
R TMEAE R 22 F G H B (P > 0.05) BJ7 14d JEiRIr AT LR bR B3 1Tt
M4 (P < 0.05) ; AJ74l 14d J5P4L NIHSS PPk iR ascs i Fma (P <
0.05) ; ITHIFRIERERBERTIEA (P < 005) . &it: RWHAERTHRE RIS
P EERE A S B B RS, IO RIE AR, A PGk I s, (AR

(XA  F; MNESR; EIE; Wb

REH HuH

Sk I 2 B — i B

[HE] WREMN: HRCSA KENIFE R BURBRK R 2 AR & TS LR,
EESRAFFAEB RGN, AR B TEIRFEA FACE IR KT 5 A5 8 35 D RE TS Z M G &, JFHf
TE KRR B B IE IR IBKY- o RS FTiE: RS T TSk 2= B2 Be 5 — R B2 B b 22 IR 24
/NI A PERNAEZE R 209 B, NS HEZ IS FIBIT RIS IR IR IR A ARSI H R
SR B I PRIEACSE FHABIG RGEORE A& 1 H BFBE DAL 835 1 mRS ¥4, 4MEKT 2 70 LR
BEAR, WNFET 2 0% UChTUG BRI KRB LU L U4, fi F 0T logistic [B1IH4)
BTPPA N ] BRI 7K T Xof e PR R AR Y00 (s, 42 R 1) 43 2L ABOPR T K P T (R 4L 53T 5 LA B
J5 225y BroAl IR K - AR e AR R O R . SRIREER : MUK S, BE PSRRI R
AR T oA S8 “U A7 #E3 (P=0.021) , (i T4 =4MiRERKF (369.7 - 433.2umol/L )
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(R A A TS MR B AR, S—0 ( <284.3umol/L) . %5 /M (284.4 — 369.6umol/L ) FIZf
U5 ( =433.3umol/L) [ EF RIS A RIS MR R AR =40y 1-3 £ FELoth s h il feee
FERLA “U 87 R (P=0.01) , HAEBMHEFXFAAICANE (P=0.107) ; BF ABEIRIEK
SRR AR MARTE U B SCR, LTS S AMRIRKT- 1 A A BERT NIHSS M EfRAS (F(E
4274y) , HHABAM A NIHSS SMEME 2 437547 (P=0.039) . TFSTEEIE: MNHEAE R /K P i ak
ISR FAY, (RIS YT R IK T2 RIS AR R R, XML S Tt BE; A
e o P ™ AR P A2 PRI K-S0, PRIV Ml e P9 B4 R i P SR AR e, O HLERR R IR K
SPAR T R Rl o 5 M S5 R 114 7 EE R B TS M T 1)

10 NC-CT

FTMIm REAR BAE ZEN Hotk HAEK

[ Abstract ] Objective: Discuss the clinical characteristics and prognosis in the patients beyond treatment
window received NC—CT examination. Methods: Retrospective analysis the endovascular treatment patients
beyond treatment window based on NC—CT examination hospitalized in Yunfu City Hospital from 2017 to 2019
through studying TOAST subtype. NIHSS. ASPECTS data. Results: 10 patients adopted in this study There
is 7 men and 3 women . All patients’  etiological subtype are large artery atherosclerosis (LAA). The patients’
NIHSS greater than 7 and ASPECTS exceed 5.The 3M mRS of the patients which NC-CT ASPECTS
exceed 7 is 0—1. The 3M mRS of the 3 patients which NC-CT ASPECTS among 5-6 is between 4-5.Conclusion:
The patients which NC-CT ASPECTS exceed 7 maybe acquire good income conducting endovascular treatment

even if beyond treatment window.

TALE AL RAR BB HiEA O BREE

ZETWARER

(BE] B8 Wz ha @i g0 )m, Mo artsmitsh (AIS) B3
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H k12 21232 A SN A R IR 1) (rt=PA) SRR ] ( DNT ) DL Kk #2385
Fik: Ok 2016 4E LIRHES TIZBERY 350 ) AIS 3%, XHEHERTRIE N 2B ABuk 401 ], Xt
FRIKARE R . DNT 1AL RS TEA T 00T, PR A Hh & (038 T8 7 HiT s SRttt Ji DNT Sk ARk
TGOl GER: B AIS AN N BB AR T E N AGAHIXZKSF, A 2016 AFEEE APt i
5, rt-PA Sk RSCINER 280, M Sk i iRkt , 2018 4 DNT [+ 446 = 80
min, 2019 4ERFE) % N2 BB DNT AP 8% % 40 min, 1A E) 7 9 2 B B 1Y rt-PA Ik R
Hi 2016 41 0 353 2019 4R/ 90. 5%, 5ik: el B e A h s @imia R, M2k, &
SRR AN M, RS B ABE B2 SRR AR TR T I R AR IR BE AR, R R B
WEWITEBERTAE e/ F X, ST BE N S8 B T A P S (i, RIS ALS SEE F DRI R 2 1Y 00 B3
Jiti .
[ k@i ] Zrp; SOli; Bikse

1
O A RARTE MR HiFe KER]

ZETARER

[(WE] B FTDRE RN B E RN S EAESE & I 88 B I R s RSIR
Bio Fik: XPIRBECA I —10 & RE R B R R 2P A T R R TGS, IR R
PRSCHR, SR 85 FHMEE, W “REKGTEMEIFRIE . WUALZ 1 2 /N 20kl 7ROk
RS AR N IR B IRIME, RIS R, PEVUBCZ JIANRRITAE, JoEE . K, JOEO . ek, TR
W, JCVUE, JCRGRREERY G MAE G B AR, ABEMEE: T: 36.5°C, P: 60 K/4r, R: 20K
/45, BP: 165/85mmHg iR AR W% . TFHGA : NIHSS 34, mRSTF4r245. Mukuimr, K
W, BERAEME, SUEEFLARGER, ZMERZR 2.5mm, AMEARZH 3.0mm, XEREFREL, W
WSV T, i fah, BIEmEfE T, W SHETE, B 5-90, B WS, XU FEAE
B . Skt CT #2725 BRRl . OSUMN 6 1 X BRPE R 2, I 48 o K+2.61mmol/L . T~ Pl 25 35 i
(11-PA)0.6mg/kg HIIRYT . FFRMIL . BEEIEIA . AMHIRYT . IRHE I PHEEME MG, &
TWIE, FERIEH, SUMEEALERSE R, HAZA 3.0mm, XDERHRE, WG mEsIESR . MBI
J15 Y, dBMEE, BE 3 AR, 02 R R, R B S, Sk
Fil MR $275 : ZEMU0RR G/ IV s DRk M A 2 . 350, B CT /R B 8. MBS REIX A RERE R, DI
SOt LR s R T RE . BB BRI, BB | RIS AT IR, i St
FEFE AT PR A & A, SO A 7E D F e A v m DR DN RS A O e 2 I I o R A )
B, TRPSROATAE S RRMR K MRI, SAPRNEHIRESEER, MRE . R ENE

56



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

KK
[Re@gim] SRR, SEE

MoA AURR BERT £ OF’

L#mE ARER (MEFEAFE —HEER)
2. ERtKFIRILER

FRATRTIDITE B, AERFIN RIS RE T 5 — Lo M 22 Biph 0B A T PR OCHK , flanikizerh . A
R B E PEMA S ARAE . AR AR (PSD ) S s fe i WLAY.C BRRREAS , BAT AR 1 0 R R A0 T
o KT PSD WHIFOBOREZ , (HZASCHLEIA I . A RIDTTE FE A P ElR R A Sh Y= m . i
PRATFE B T P 7 500 1) B A RSN A I . SR A RS RS2 Z I RS2, fltn . B
s, HEWS. B, SF0RE . KEXRFRMA SRS . MR R BR Y, Bilhn . A i &
R ILEAREER R T, PR XA BESE RV It 3R PSD i il AE B2 L . R4, shAre iy
Pefit T — Ml PR AR AR IR AR E PSD JitLil, Bldnsp I AR 122, HAT, #id 10
it PSD SRR B, EURTARIRIRSE SR . L, HEE BT Hh R 5l AR AR R . AL
L FRATPRERAD A A BB A AN RIAZE A1 PSD ARRIBTUAGRHE, JFPN LRI, )5, @
AT PSD BRBZLCAERBGPEA 72, S8 IR, 5 A R B O 22 DU A Mo R A
T

MEeie HRRIE MEE' M 1 X OF!
lLEFERKFRILER
2 EAARER (MEfEAEMES —ER)

[WE] BE:: FPHSCIEMZ (SAP) RIS EZOFAAE, HIERHEYR SAP KAH
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HEEW . AU B FEIR T S A< B 1 D TR RS SAP MG, DL A AHSCER:
W, Aik: OB 331 Bl Sk si v o BoE 2E T TR ST . AN S
ROV I TAE I, AR DR AR B S, DA RAE SAP, FRATTSEXTBAS] 1 (IEH /7%
PR TIAEZH ) FIBASY 2 (SAP/AE SAP 2H ) 73 5T 58 5 b, HERFHZ AR logistic [ 73 HTHf & ik
A BB LU T BE R SAP ISR I . 48R AR | R 2 43 i & 12 4 8 A4 AR i, KCIETR
RHNEG, 2728 logistic MIHAMHT R, AAY 1 IR DA B S SAP( OR=2.219, P=0.026 ),
lE 5 (OR=1.292, P=0.005) FI4EH# ( OR=1.030, P=0.006) #YIAHE, Wi HE2WMAER 2 f SAP
( OR=1.678, P=0.001) MM 7 fER K & . Barthel #5402 0 L4 ( OR=0.986, P=0.019) FI SAP
(OR=0.977, P=0.002 )( FIFMEHRL ) (LA T G538 ZtkBl i PEfG A= 38 TS TS B 520 5 SAP
ORGSR . SRR R R R R R . s HE AT S SRR R ik A v iR
FH s AR SAP WB A R4 VER

ML351
o\ gk FEK OB & FhE 9wk Ebi
T AR ER

(FWZE] B HETIESA S0 05 FHE TR 655 41 S UR SRV B )50 71 (tissue plasminogen
activator PA)EHIKIE AN (PA IH S A AU . SR, (PA VAR5 (A0 S I I & e 20 7™ 252 )
T A A R TR AR . IRATHTIAF S A B, (PA ATIET 12/15-BREALRF(12/15-LOX)#ik I
PEIAF5 I 5 B IR 5 R Mt I . AN ST B G R 12/15-LOX AL ML351 5 (PA, W
FEFLAE AR R BRURBEARY o Ml 10 IR BE MM B IR . DA SIS RO s . ik o fE R R
B MR R B 3 =AM . (1) e LS /NSFERARERZE ;. (2) A5 1.5 /e
tPA AEELL; (3) ZHE 1.5 /N ML351 BEA tPA AbFRAL . 24 /MBI TTC ILMERESEIATL . /bR
T i I B . ELISA 302 M2 MMP-2, MMP-9 &4, SuiE etk @i gl MMPs §i5: |
IgG 4NB . claudin-5 %k, Z8R: SE/KAPE N (PA BB A L, ML351-tPA BEAAITH B %
R SE AR S 1 IR B o C B IR IR T I i A A 24 /NP IS ISR MMP-9 7K~F- 38 i i FH O™
R RMBETRATAI, FIEEF X MMP-9, IgG 4MNE/KF. LIK Claudin-5 Fik/K U0 T, 4
i ML351 5 (PA BRATRYT AT A S AT ARG HE i 4 A0 B, ARG VE T RO ML) n] e At 4
il MMP-9 i 5 25 1 A 5t s 3R o
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Cerebrospinal fluid cystatin C and anti-NMDAR encephalitis
Yaqing Shu, Baohua Cao

The Third Affiliated Hospital of Sun Yat—Sen University

[ Abstract] Background: Cystatin C has neuroprotective and immunomodulatory effects in the central
nervous system; however the role of cerebrospinal fluid (CSF) cystatin C in anti-N-methyl-D-aspartate
receptor encephalitis (anti-NMDARE) is unknown. Methods: In this study CSF levels of cystatin C were
determined in 73 patients with anti—-NMDARE; 496 patients with other neurological diseases including
neuromyelitis optica (NMO; 108) multiple sclerosis (MS; 77 patients) schizophrenia (71) cryptococcus
meningitis or meningoencephalitis (CM; 68) tuberculous meningitis or meningoencephalitis (TM; 43)  bacterial
meningitis or meningoencephalitis (BM; 43)  Guillain — Barré syndrome (GBS; 35) spinal cord injury (SCI;
23)  amyotrophic lateral sclerosis (ALS; 14) and idiopathic epilepsy (14); and 136 controls with
non—inflammatory diseases. The association of CSF cystatin C with anti—-NMDARE and its clinical parameters
were evaluated in patients. Results: Compared with controls  CSF cystatin C levels were significantly lower in
patients with anti-NMDARE NMO MS schizophrenia GBS CM or BM. Furthermore CSF cystatin C
levels in patients with anti-NMDARE were significantly lower than in patients with NMO MS CM TM
BM SCI ALS or idiopathic epilepsy. In addition CSF cystatin C levels were significantly lower in
anti-NMDARE patients with seizures or psychosis compared with patients with idiopathic epilepsy or
schizophrenia respectively. CSF cystatin C levels were significantly associated with sex modified Rankin
Scale scores and CSF total protein levels in anti-NMDARE patients. Conclusions: Our results show that CSF
levels of cystatin C are decreased in anti-NMDARE patients and are associated with clinical parameters in this

disease.

HMGB1 TLR4  NF-kB p65
A hbok

PNERAZHESZ ER

[B=E] BaY: ©Fss PRk SUS AL G FE Db i R E I (HMGBL ) | TOLL 321k 4
(TLR4 ) FI#ZHF (NF) —kB p65 25 BAHARL, MRS TLR4 38 B7E 7 51 K BUIR #1473 )
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ATREVER] . ik WUARAERE SD REBENL AIE R IR | W EIRAM FRRATIHA (PE 4H) , 84
5 1o PERALTAEYRES 12 KA T A — AL AU A BB NOS I L-NAME, 4 H 200 mg/kg 1A,
BLE 5 R, IEHIEIRAAIE R AR A AEAR R ] N 45 7 S i A BRER K o R KRR . R EE K,
ELISA &R BT HMGB1, TLR4 fl NF-kb p65 7K3F-; Western blot £ K Flif &5 X HMGB1, TLR4
1 NF-kb p65 fFRik, &R EIRE 16 X PE A RBRISEE (137 + 2mmHg ) B & T IE# iEIR4H (119
+ 3mmHg ) FIEHAEZ240(110 + SmmHg ) (P<0.05) ; PE 21K 24 /M IREE T (52.2 + 7.0ug ) KA
TR TIEWEYRA (17.3 +2.0ug) AIERAEZE4] (12.9+0.5ug) (P<0.05) ; ELISA 255 B K RULE
1 HMGB1. TLR4 F1 NF-kb p65 7£ PE BRI Rk KV 25 T IE W A IRAFIE F AR 224, 27 AA
BiitE L(P<0.05 ), Western blot JKEE A4 /s IR BT 41K UG 2 rf HMGB1 . TLR4 il NF-kb p65
TRV B E S TIEw EIREMIE 224 (P<0.05) o 458 KEWEDZHZ4H HMGB1, TLR4.
NF-kB p65 5 H#ik FHS 5 TR &k, aT6e S 1R A A G,
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PINKZ1/Parkin

MAEE Y EWMET Emst’ AFEA'Y OEX'? 4 B
1) MERMAXWEE —EfR,; 2. NERAF#HERZH R

[(HE] L2 MAFAIEAHESKEED CAT KR4 MBI i B i, [HPLHARTE 4L
W B 2Rk iAo i Bt P A VR H 2552 B F A . PINK1/Parkin 38 2 2R R [ W 4 5 228 755 43
T, BRI PINK1/Parkin /SRR [ ARSI O FE A4, BHLEIRI,. Ak BBUK
AEHEME Wistar KR (220-280g) , LA Pulsinelli 28 i PU ifi 357 P FE7L 7 A M AR . ZE6RIAL 10 min 7
TS 24 h, T2 h 8%02+92%N2 IR G ATIRES AL . Al TIMM23 1 TOMM20 7KV~ 52 LC311/1
FIR IR R IE ;s 12 R RE4 Ik . Western blot 55 /734 PINK1, Parkin, Ub. TBKI. p-TBKI
(Serl72) | p62. p—p62 (Serd03 ) SEAEFLHE 4= ik il SIS AL FRSHES CAL IXIRE, Z55%R: 1)
S CA1 X TOMM20 7GR ILFFRE 5 7 B 2 R, T Hr2k R PN 4h, [RIRFREREE TIMM23 £IKTH
P, EAEFRREEE I (26-50h ) EERAZBH . RS ALE AT FE TOMM20 K& TIMM23, Jf H34GmZekiik
LC3I1/T, 2) % 2H b & Western blot Z5548/8 1Y) Sham 2 Kt Sl 2l Hede, K& ALFE EiE PINKI1
LR E N T Parkin SORAAGEN . [, IRV AFRA iR Gk i 5 bRz 24k, 3) Bl f5 i
CAL X p62 SR Mi{REVSAEE N IH p62, FHAEHE p62 & p-p62 (Serd03 ) LA, 4) B
HiE CA1 X TBK1 FRikigi/b; ARG A5, TBK1 B9 T, JffEs# TBK1 & p-TBKI1 (Serl72)
[ ZRAREAT . G518 (RS AL BRIS PINK 1/Parkin i H, MBS D CA1 XZkiiAkiz 1k, [A]
i, ARSEUT AL TR AT AEE i IR AR TBK1 & p-TBK1 Fik, MIMIEE p62 #ilafh, pEmifesk [ mMA
BNz RARZRifA, LA RN

Efficacy and Safety of Botulinum Toxin for Spastic Equinus
Foot after Stroke: A Meta-analysis
Huangling Zeng, Jian Chen, Jingkai Wang, Minyi Lu, Yang Guo, Sheng Tan
Zhujiang Hospital

[ Abstract]  Background: Botulinum Toxin (BTX) is a first line treatment for local spasticity. The role of
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BTX has not been comprehensively evaluated in spastic equinus foot after stroke. Whether it reduces spasticity
and improves motor function remains controversial. This meta—analysis of Randomized Controlled Trials (RCTs)
was conducted to determine the efficacy and safety of BTX in spastic equinus foot after stroke. Methods: We
searched eligible RCTs in PubMed Embase and the Cochrane library up to March 29th 2020. RCTs compared
BTX or BTX combined rehabilitation therapy with placebo on effectiveness in spastic equinus foot after stroke
were included. Efficacy and safety were calculated by using standardized mean differences (SMDs) or relative
risk (RR) combined with 95% confidence interval (95% CI). Results: 441 studies were retrieved. Finally we
included nine RCTs with 995 participants. BTX had a significant effect on reducing muscle tone(SMD=-0.47;
95% CI -0.77 to -0.16; P<0.05) compared with placebo with no significant effects on walking speed
(SMD=0.40; 95% CI -0.11 to —0.91; P=0.123) and adverse events (SMD=0.99; 95% CI 0.77 to 1.29; P=0.955).
The effectiveness was most significant and stable at 4-8 weeks (SMD = -0.34; 95% CI -0.49 to -0.18) but
decreased at 12 weeks (SMD=-0.26; 95% CI —0.42 to —0.11). High—dose BTX is more effective than low—dose
BTX in decreasing muscle tone. Combined plantar flexor injection had no increased effect on reducing muscle
tone compared with the uninjected plantar flexor. Conclusion: BTX reduces spasticity and improves balance. It
is safe and tolerable with short—term effect. The effects on walking speed and early stroke still need more trials to

further explore.

Retrospective correlation analysis of 24-h intrathecal 1gG synthesis
rate 1gG index quotient of albumin and quotient of IgG in
Guillain-Barré& syndrome Chronic inflammatory demyelinating
polyradiculoneuropathy Multiple sclerosis and Neuromyelitis optic
YuTu', Xuan Gong', Guanwen Zeng', Wenyan Zhuo', Zhaoxia Li’, Xueying Yu’
1.Zhuhai People’ s Hospital (Zhuhai hospital affiliated with Jinan University)

2.Beijing Tiantan Hospital, Capital Medical University

[ Abstract ] Objective: The aim of this study was to investigate the correlation and clinical significance of
24-h intrathecal IgG synthesis rate (IeG SR) IgG index quotient of albumin (QALB) and quotient of IgG
(QIgG) in patients with Guillain-Barré syndrome (GBS) Chronic  inflammatory ~demyelinating

polyradiculoneuropathy (CIDP) Multiple sclerosis (MS) and Neuromyelitis optica spectrum disorders (NMOSD).
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Methods: We retrospectively collected data from 312 patients in GBS CIDP  MS and NMOSD. The GBS group
(92 cases) included 58 cases of classical acute inflammatory demyelinating polyneuropathy 17 cases of acute
motor axonal neuropathy 4 cases of acute motor—sensory axonal neuropathy 10 cases of Miller—Fisher
syndrome and 3 cases of acute sensory neuropathy. The CIDP group (78 cases ) included 66 cases of classical
CIDP 1 case of pure motor CIDP and 11 cases of Multifocal acquired demyelinating sensory and motor
(MADSAM). 2 A-CIDP patients were identified through dynamic patient follow—up and review. 71 patients were
enrolled in MS and NMOSD groups respectively. All the enrolled patients have completed the lumbar puncture
examination. Relevant clinical data was subjected to statistical analysis. Results Of the four study groups IgG
SR QALB had the highest positive rate (53.85% 80.77%) in the CIDP group (P<0.01) IgG index had the
highest positive rate (56.34%) in the MS group (P<0.01). QALB stratification analysis shows that the ranges of
7~10 and 10~30 were dominant in the GBS ~MS and NMOSD groups  while the ranges of 10~30 and > 30 were
dominant in CIDP. In the receiver operating characteristic (ROC) curve analysis GBS and CIDP groups as the
measurement group and the MS and NMOSD groups as the reference group. The best cutoff value of QALB was
9.4 which achieved a sensitivity of 60.6% and a specificity of 89.4%. Spearman correlation analysis between
IgG SR and QALB showed that there was a positive correlation between IgG SR and QALB (r = 0.339 P < 0.01).
Conclusion There was a linear correlation between IgG SR and QALB in nervous system inflammatory
demyelinating diseases such as GBS CIDP MS and NMOSD. QALB is closely correlated with CIDP

considering to be as an important biomarker. The blood—brain barrier damage of GBS MS and NMOSD is

mainly mild to moderate  while that of CIDP is mainly moderate to severe.

B 42
RIFH RTFH OREHR AR RE2A
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FHER (P<0.01) , HETEIS 3 dE2ZRTEL24E X (P>0.05) . 3. FBEL4LMA Western blot
R, AR AHEE W A BTN GFAP ., Thal Fl P—tau(Ser396)26ik W2, i NeuN 2
KEEWA (P#<0.05) , {H 3 A i Tau-5 FXTLHEER (P>0.05) . &it: 1. AR HE
U ORAN NN R R Es 2 e (YR K 2B+ @41 Rl WA AN et S el e o R e
KR Tau BEHZFRGE L. 2. AR 42 SERMHT Frfis 0 b 2 B PEAE FH T4 5 /I RO 60 ) e R bt 1)
Ao 3. A P42 SERMABUM i i Sk 2 il AD FESh IR 1 — ol 771
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Longitudinal association between cognition and depression in patients
with late-life depression a cross-lagged design study

ZHANGYING WU, YUPING NING

the Affiliated Brain Hospital of Guangzhou Medical University (Guangzhou Huiai Hospital)

[ Abstract]  Objectives: Although previous studies have extensively confirmed the cross—sectional
relationship between cognitive impairment and depression in depressed elderly the findings of its longitudinal
associations are still mixed. The purpose of this study was to explore the two—way causal relationship between
depression symptoms and cognition in patients with late—life depression (LLD). Methods: A total of 90 patients
with LLD were assessed across two time points (baseline and one—year follow up) on measures of 3 aspects of
cognition and depressive symptoms. The data were then fitted to a structural equation model to examine two
cross—lagged effects. Results: Depressive symptoms predicted a decline in executive function (3 =0.864
p=0.049) but not vice versa. Otherwise depressive symptoms were predicted by a decline in scores of working
memory test(3 =-0.406 p=0.023) respectively. None of the relationship between the two is bidirectional.
Conclusion: These results provide robust evidence that the relationship between cognition and depressive
symptoms is unidirectional. Depressive symptoms may be a risk factor for cognitive decline. The decrease of
information processing speed predicts depressive symptoms.

[ Keywords ] late-life depression; cross—lagged analysis; cognition

& A
mhHERAEE T ER
EHED! B ey BRUTRTIE IR 2 Bl i i 45 P (acute ischemic stroke, AIS) £ M4 NG YT
(endovascular treatment, EVT ) B PITSAHCH R, FFRIHRER MM AN I 097K 50U rAE O

P, Fik: EEARHL 2017.10-2019.09 17 EVT HA5 45 FE AU RTIE PR AIS & 72 A, WERHIRIK
fetr, BEETE EVT AEDZI K EVT J5(12-24 /MEHRIBUM A . BEKHE R Rankin 3R (modified

65



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR
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Novel predictor of 90-day functional outcome after endovascular
thrombectomy for acute large vessel occlusion stroke: net water uptake
Nailiang Zang, Zhenzhou Lin, Kaibin Huang, Dongmei Wang, Suyue Pan, Zhong Ji

Nanfang hospital

[ Abstract]  Objective: We sought to identify the value of net water uptake (NWU) a novel imaging
biomarker of ischemic edema for 90—day functional outcome prediction after endovascular thrombectomy (EVT)
in acute large vessel occlusion (LVO) siroke. Methods: We retrospectively screened consecutive acute ischemic
stroke (AIS) patients due to anterior LVO who underwent EVT between August 2016 and October 2019. Initial
and follow—up NWU was calculated based on CT performed on admission and on the first day after EVT
respectively. We explored the relationship of NWU with both ordinal and dichotomous modified Rankin Scale
(mRS) as functional outcome at 90 days. Results: Seventy—five patients were included. Multivariable ordinal
logistic regression analyses showed a significant shift in mRS distribution toward worse functional outcome with
increased follow—up NWU (adjusted common odds ratio 1.105 95% CI 1.057-1.156 P<0.001) after adjusting
for potentially prognostic variables. Multivariable binary logistic regression analyses indicated that a 1%
increment in follow—up NWU was significantly associated with 1.080—fold 1.168—fold and 1.119-fold
increase in the odds of mRS of 2-6 (95% CI 1.005-1.162 P=0.037) mRS of 3-6 (95% CI 1.067-1.280
P=0.001) and mRS of 4-6 (95% CI 1.052-1.190 P<0.001) respectively. Nonetheless initial NWU was
associated with neither mRS shift nor dichotomous mRS after adjustment. Follow—up NWU showed an excellent
discriminating ability with an area under the curve (AUC) of 0.900 (95% CI 0.825-0.974) and an optimal cutoff
of < 9.57% regarding prediction of mRS of 0-2. Conclusions: NWU based on follow—up CT may serve as a

useful predictor of 90—day functional outcome in anterior LVO siroke patients who underwent EVT.
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The cognitive makeup of writing: feature selection with multivariate
analysis to predict stroke patients * writing ability
Haobo Chen' ?, Xiaoping Pan', Shaode Yu’, Chen Yanjia ‘ Zeli', JinZhou', Jianxi Hu',
Wai-Ling Bickerton®, Johnny King Lau’, Aihua Guo', Anthony Pak Hin Kong’, Pia Rotshtein’

1.Department of Neurology, Guangzhou First People's Hospital, the Second Affiliated Hospital of
South China University of Technology; 2.School of Psychology, University of Birminghamj
3.Department of Radiation Oncology, Southwestern Medical Centre, University of Texas;
4.Department of Computer Science, Jinan University; 5. School of Psychology and Clinical

Language Sciences, University of Reading; 6.School of Communication Sciences and Disorders,

University of Central Florida

[ Abstract]  Objective: Writing a recently acquired skill to human behavioural repertoire is assumed
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to build on existing core cognitive functions. Writing impairment is evident in one third of the stroke patients.
This study aimed to identify the cognitive features that contribute to writing impairment of stroke patients in two
writing systems. Method: Two patient cohorts using different writing systems of China (logographic) and UK
(phonological) were analysed. Cognitive profiles were assessed using the Birmingham Cognitive Screen. A
feature ranking method of Laplacian score and a classifier of linear support vector machine were used to identify
the cognitive makeup of writing in each culture. Results: For both cohorts  experimental results showed that the
machine learning model can use five features to effectively differentiate patients with and without writing
deficits and most importantly the features were identical and consistent for both patient groups (four
cognitive features of a visual cancelation task complex figure copy auditory attention task and sentence
reading and a demographic feature of age). Conclusion: The findings suggest that across writing systems
visual and auditory attention fine motor control (use of a pen) and reading ability are essential to
maintain writing ability of stroke patients. The theoretical implication of the results can be explained by
hypotheses on how the brain gains a new skill: the recycle versus the reuse hypotheses.

[ Keyword]  writing cognition stroke Birmingham cognitive screen  machine
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The relationship between cognitive disorder and with depression on
mild-moderate Parkinson * s disease
Guihe Hu, Mengyan Li, Haobo Chen , Rong Hu, Jin Zhou, Ze Li, Xiaoping Pan

Guangzhou First People’ s Hospital, School of Medicine, South China University of Technology

[ Abstract]  Objective: The Mandarin version of Birmingham Cognitive Screen(BCoS) was used to
investigate the relationship between cognitive impairment and depression in patients with mild—moderate PD.
Method : 62 patients with mild—moderate PD(modified Hoehn—Yahr grades 1-3 ) diagnosed in the Department of
Neurology of Guangzhou first people's Hospital from March 2018 to December 2019 were enrolled.PD patients
were tested with Unified Parkinson's Disease Rating Scale Freezing Of Gait modified Hoehn—Yahr grades
scale  Hamilton depression scale-24 (HAMD)and BCoS.According to the score of HAMD  patients
were divided into two groups: PD with depression (HAMD+ 32) and PD without depression(HAMD-
30). The scores of scales between two groups were compared. Results: (1)The score of HAMD was negatively
correlated with subitems score of BCoS which included complex figure copy auditory attention rule finding
and concept switching rules of rule finding  dictation orientation story recognition and gesture imitation
test(all p<0.05).Besides it was positively correlated with subitems of BCoS including number of
practice required for auditory attention test(p<0.05). (2) Compared with PD HAMD- group PD HAMD
+ patients had higher abnormal rates on complex figure copy sentence construction sentence reading
dictation task recognition gesture production and imitation in the BCoS and the differences between two
groups were statistically significant respectively(all p<0.05). Conclusions : Compared with mild—moderate
PD patients without depression mild—-moderate PD patients with depression are more prone to have cognitive
impairments on visual space episodic memory execution ability language expression verbal fluency and
dictation.

[ Keywords ]  Parkinson's disease Birmingham Cognitive Screen ~ Cognition Depression.
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Follicular Helper T cells Dyshomeostasis in the Thymus and Peripheral
Blood of Myasthenia Gravis
Haiyan Wang

the first affiliated hospital of sun yat_sen university

[ Abstract]  Objective  Follicular helper T cells (Tfh) are a type of effector CD4+T cell that orchestrate
germinal center (GC) responses and assist B cells in antibody production. Previous studies showed that Tfh cells
are involved in a variety of autoimmune diseases. We want to know whether Tfh cells are involved in the
pathogenesis of myasthenia gravis (MG) patients. Methods In this study peripheral blood samples were
collected from 24 MG patients and thymus samples were collected from 18 MG patients. Flow cytometry
enzyme linked immunosorbent assay (ELISA) and cytometric bead array (CBA) technology were applied in this
research to investigate the Tfh cells and related functional factors in the thymus and peripheral blood of MG
patients. SPSS 17.0 was used in for statistics. Results MG patients showed abnormal proliferation of Tth cells in
both thymus (p=0.0009) and peripheral blood (p=0.01) and elevated expression of functionalities such as
CXC-chemokine ligand 13 (CXCL13) (p < 0.001) and interleukin (IL)-21 (p=0.04). The frequency of follicular
regulatory T cells (Tfr) in the thymus of MG patients increased significantly (p=0.0036). Moreover the numbers
of the Th1 (p=0.02) and Th17 (p=0.007) subsets of Tth cells (Tfh1 and Tfh17) in the peripheral blood of MG
patients increased significantly and their capability to release effector cytokines such as interferon (IFN)- -y
(p=0.006) and IL-17 (p=0.04) also increased significantly. Conclusions Tth cells and their functionalities are
over—activated and amplificated in thymus and peripheral blood of MG patients. Functionalities of Tfh cells

decreased significantly after thymectomy and immunotherapy.
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The comparative study of the efficacy and safety of asleep and awake
STN-DBS for Parkinson disease patients 1 year follow-up
Wanru Chen' ?, Changming Zhang’, Lulu Jiang’, Ling Chen’, Jinglong Liu’

1.Sun Yat—sen Memorial Hospital, Sun Yat-sen University

2.The First Affiliated Hospital of Sun Yat-sen University, Guangzhou 510080, China

[ Abstract]  Objective: This study was a comparative study of the efficacy and safety of bilateral
subthalamic deep brain stimulation (STN-DBS) for Parkinson’ s disease (PD) under asleep and awake
anesthesia state in 1—year postoperative follow—up. Method: 19 PD patients were assigned to asleep group and 23
patients were assigned to awake group. Patients received bilateral STN-DBS under different anesthesia state. The
PD participants were interviewed and assessed preoperatively and at 1—year postoperative follow—up. For motor
symptoms patients were evaluated by Hoehn and Yahr stage (H-Y stage) Movement Disorder Society—Unified
Parkinson's Disease Rating Scale (MDS—UPDRS). For non—motor symptoms evaluation was applied in several
aspects including quality—of-life sleep quality cognition neuropsychology. Their medication dosage was
indicated by daily levodopa equivalent doses (LEDD). We compared above clinical data target coordinate
location  stimulating parameters and adverse events between two groups. Result: The stereotactic
coordinates trajectory angles MER tracts recorded effective STN s depth for awake and asleep bilateral
STN-DBS were comparable. In MED-OFF/DBS-ON (= without medication and with stimulation) state
MDS-UPDRS-III scores significantly improved in both groups. There was no significant difference in either
groups in l-year follow—up (47.00% for asleep group  39.00% for awake group p=0.754). In
MED-ON/DBS-ON (= with medication and without stimulation) state no difference was observed in the
MDS-UPDRS-III improvement comparing with preoperative MED—-ON state in either groups. The improvement
of H-Y stage did not show difference in both groups after controlling or adjusting the effect of the H-Y stage
baseline. In non—-motor outcome asleep group improved significantly better than awake group in PSQI and
HAMD scores in 1-year follow—up. There was no significant difference in PDQ-39 PSQI PDSS HAMD
score and cognitive function (MMSE and MOCA scores) in both groups. The LEDD was significantly decreased in
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both groups and there was no difference in either group. The stimulation parameters including amplitude

electric energy  frequency and pulse width showed no significant difference in both groups. Most patients in both
group received monopolar with one contact there was no difference in the stimulation pattern in both groups.
The overall incidence of adverse events did not show any difference except that dyskinesia incidence was
significantly higher in awake group. Conclusion: Both asleep and awake DBS could benefit significantly in the
motor symptom and reduce dose of anti—Parkinson medicine. Asleep group showed superior in sleep and emotion
than awake group. Awake group inclined to lead higher dyskinesia incidence. Above all ~asleep STN-DBS may
be considered as a good alternative method for PD patients and may be better in non—motor symptom than awake

STN-DBS.
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Autophagy Alleviates Ethanol-1Induced Memory Impairment in
Association With Anti-Apoptotic and Anti-Inflammatory Pathways
yunyun liu" *, Yuanpei Zhang’, Ying Peng’

1.The Sixth Affiliated Hospital of Sun Yat—Sen University

2.Sun Yat-sen Memorial Hospital of Sun Yat—sen University

Chronic excessive drinking leads to a wide spectrum of neurological disorders including cognitive
deficits  such as learning and memory impairment. However the neurobiological mechanisms underlying these
deleterious changes are still poorly understood. We conducted a comprehensive study to investigate the role and
mechanism of autophagy in alcohol-induced memory impairment. To establish an ethanol-induced memory
impairment mouse model we allowed C57BL/6] mice intermittent access to 20% ethanol (four—bottle choice) to
escalate ethanol drinking levels. Memory impairment was confirmed by a Morris water maze test. We found that
mice exposed to EtOH (ethanol) and EtOH combined with the autophagy inhibitor 3—methyladenine (3—MA)
showed high alcohol intake and blood alcohol concentration. We confirmed that the EtOH group exhibited
notable memory impairment. Inhibition of autophagy by 3—-MA worsened ethanol-induced memory impairment.
Ethanol induced autophagy in the hippocampus of mice as indicated by western blotting electron microscopy
RT-qPCR and fluorescence confocal microscopy. We determined that the mTOR/BECN1 (S14) pathway is
involved in ethanol-induced autophagy in vivo. Further ethanol-induced autophagy suppressed the NLRP3
inflammatory and apoptosis pathways in the hippocampus in mice and in vitro. These findings suggest that
autophagy activation in hippocampal cells alleviates ethanol-induced memory impairment in association with

anti—apoptotic and anti—inflammatory pathways.
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BEAIRYY, TNFPERER b SR B e, RESUR S shRE s i, 4kEnyT, (HRUTF TG AR
dkeRplE . G0 BRI A A BB ER, RMBMGE LB FREAME, MRIONEF LB HES
fiE, [RISHFAEEREE A . EB W REE I AR, T 5 Bk CR s i T e

82



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

OPTN-ALS mMIRNA
Reble AT M &R A s
W ERAEE T ER

(WE] BS: NEHWEEL (ALS) BEHE WIS ST, IEAER R /MRS
ALS ZYUIAHDG, (HHFACHLEORI] . FRATHTRTIIT S A ALS IEUR HER 2 — OPTN 1335 T8 Al 75
SME AN M1 B AR5 RS IR 002 sh il ZosIa T, HEIIHHLE T 6855 /1B S5 240 310 1 5
FARMINMA miRNA 2 52 g Goni Tl A OC., AR B 7R ez i, S WZE4E M Z a1k
IRIRHLHT U . ik FIA siRNA @K BV2 40 (/NEORIER) /NI RAIMLIZR ) OPTN fY3RiA LAY
## OPTN ik F IR /M BRANM, B SEERA], 25 O BT IE S BV2 40, AT B0 i
WMA, ZiESTHEE . NTA Tl Western Blot 45 57448 HUARRE . I S5l sl 3 77 256 Il miRNAs 3k
Tk, i 2E FARIA N miRNA JF A TAR LR B0 S5 D Re A b . G55SR . FRAE N AT LA U AP IMA AR A
H; NTA FAFANBAKIAE KN LT ; Western Blot Kl AMBASRCE 1 TSG101 Z5PHM:, $RmTh &
FEANIMA , TEZERE G rR AR Y 1154 4 miRNAs, Hd 409 /4> miRNAs B %01, DA 2 {55835 5 0 B(E
HATORTE, HLIHE 6 225K miRNAs, Hh gk B 44>, RIKTH 24 (P<0.05) , HP#E
43 miRNA (11 miR-125b-5p ) WJFRIR 58 AEREA SCIRTS B4R 1E . R TargetScan S5 TR £ 335 F A
) miRNAs (LR 301 4>, £ DAVID 20, W a4 T afEAMET. . MAPK {5558 # . P13K-Akt
RSN SHRAK. RE . REESA YRR (P<0.05) o b, AR TE K Y
YEFRE A DFF45. ATM 55, 518 AW T OPTN ZRIA N8 A /N S5t 40 ff o U A MA #E 1 7
miRNA W5, AR5 A Hr i 5 4 KA AMNBMA miRNAs FIRES Sigshth &oci T, Hilid A frik
— I A AN SRR K- A T RERIFSE

CIDP 1
RARE K RO S F M HER ® W FED
BT ERAFR T ER

(=] BaY: BT 16 mtDNA 3271T>C £IMh CIDP B FHWIGIKISIAT . FiE: Uk
£ 1 6] mtDNA 3271T>C B IGRTORE, Qs | MASK A A B A a5 R, £R: BE &«
P, 308, EW “EMTEILH 74, BEME 1A, 7 iz, BE&E 74E0H SR IR b
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T3, MFEEARIERE AT BAT T, SRR, ORI, JOArMEXE, JoBUARRRA, JEL
W, JOR 5 A2, JCHEERME, ZAMekis, BWrh “BYESRERZEAE" |, SEFEmdn
SPIRRERFEA G 1 AT RIRIR R AR . AN NSRRI s ToReik . AR WL DU AL ILSK 1 R R, XX
MR (3/3), RUMMH @I TR, RUNIE =S WU St . Bl =S IUBE R S 2, JBOBE S S %
FEAE, AT ABEEAT LI AU RAH SR A X AR W W 5 . LA EIER . T AR
A VEPE FE S I WU PERE . BE RS K BUMRIAIT A, T4 T R SO R = vhifiih
57, AEREMOR DL W s . SEB LA MRI 3271 . LA RRIEA T &, Tl S LR S kel . (B
STIR AHAEAEK M, SAEHE A A M AR TR 2L 0], ANRERRIMBHEENLE TR R o LR BTN
B, BEFEARES T MILRRAREF S, TRIFAT TR, DR R GRS R
L ONPE—LWARRSW, SRS B TR DNA I, 24550 R TELR KA (RNA-leu £:[A (UUR)
HAELESETE 3271TSC IIBUR RS, & TIRE 87.4%., 45Tl Q10, 4E/EE B1. B6, & RETTEM
BRI AIT I EETRE . BRI, AERA T R GE, T AT AT, iR RERE
REA0E e M R P A8, BRI — W2 Wy CIDP, A2 55— mtDNA 3271T>C 28753304 CIDP
95 1)

oM &#Hle &2 & XK K F A Hie I # FEL
BHEMKFETER

[HE] BrY: vhHewsl. Wiz, Fik: BFEark, SRR 2 443, INIIEE Nk
AABE. 2 FATTCI B AR HBSCT B, BFEARIEENE, THaiRNeE, RERTIEEE, 52K
W2 TN E R IR B AR RIS RE, B “E " #1720, B Ie 2ecE. 1A
Hr, BEIFG I AR TR, SEANWRESAEXEAYE, A s ANz, KA FHTT
A 2-3 B AENZ T, AAWRLOKE, REBREEE, 2 NG 10 . ABifik. —BiEs. B
1, WEATEYE, BRGNS, MASEER LA ESY . WEINRES TR, BTG
ANAFisdy, WEAGEES, WRAUIIER, eI, BEMHm AR, L5E s Rk
Go BRRIRBIKANRERL G o SN BE R RTFRAFAE, SUMBE = = SkAUIE R S ++, SIS
S+, RUMBE S ++, UM ER g S 5 ++, AU Babinski fIE( - ). %K, Kernig fiE( - ), Brudzinski
fE (=) o &R ARG &ELHMTTERME 69mm/1h, JFRIEMNL A2 [8 2 T I/ DVHEYE R RE . JILHL
63 U G EZe /78 i IR0 1 ) P 1 I 7 N e W 1 = L S VNG £ A1) TS S5 oy S
JE 2 AR . et B8 R R SR S8 193, 4T NMDA. AMPA. LGI-1. Casprl. GABA B #i
. Bt AQPAHLIR . BT GFPA Hitk . it MOG HikRMIM:. FSWiARM, [FE HHEBRZGARAS S, 1722mk;
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TERUEAR A, SRR UL LA SE PAS Je@BATE. AT E P 4EE R BIL B6. MR, 3KWS
. BAHEARKEFLUEFRME, B IE, SRR U RINES , B35 R AR Y] W r s,
TR ZE M. it BEEHREWAN, NIEKEKENEE PAS a2 S5HEHEX, 124k
REAR?

(Scgim ]  ARHPEm . DLEA: . BER =

f7 M FR S+ R AR AFIS TRk kEEm O % M Mekwm  FED
HhHERAEE T ER

(E]  BHg: WL GIRARS AR AR St (T SOR, F7 ke BB KA — 4L
BROUIRITERHY, VAR WARAEIX  SE551X . AELE5DCHH J 0 Sle v Jo B 280 . I PRI, o
NFIS5 JEARE MRS , THASTATE R I . FBEIE FARIA T LI IR RS e, 4
BFFEIEAMAT 6 IRE KSR, Hok CNTNL 2% 2 0, Casprl #0552 (). NFI86 J#% 1 ], Caspr2
B 1 ARBFSLE TG BI RER AL, IF45 CoiIx SCRRIET T T, 58RI
HS G IR — R, U0 NF186 T IRGE . R RERHIEIRFAS G5 CNTNT A %
PHAEIR R, JEEIIIAEE BRI, AR Casprl MRG0, IR A5
SAEARTEH s Caspr2 SEH FRIUNINIRE , H AP Z RGUIEIR, HO5R 0 LT H S e o PR 22
i ABETTAAN 6 (1 F 1 RFI S SR AL, 3 R IR B W PR BT REAFFE AR )
WL SR . 6 (1A IOIEVE RNTAR I 11 SF A B, B 0 LR R R R A [
B2 A MRT SR AT WL 2RI SOHL, KA X PR EREE 11 ot S BN, il L3
B MEERTIE, MR, TTIEMEE T, it BRI R R
A, TRABIFGEAA SO A SR, A7 BT BWIBAR 0 KA AT R TR MR Y97
W

[XiE] B R&sm. CIDP. iR
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kAER K O &k O OH W F M Hia EiEL
HhHERAEE T ER

(WE] B8 RS 1 FhWhE s oo U LB IR BB IGIR . #2%s% . &
AR RERAE RS R, iR 29 2 Bk, MR, BREEXTRRM: DGR ke, AR
ER A TR — IEELE, VU SRR, SR REAE (+) o ZWNLH E R R . H
BRFLR LB a5 A 2 4, I RIS (LI S TR . T A A A A S8R W B 5%, RA
PUER ST oA WL SR . AL M AR R A s, SUHE MRI K WL %, X1 T THLA
Wk DA R A4 BT . SR BB U A . NADH- B LEF 2 oy B R AR, B35 06,
F-myosin, S-myosin W0 I BIPLEFYE, H BN GEICH,, FEHRE AR SELENON JEH 24 & 548
c466C>A. Z5it: IR LG IR AT i PSS LE s #h 2o IR R, FEURIRRE, FELRE
Mo LA JHA UL DB LU 400 3 T AN BEHERR 12580, 1 — 20 A JUL PR T G AR R ARSI S22 W 1Y) A b e
JULTEY L1 2 805 | A ot 22 0 36 i R i o i — 2D

K OHF NEK F A
BHTEMKFETER

(WE] BH: TR ERE SA A (RLS ) AHCHSARFRHE, Fik: BBkl
£ 2018 4F 12 7 % 2019 4F 12 A1Ep T BERIRF R T EBE B2 HY RLS (+) LK RLS (-) BRifEAH
BERIIG R S G2k, SRR J0IdE 46 6l RLS (+) DIK 48 f] RIS (- ) BRUEMEA B Ay ¥E
Bl 5 RLS (92X, RLS (+) ZAfRKIR & E R DL RoPe PE4345H (P=0.045 5 P=0.026) , NIHSS
PEAF AR (p=0.040 ) , Jpkl 22 B ZAN AT 046 X 38, ( P=0.036 ) , Z50 4 TR AL X ( P=0.042 ) ,
Z AP TCRE R YE AL (P=0.023) . ZHE T KH, & RoPE ¥4 (OR=1429 95%, CI
1.022-1.936  P=0.032) . JGfEHEEMIX (OR=4.323 95%, CI 1.482-12.569 P=0.027 ) LIS JCHEIR
i FEAE( OR=5.339, 95%CI 1.227-24.029, P=0.025 J&HIAFAE RLS MBS GBI . &ig: B4 RLS
I BRR R A T A SR 2FR DL R R 2 S o A X 3R 22 K A, HLS PR ERAE I DXkt 2232 B Re A,
1= RoPE 743 JEAEIFMIL I X DL K AEAETCAE R AR AT /2 T RLS ARG Rt A At r R 2
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18
REETOK P R R OF M HER OB W I %O
D S S S N T
M ERAEE S ER

(A=) B8y mFEEMZR (painful peripheral neuropathy ) & VA2 PR h 28 HH 2 B0
(R A2 . ASBIFSE B AERTSTTRBE 2 AR MSIA 1) 18 (91558 1k Ja il e 2205 £ 3 IR PG | bt A T R P 28355
RO EARF oS o F7ik s [BESAT 18 il Jo] BBl 206 SR I RN . LU0 A0 . A B b 280
SRR, SR B8UIRE T, Felw (114]) , 39% (7TH]) , Wiz 28-76 & (-1 53.6
%), SRSHRRE 20 R-2 4, B aEsi@ R . B AR Z RN B U R . P,
AIRIEHEA Z 97, MPAKSEREIR . 8 BiIohdE ANCA FHIGHEIM A R E A R ([RGIEMERE A 3
i, FEGEERAZYRIY 1) |, 3 BHRA M FERZR, 2 Gtk 2, 2 BIEE e (3
4T CARSPRI HTiRFAME ) , 2 1912 ANCA FHOCHEJRI P 229% (3470 P-ANCA FAME) | 1 BRI H
MR 8 WG IR O i 50 . A B L A AR R 224, o 8 filf:
HBEh P&z R 8 TMEE FESIRIGIR AR . B . JCJioh EBERI, P4 A 3R 0 JH
FIRh T, PTG A 22 W e J) Bl i 2o 1) S B o TRk ] R 2 s TR 2 R 2, 0k ole
R ARG RARFFHEPI RS o WEA: SCRRHR T8 1 o] BT b 205 2 s TR L PRI AT fe e, AR5
VLB A IR O ORI SR, (HAE ANCA MG M4 28 7 J1 Pl b 200 S8 3 b5 - W S5 3 110
BHEHARIE 50% . X ULBHBEPRIFAR rT BEIE 0 2 J 24 S B pf 2 e ACHE R iy B ] PR 2 i JE B AL, 1k
Ah, BRREE TP CARSPR1 FLARBHM:AY 38 B T MR Bl 20005, ANCA ARG & BBl 200 2 R
P-ANCA FHPE, 3 id B3 1 Fo] Bl 2 18 P R B SERR R BT R PR I R R B

K OHF NEK F A
BHEMKFETER

[WE] B/ SHMEE A RS A R R 2 S B Bl S B0 MR ZE B IR IR LS5
SRR E R FEs BBPEST 2018 4E 12 H-2019 4E 12 H AEFRE A tEifsse b, 5834l 646
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A, HTOAST 43, LB AT M1 2250 M KA SE 5 B B i S A L 8 38, PIAH AN L2250k} %
S T A A 5 R 3 DA Bk AR 2 A T 25 5 0 S5 R US54 I 2 40 TR DG A B i PR A 98 £
H 60 B K G BT SOOI TR ZE R 60 B, DrERETECE T B E AR TR (P=0.040) , H M BEIR
s M R R T T AR AT IR SR A AE (43 A P=0.032, P=0.043), PRI LITIIEARLEL L, H
AT ZE Ay T B R EER s T B ERA (P=0.026 ) , A7 [ 2243 T G E LA B Jo/ e R X &2 A,
ZRIAZA BRI HE<15mm ), MRA ZTCH B 5% ; B S:8UNESE 23R8 KAWL,
SRR G AR AL oA, T8 R A M T, MRA AIAEA SNSRIk s pess . 45
S 5HEEIBURRZEARR, A m A RSP B 2 N H W IS ER N R, A R
JEUERR, S WRZA . BT R sREAE, AN ST RSk A

Becker 1
KO OHImE AR O xR I B B T OFEL
HhHERAEE T ER

[(WE] B JUEFEAREATREMIL, BT RICONL, T HURAS S IZRIET 1)
HERHE . FHRARR AT BRI RSO AE , JEXT B E TS TP A R L, Fik: A
WEXF 1 B Becker ZUBAEIHENUE F2A RAE H 2O BF A TREVIIES,  HEK CMRI FLC R
TER LI BMD B O NWRZE K BETHATT RSO 25 5. 4R 1. BMD #12)5 5K CMRI ks & 9
BELOFELE (B 4mm) | A0S EEIR (28.4% ) | AAZEELIERIER (late gadolinium
enhancement LGE)FHE:; [FHLOASERE S M350 53%, AODEGEIREZ) dmm; 2, BT A RET.
ke e . SR . fixfh AR 555697 18 AJG, 1T CMRI &4, 450 R BUEE 220 54K 38% (55
HIHE R 33.8% ) 5 ZE Oy iiAd 4.5mm (ATHTIGE 12.5% ) , {H LGE PHY:m AT G B2, 1O
AEEBA IO AL, 4518 1. CMRI ABRCAEE B R Z I BMD BEOIURAS; 2. S5.00E%
FEAA L, CMRIT AETEAS B b A7 5 O SR AR BT 5L
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GABA-B
AEBET X AR A KRR AT M R FFEL
HHFERAFEEFER

(WZE] B8 &6 GABA-B SZARBUIANG R A I IR s 1, $2=%4T GABA-B 21k
PRI HIRIAIN . MRS A% Bk, 68%, 18 KiTwi kMR E i, MUEGRE . WTiE%E, K
W, JOR/MERES, 293 00 E BT, BEARURREIIARE, 10 XETHICAZ R . BHF
R, OBEREL . FIBXWA, JFEEnE, ZREHERE IR, RAWILAFN, F5d 2-3 4
B, ANGET DIAHIE AL RS PT 2R . BRAEA BT (28 45T, HAAATE) |, BERML 6 4. 2kl
HERNEMRE ST, UL 5-2%, XU Babinski £ FHYE . 255 : PET-CT $2/R 2 I 7R 18 PRI,
I EE TR A B A MR R AT R ZEIl T 2 ARE o BT B B e M il R PR K 4~ GABA-B 5%
PR 1oG BAME. A H T ISR EU R R AR, DUBRES o £, BELTAR. U7 . Ak
SCRPHIEIRYT IR IR R IR i Be , BEVIRTER S . 18 A IR GABA-B SZ ARBTG5 11 IR
BONEN, BRIERG IR & A /N ( Small-cell lung cancer, SCLC ) #E25. TAS i # 2fifif
o BIE S A s W PE RS L X BORE I 1 RO A A R BT GABA-B SZAABTIA N At it it
5 HT GABA-B AZ RPN G 58 ) AH G 75 B — L5

T2-FLAIR
MELAS
FF MM RN K K o A& B
W ERKFH T ER

(WE] B LRI LR 8 Lo WAL AE (MELAS ) 5 2P EmA s A &
AR I XURER B, M RTINS R], R TR, SR A s TS BT,
AFEFIAITXT MELAS A9 AJEAIE . PRIk, PR A PR S 02 Wk W A5 0 e o 7 S 0o [ Jost
R R, BERIT S T2-FLAIR MG IS 0 23 1E AN S 55 ISR AT A 28 5 A E A
AWFFE BRI G F R ML AR 5 MELAS 968 . Fik: ABFIS T 13 2 MEALS Ji A
5 20 AR T A FLAIR EIH&, PR 4 w2 1k 5 &5 5 A 2 S A7E, s/
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Fisher Exact Test 737 PR LA AE7E P26 A H & A7 BRI 25 5, 4z H Logisties [ 434
MR R 52 MELAS BT Sl IR o AR 10105 238 Y PAECK il 8 — MELAS WEorbnifE:  7F
FLAIR B M A FZsE R 14y, WA SE SN 14y, FERADE AR, i ROC
MR —2ENSHEH, &R Gt kd, BA MELAS B ATE FLAIR B H B0 48 A
TER IR 3 T 2 A R R (p<0.001) T HH B S 05 I/ AIE 9 40023 B Jd AU e g A v g £
#H (p<0.001) . Logistics AT AL, fETEIMAE A MES MELAS S fEf R (B = 3.1 p =
0.019), AFEFEREE S AT A HAA AR R B =3.5 p=0.013), ROC HZstid, H35%H
L5 RUBE R 76.9%, FERPER 100%, 45 BALRIT S T2-FLAIR BG4 A8 0 25 ik A 05 1
LT WI4UR A TE R EAFE B2 5. 78 FLAIR MR P A7EAE MU 7 25 fiE A AEAE o {5 5
fIEF1 R MELAS A7 fals 2 o JEFIMAEEEEST 9 MELAS PEo a1 nT A 2055 MELAS 5 A5 2k
AR, SHE 1.5 40 HAT B UM S R

8
I SRBLE T M FUA 4R & R OB B!

LA RFHBEE —El; 2EMNTE - ARER; 3. P LAFHEDRMWER

(WE] BH: AP5ED ARG (STN DBS) AJFMMH4AW (PD) B3
HEATRIIBETT, 1T STN DBS X E WEshietk . AEi@ stk . Az BT a4 52 LA S S 38 R e i3
EWAE. i (DRSS 10 £ STN DBS RJ5 8 4FH) PD i34, QUFEdi#Els: A5 1, 3, 5, 8
SERPEE SRR (R —IA4 AR IEE K5 —%84r, UPDRS II1) | A3kt (A4 2R A0 iR ) 45
PDQ-39) | HEAR (MALARRIEIRITEAG R, PDSS) | &t (MAE M MHIRARE, MMSE) | 154
(DU R JEFI AR 2, HAMA Al HAMD ) |, Jfidsf/Zefie 2 A& (LEDD ) | PS5
(BkgE . PURMEBIE) . RATEASS 8 -k E, &R: (1)SARA X7 REMH, K51, 3, 5, 84F
TEAEZIFHLIRPIRZS R, BRI EEE R 58 50.9%, 37.7%, 36.7%F137.3% (p<0.05). (2)5 KA
e, RJIEH 1M 3 4R E AT R (PDQ-39 13507310 39.7%M1 56.1%, ARG 5 FI5E 8
AT RARTTEL KT Q)RG5 s A HERR | B RE S AELE W Wl . GIRIG 8 ARBH A ES
EL 4885 e R T 708.1 £ 172.5mg JZb & 330 + 207.8mg (p<0.05), (4ARJG 8 AE-F RS E N kT
713+ 12.8ws, Hi% 121.5£21Hz, HLE 2.77 049V, S)EBEARFT ARG 8 AT L BES,
MM 63.0+9.8kg 1 63.9+ 12.7ke, 45i: STN DBS 7EARJG 8 A rl k3t PD (s shaedk, HBE /LN
WIERY) 3 AFRR e, WG R R R R, BEAR . BBE. WA EANZTFAEN, BERG
4 LEDD AT —2F LI b, R E S5 RATHLRE.

o B 3 S
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ok AR F 2 % R B KR FHAS S HBEE
WHR ATHM  RESE

P AR A ST B A B

(=] B/: A% AR (utoimmune encephalitis  AE)Z DL F B e B IRN S 1 ik ThE
FERFLR G AR . BB PO b iy T B M N B 25, SRHTROIE IR RCT AFSEIESE . Ry T i
B BOER b iR TIE AR QST SERRIT R, FRATT AT A R 1 3R RS2 W e R AR B B R
BITHY AE BFMIEIRECR, DUNEUL RO R B PO ETE AR R h Bt ik PIAPRE:
2016~2018 4EFRALOWBERIBRIZ N B ARGl & 85, 430 IR B B vhabi vy 7 FIAS DB 2 i
Ropipyr R S T, BREE L. &R AE BEWEYERR 31 %0 AR MR
MhEIRIT IRFIIT R 25 K5 AR I Tk e R b B PGS N ILER S Bk 1 v i iy T Y AE
AL 17 B, 5 22.97%, EITMARCR 15/17 (88.24% ) 5 Wk BB A sk E A b i i
AE BEY 11.7%5 Kk WEEMNA L 46.3%, G518 Wi MR thdiinyT7E AE PG H Al BEE
VEIEE R B o (TR b iB 7 A I AR JE i S A XU

(SRR ] WE: BERRErEmR; STl

PIESP2
AFEX PALF Hksk
BT ERAFET ER

[#Z] BaY: WAYE (cerebral malaria CM) 2SFEUEHBELT-HEZRA ., AX CM L4
3 FHLRIDEAR S R . BARIAEZ IR 5 FE I dOn] DU A4, (H A M R A r] LIS 1R CM,
VBB R () LSRG o T B CM R A R 2R . R BT CM & AR AR 5505 i B A
CM HIER, ATRER CM BRI EEETY ik, MRS A% RS HAT. IWEEE A 4
5 fERBAEETS, RA BLASTP KRl 5 s 8 (P9 5 HA e R A 8 P A T LU, %
EHCEME R AR AN T, M A MG RS R AR FRER, KEE CM X0 T BiIF
PIESP2 (JRPLLTAMMIMER AL -2 ) 76 CM T FERT . H98E PIESP2 MuSMBe iz ik, 3Rk Kalifk
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PIESP2 5 ; hill% PIESP2 HLIMYE ;5 SR IR S E DO CHOAR K < 4Ly I PIESP2 7E/ L 2L 40l
MIENL; RATRS B SEI0 AR PIESP2 /R 21 40 55 P9 K A0 MRS Bt b g VR 5 o PR 2 S L D)y T
PIESP2 5N R M 25 G 0T 4D re st . 4658 @FIRMTHLE @ 430 MSEME R R & A5
. T 143 AR %Bﬁ%ﬁé}%a%ﬁﬁ’;zﬂ%'i CM kA4, [RINE S IR 2B o1 SR
TSR IR RB G, RS PIESP2 175405, @PIESP2 AR HIEATRE, &k
RIS, A AR AU R b @* J R M TP AEAE PIESP2 fOFiiK; PIESP2 &
TR SRR 308, 300 W 300 10 5 U % S0 A U I P 3 4 S B TR e T AN B e 1T 5 I 0 775 2 A
PIESP2 W] (g 5 W IR YL 2T 405 PN B M ARG RFE, TR PTESP2 2K 1 vl B kG R 25 9 B 4t 5 e sl
WP bT &L PIESP2 5 P B2 AN 45 5 7T R SR8 SN AH 5G40 19 2 18 IRDRS B 42 A5G 431 1Y)
ik, B5i: PIESP2 W] REIE IS/ SRR YL LT AN 5 PN B AN AL FRDRG BR300 B 438 35 200 [ Al B 12
BESE oM kA,

The CSF Levels of Neutrophil-Related Chemokines
in Patients with Neuromyelitis Optica
zhuhe liu, Yu Peng

Nanfang hospital

[ Abstract]  Objective: Optic neuromyelitis (NMO) is an immune—mediated inflammatory demyelinating
disease of the central nervous system. To date the pathogenesis of NMO has not been fully elucidated. It is
known that there is B cell infiltration in inflammatory lesions of NMO patients and there is obvious eosinophil
and neutrophil infiltration in the vessels around early active lesions. Pathological results indicate that neutrophils
play an important role in the pathogenesis of NMO. The purpose of this study was to investigate cerebrospinal
fluid levels of neutrophil-associated chemokines in NMO patients and to assess whether they have potential to be
the biomarkers of NMO diagnosis and differential diagnosis. Methods: This study included a total of 95 NMO
patients 15 MS patients 18 GFAP astrocytic diseases and 16 non—inflammatory neurological diseases
(including cervical spinal cord or lumbar disease) as controls. NMO patient group was included with the 2015
Wingerchuk diagnostic criteria. MS patient group included the 2017 McDonald criteria diagnostic criteria. GFAP
patient group was included with the 2018 diagnostic criteria. All patients underwent lumbar puncture
immediately after admission to obtain cerebrospinal fluid  centrifuged at 4°C 6000-10000 rmp  and stored
in —=80°C  refrigerator. The CXCL1, CXCL5 and CXCL7 levels in CSF were measured in 144 patients by
ELISA method. An extended disability status scale (EDSS) score was used to assess patient disease severity.

Statistical analysis using the SPSS 20.0 version P <0.05 suggested significant differences. Results: The
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CSF levels of CXCL1, CXCLS and CXCL7 were significantly increased in the NMO group but not associated
with the clinical severity of the patients; there was no significant difference in csf levels between the MS and
GFAP groups. ROC analysis of CXCL1, CXCLS5 and CXCL7 was performed to identify NMOSD and MS patients
and found that the area (AUC) value of CXCL7 under the curve was the largest. Conclusion: NMO has been
considered a subtype of MS until the discovery of aquaporin—4 (AQP4) antibodies. There are still many
difficulties in the differential diagnosis of NMO and MS. Studies have found that neutrophil infiltration in NMO
patients is much more severe than in MS patients. This study showed that the CXCL1, CXCL5 and CXCL7
levels in cerebrospinal fluid of NMO patients were significantly increased  which could explain the more severe
neutrophil infiltration in patients and suggested that neutrophils may play an important role in the pathogenesis
of NMO. Besides We also found that the cerebrospinal fluid level of CXCL1, CXCLS and CXCL7 especially
CXCL7 can be used as reliable biomarkers to identify NMO and MS.

LW Ee
WMy ERAEE T EKR

(=] BaY: H N-HE-D-REEIRZ IR NMDAR)IK A St —Ff [ B e e 2505 . 517k
F (OPN)J& —F 73 WA P Z D e w IR AL W 2 11, RRES TR 17 25 b B B S e PE N ARRE MR, (H AR BT
NMDAR figi % J 2 H 2 Wi A0S 0 (B M ANTE 28 o X000 [R5 B 7R 8 52 5T NMDAR fii 4 £85I -V
1 OPN K AR SCH AL R F 17K, JFIEAE OB ™ AR B A5, DATPAN AR A2 il fs A= Wb
YA RNE, Ak AU T M 2015 4 1 H 1 H % 2019 4F 10 A 30 H ¥ 33 il NMDAR fisi %
SREE L 13 R E R A AR N 21 01 SR R S PR A B (BTHENR (n=5) ) FOOX HRZE AR 0 i VA
A, A HT NMDAR i % 5 Y b #i2 B4 NMDAR K282 WibruE 74055, a2k T 3 KN
BUR B RO TIZ RS RS W . B A INE R 0 ELISA 32300 OPN FISIEAHSEANMIN 7, 440
NRAL)-6. 1L-10, FERFEHE F(TNF)- o 7K. R Rankin 22 mRS)IE/ M & IR
RZS . BEAh, X 15 BITCREDTE R R ASHT NMDAR N4 3%, 76 3 MG E &N OPN. 1L-6.
IL-10 F1 TNF- o ¥, FFHFIEAE mRS $F45r. N SPSS 24.0 MIAM TG0 8T. 558 : ST HEALH
b, Bt NMDAR 5 £ ki 5 VR Hh ok S 400 it PR 1 (0 /KO A B i v, T -5 90 B2 ki 2R 20K EE I 1 34
e HS AN, FIRAMEHE KPR MIREAR ., teoh, $T NMDAR s & A OPN
M7KF-5 1L-6. WBC T CRP KPR IEAE,  SRT0, 7EHT NMDAR k& 21, OPN slAH G4
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HFH7K 5 mRS W53 Z B A LB CEE . 2598 iAW OPN MAHKCAI A T IL-6, IL-10, TNF-
a TEPT NMDAR Jixi R S AL T 2RI 8, A TR TR, FERASIR A A B 28 RAE 1S
2, (HXEESHOI A 2Rl s 78

MEE R
M ERAFHETER

(FZE] B s —OIF e 28 8ER 1N GFAP BIANIREERE . MBISHE: A4l
BN T — L BT T PR FNSUR BT JJAER ) 58 % ik XHZBH HEAT T R G A A FIAH
KRR AT, DN R B ML A R A 28 Pl 22 1 B PO S AR S AR ML 2 1 0K Bedh,
NG Y7 AT IR A UG A B R R 0 o I R ERBAR DL 1 2 (EDSS) P VA R A
R, &R RSP HEAREETCI(4/5), SUBFBISCT RASTTHE, BUM Babinski fiF: FHH:,
AT R SE AR R e k5, SEARBIARAT To K-FAb Bk PRI BEAAAIRIEIER o IR TR A
MR EA T, AR A2 A A o R R R A B A SR R i ORI L 3
AQP4 FI MOG HUiASHEAYE . (HRGE W HHT GFAP HUARAY:, R 1: 30, ARG FAHTER T
TESHEFIHE K PAEE DA |2 AR ) BB 28 (LETM), 3533 R — > sURFIZRIG st 28 . 4
LRZEY A SR TP e o 1 TP R E T S 7 S e i e e N | VR e N B ST G s e R BP TR I 1Y i O
JYRIA EDSS P05 4.5 Ml 4. S5k ABITEIRE T—B GFAP BEIEAIA LR, a9k iz
PERBER , Il ARAEIRAE 5 770 B S R 7 I A 30

& g2l o EH’
L) NTE—ARER; 2287 ERK
[#HZE] HBHaY: ¥ N-HIE-D-KA G ZIRNMDAR) I S —Fh A S B MEm 250 . gifhR
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P PR (0 JE D LA BT IR 2 A T (SNPs), XA REIE 5 i LSRR s D) Be it sl AR 1k, Wlg
ST N-H HE-D- R AR Z M (NMDAR)K R (1 &A= R T . ASBIESE B LERRTT R 5 DU A 1 4 it R 5
i EE H SNPs 55T NMDAR X4 & AR R, Fik: AR 2017 45 3 H 2 2019 4 2 A7 )5
P& B pe 22 RS B R R T T 00X BRI SE . AWFIT LA T 107 &40 NMDAR i %, W54
Graus 55 AFHIRMIZIbRE . AL, 202 245 B Bt o — PO RIN S IEE P X IR . T A
ZARF R T E R AR R I DU . SRAE 300 1 H 2 i AN R AR AR IFAE-80°C FARAE . M1
FHRAEM MG REA PRI DNA, $2BUS A TaqMan B HIRE ST TL-1B8 1s16944, TL-4 1s2243250.,
IL-4 152070874, 11-6 151800796, 1L-10 FIIL-17 #EATHEFE ZAMME . SR FIFH TaqMan FENXHER%
HRHY) SNPs HEATEEA 0B, S8R IL-1B rs16944 SNP k= G SFAEEDISE N T 4T NMDAR 48 i)
K (p=0.017),  #eAb, TL-1B . IL-4, IL-6., IL-10 Fl IL-17 AYFERSR 5P T (P>0.05), Zit:
FATE ST NMDAR fili 2 85 eI A 1 Sl 2p R iE,  HLAEAT SR SRR AR A R DG SNPs 114 85 AT
AE B 5 R DA R R . ARTRITAS SR, TEA 40 R T AR ] i — 2 T R
NMDAR figi % F o B A= B2 R BB, FRlR7EAR[R] SNPs ITHOL T o S55RE, 1L-18 1516944 55
FLEEA R A] BE 55T NMDAR 4 ™ EAREEA G, TL-1B 1516944 Thih=z G ZE BRI ] BE23HE
DU 4T NMDAR Jii 4 114 5 J8k

NLRP3

¥ AR EME
BT ERAFEFER

[FE] B MENMZEERIGEERR (NMOSD ) ML LML (MS) B#FmA R (CSF) H
NLRP3. mtDNA FHASEAH AL A F(IL-1 S0+ IL-6 R IL-17)A9 MR BEAKSF-, 40 Arisk 22 5 =2 [1]
S AR A

MRS FE:

1. JREHBIHE

¥ ks Trg o EERMR AR T B Be Ry 28 1l NMOSD &, 15 6l MS /i3, 16 FiIX R4 (R MMz
RGPIG ) AL

2, Hk

BT 58 A Bt i Sz RIVE A HEAE 28 R R BUIR B, 4°C 6000-10000rmp BEATES Ly o I 2 N6
NLRP3 IL-1B, IL-6 #l IL-17, F PCR & mtDNA, [ ff] EDSS $E43PEAS H 3 A0 R 22 30 A0 ™ i A
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=

3. Gt

SPSS 20.0 fiAS, P <0.05 $im255 HA BEM:,

4. R

NMOSD £ CSF H* NLRP3, mtDNA . IL-1B . IL — 6 Fl IL-17 MK FAcuT Bad i, 2R EARE
P£, H NLRP3 5 IL-1B . IL - 6 Al IL-17 i BE/K-F-HA TEAHSCHE, EDSS #4315 CSF o NLRP3  IL-1
B, IL-6 ¥k /K- EA A SENE, NMOSD %58 &I EDSS ¥4+ 5 CSF. NLRP3., mtDNA 2iEAH%,
Hor 12 4] NMOSD #3%7E 3 M A G E A s : NLRP3, miDNA | IL-1B . IL - 6 I [L-17 B/K PR E
ARRTE S

5. ik

TEAHFGE T, NMOSD H 2l MS I h NLRP3 %M/ MAFT mtDNA 7K V- 53T, NMOSD
H# CSF NLRP3 /KF5 EDSS #£4). mtDNA | IL-1, 1L-6, 1L-17 S BFIEAME, $2/5 NLRP3 4E/)
A LR 7] BEAEIX SE R PE BRSO, FEAE NMOSD W A bLl hs S /e, Ist,
HIXST MS 4L, NLRP37E NMOSD 41 h T w3, I HIL EDSS PP B IEAICHE , BilIFE NMOSD
B PR E AR T, A AT RE R I R RIS E Y AL

NLRP3 GFAP

LA G - D
wWhERA¥E T ER

(HZE) B8 Wi H SRR A EmitEn (GFAP) BRI MMM % (VM)
Joont HRZH S8 M (CSF)H NLRP3 FAAEAH G F(IL-1 B . IL-6 Fl IL-17)A¥RBEKF-, FFo0Hr
R Z MR A HAAM M. Ak WEE 2016 4F 12 % 2018 4 1 A B EERMR S re 7 R Betia i
GFAP-IgG HURPAMELF | MR MG A B B I AR AR DG B E A G B . T A B AL G 3 B
TR U B, 4°C 6000-10000rmp #EATES.Cr, IF HAFAE-80° C vkAfiTH. SRARIL ELISA
TRF A0 E AR NLRP3 TL-1B, IL-6 Fl IL-17 ¥ EKE. R EDSS PEA> AR 3 il R 2
M E R . 55 : GFAP 41 CSF ' NLRP3 YV B 3 5 T M4 S v R4, GFAP 41 CSF 1 IL-18 .
IL-6 M IL-17 A S5 B4l A B35 25 5% . GFAP 2H CSF ' NLRP3 ik 5 1L-18 . 1L-6 & IL-17
FMREY R IEAISE, EHONLRP3. IL-1B . IL-6 K IL-17 fUHREE ) 5 EDSS PE4r S IEAHIE . 7 CSF GFAP+
HNLRP3, 1118 M IL-17 AR 35 T GFAP-41, H2EREA BEE, 1 1L-6 TIk2E5 . CSFHL
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GFAP UMK S NLRP3, IL-18 f& IL-17 MMREER IEAC . GFAP+A1IH 3 EDSS 1153 T GFAP-
4. CSF $i GFAP HUiRIkEE S EDSS 1P 1IEAHIC, &5l 7EAMR T, RAOTLIA SRt GFAP
ELTV 20 M 8 G NLRP3 RPE/MAFIR MM F(IL-18 , IL-6 IL-17)7K°FFt# . NLRP3 5
FAMH T2 B IEAE, B E R R IEADG, IRATAMT GFAP PPN % NLRP3
SAERFACEE R, WTE AR S50 GRAP YL B 2 IEAHDC . FRATHEMIX 2L & AT fig 5 NLRP3 4
PEAMEAN SR ET I A 5C

YR R F A X R#E FiEL
HhHERAEE T ER

B i SR e M I B Y A Bk 289% ( ATDP/CIDP ) RYE SR, AIDP 4E R HR2 (0.6 ~1.9)
110 T3, HERHLHE R e g4 R 10 25 . B SR ded . SR B BT R ECE G
SH G RS R AT AN B

2020 4E 3 A 20 H, B, B, 328, R, WO CUECAA RS 1 Ag, MEGESIZIR 8
K7, AVWRRE, ABGRIT. ABEHT, MATRMR. . PUNERPIREIE . PURYLSRATTY, Rk, AR
G, AEAEIER, BUUERE, SIESH, WA A ERsh, Nk e, ieRERE . HEREALZE S
fiE . MUK I Bt AR R . ABESG 245 T XHEVRYT . Wi CW Wt . . R . ORI, B AR
W ORI S R WL RS . DL PR A g R R R i i, SRmiis shh 2
B 58 . PET-CT R $/s A Baeth/ g, ait, FABLS 16 KEIT K & e il
J7, WA B AR . WRIT AT A, A ERE T E R, AMEEATRDEEI S
(2.45 g/L ), XHGHE RO/ AT T 48 A B R Be e RPUAR . BB TESR 2Pl . PR S
H B R AHSCHT AR, YA, SD KRR A KA I B . BER 24 SUB SR 2 -
JEWEBER AR L, SRR K, R/ NI R AT W T R . A ASAT IS, il ek
M TG (o R 3 SO PR TG BE RS M s e 1 D) B, R RR S OB e (e, SR X R i S8
BERE 0, A AR B TR N mT BB P2 A T T X A1 ST M 2 BE RS Y A BT, TR BRI T EUR
BHMNERARER . 5 R PRI EEE R,

AW, LISNEBRGEM 2 E I/ NI 56 O EERELRAR, [RIFTEA 12 [ S e A &
R RIME, U EIEEAHRIE . LR GRW, — 5, A RPTAO T a1t B e 200 0 & A B
HEMEH; AT, ASEHUR BRI, E PR R T HEBR S . BT
WEE,
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2
FUE " WRE® AKX ARF® HERF®

LETEMAFIMEER; 28 TEMRFHRILER; SHTEMNAFETER

[(WHE] Bey: HaEFRE 2 fl2 el ORI QR R 5 | & 4 AT R RO et
FR 4 ER I RAAE . SCIR AR IRZS AL . Skl CT e MRI SR A2 A 45 5 I M5S0k AR
FONASRRTAIR. FriE: W TR ERER BRI EE Bepi 2 A RHISOA Y 2 1] A e 22 i U 1)
BRAIITTAE T, PR i K i PV e TR e B3 9 b 5 | A e ML B AT 5 A P e A A ¢
BERIERTOR, 28 mil S I F BORTIS ZOR 0 BN , 20T Holfs RIS A IR R sh 722 1k
S CT J2 MRUFEAGAAHFAE | 3697 R TG . 868 2BIE Y0 2y, s, iR Rl s
Sofif . MKt REIRRRRG . BRSO L U R R AR S R R SRR N WU
RIS, MRS B O, IR AR B, TR, RS R TR
LTS (LR WA LA 00 (I BE B ik B B 56 29 B B IR 5 A Al , - 22 il 5 77 B
L A e e 45 SR T D2 i AR Sk R b ALK AL A WE I 5 M Vi B S 25T ) BORPE S5
975 ROREHEN s MRS ARt % S A NH A A IRZ K IR o 2 24 /N A 3K it
CT RWHI RS 5 1 BEE 2 BAR b K, PRONDRNG Bk B2 B S 1 I, IR 11 Jo 8 B2 B g
s K/ MRI S/ IR am Ak, S Bk 18 1k i A A si A C LRI 2R 3 5 X 2 W X ). i
RIOIINTE RE RS B ™ A BB R PR R R GRS, R, ARSI BRI AN R, B
TR o

Regulation of Immune-Driven Pathogenesis in Parkinson s
Disease by Gut Microbiota
Wenxia Zheng', Rongni He” *, Zhenxing Yan’, Qing Wang’, Huifang Xie’

1.Shunde Hospital, Southern Medical University; 2.Zhujiang Hospital, Southern Medical
University; 3.Key Laboratory of Psychiatric Disorders of Guangdong Province, Department of

Physiology, School of Basic Medical Sciences, Southern Medical University

Parkinson’ s disease (PD) is a complex progressive neurodegenerative disease. Previous studies have
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demonstrated a range of pathogenic mechanisms is likely to contribute to the progression of PD. These
mechanisms include protein aggregation  immune inflammation  oxidative stress and mitochondrial
dysfunction. The role of the immune mechanism in PD pathogenesis has emerged as a primary focus in recent
years. However what triggers the immune response in PD remains unclear. Multiple studies have shown
alterations in the gut microbiota of PD cohorts and PD animal models indicating gut microbiota might play a
special role in the pathogenesis of PD. Thus both gut microbiota and neuro—immunity are involved in the
pathology of PD. In this review we provided a comprehensive overview of current knowledge on how gut
microbiota is involved in immune—driven pathogenesis of PD and the potential for therapeutic interventions

in  which we hypothesized that the microbiota appears as a potential regulator of neuroimmune response in PD
through triggering o —syn aggregation regulating T—cell-driven immune and inflammatory response and

mediating the permeability of the BBB.

1 NK/T
EZ xR KD
BMhAERAFETER

(FZE] B/ BB 15U Bk 2 AR R 1 5 R M TR LR A AE (pSS) A9 NK/T 4
FELb ELE (4 B B IR RIS IR AR ik MU | BILUREI I i A8 s, B e i2 Wik pSS A3 NK/T 4l
WRELIR I TR IRORE, e . MR A A B A 25 . &R BEBEl, 1%, £
W “HETHESCFROE S 1 AR g, BE 1 ARl BaEREEIEIC ), 528 B/
i KARIG . FAMBekis, WIHRE SR “SUNIRZe H O SSSFE, XU P sk A5 4 22 PR 45
E” T CNRERRE AT 1 shIRIT R, RERTCH AT . AN S R L ORI . A AR
e BUFRAUGER , Z2MhEL, FROSRERS (=) , IR (+) , RAERIME. ARG EdiZ
Prii: ANAC+), BLSSA FUAC+++ ), FERMAPUAC+++ ). INEB EB FHEEAE i 1.24E+5copies/mLo
H MR A ARG MM ER, BNEARIR S . MERAR ECT A4 SUM IR AR HEW D) RE
Zo IRPHEA THRAE . Sk/Fitlom MRI+MRA K WU W28 o & pSS i2WiAwG, nT LUFE Bl 228
e, (RGN EEINE, FFG IR WiZit, AR EB Wi w e, T
BYURE . BEIRTT AR B NGE, H—ItiSJOA AR, TR SR R B EBV 4k K 5P
F 24T PET-CT 4878 . AADUARHE W, | ANRAZU A, R8s, % 8 iR (ke )
LN 2 AN i = A Pk 28 RS AZ AR AR 2 A AL I, 1 A tRARP KL, 5 R (RELR ) IR T RE. el
A R I 2 4 2P0 B A6 A 12 NKUT Ak 98 (TV 199, PINK #4533 43 ), A7 1447 PMD J7
LIy, St pSS MR AT RS 2B, SOk, pSS A NK/T ZHMOik Vg = 0L, idis, B
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FPEEmBERR IR, RAMAIMIESE R, pSS E SIS MG A BRI R I fE R N R 2 —,
e 25 LRI R AR AL

Cdk5 p25
PHHF A ORESED RWB K 4 KR’ HEF

LETEMAFETER; 2EEERAFHNES —ARER;
BEFTERMAFNEE - ARER;: 4WHERTKFMEEMFFQ

(WE] Br: HAMERRMR Cdks BEE R+ p35 7EH 1B T AT 24# ik p25. Cdk5/p35
PR IER KB TorESE, (H CdkS/p2S miGtEFRA NS5 T 2R 1T (AP /R 2616 89 )
&SRR, CdkS HIAK (CIP) J2& p35 C o —Bela ik, 7ERPIAMSEE R #IER T CIP AT LA RE: s
PO Cdk5/p25, AMFFTIE LS. AAV A F1Y p25 i Rk /DB, P74l AAVO /311 CIP X p25 iz
BEME T BN /N BB 2R AT AR R R AR . ATk IRATEE AT AR 8 RIS 1 /0N BRI A & v v A
AAV8-GFP-p25 # 37 p25 i LR M /NRBEA . 1 A H G, /0 B R = 5 5
AAV9-CIP-T2A-mCherry 5% AAV9 25 # U EE . ST 3 AN 5 WA/ BRI E AR (L A T AR
fb, G&8R: CIP WIBMEET p25 i 2k/ MY Tau 8 ASAATHERR . BRI BAns AL R4 1 R 7

(F4E IL-1 F1 TNF- o ) FR/KPFH i R BRI B . (RAE p25 i RIR /NI AR WS R A B 1T
FRVNE A AE A . 534h, CIP WEgeksE p25 b Rik/NRIAIRE S 1 T REFIAR IBHEIRES . SEit:
AAV I 1Y p25 s FRB/N AR RT HT p25 #hABEMERBTTE . I H. CIP AR REA RGNS p25 20
/N BRI T2 5 W AR
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Timm8al
KER'? B2HF KB &' EER® K % HHLY F o' FHHMN

# "' #¥F'° Ouattara Niemtish' & #' & #4' A %'
B Fdsk' dmF’

LB EMA¥ETER; 2EMA¥MES —El; 387 EMRFEMEFIR;
4ETEMAFINEER; S.EMEFRE —WEER

(FZE] B®: 2W—fIHZ-5K ) B -HH Z5 ( Deafness Dystonia Optic Neuropathy
Syndrome, DDON)ZEAAESA . NIEHHECRELA DDP1 fAEY2T6E, AT E T #57 Timm8al 3
PRI AR S (pd236s49X ) B/INE,  FFTEAR B IEIZ L PR A8 S P BRI 25 S DI RE RS2 . Joik: X AR
F ML DNA 4744 2T, iz CRISPR( Clustered Regularly Interspaced Short Palindromic Repeats )
[Cas9 FARM LK i B, B IS HEATAT R SRR T RERN . 255 A 2SN I R X Ju
&I DDP1 H: P R A8 57:0.82C>T(p.Q28X), K RPAERWIIAE N A S A, BRI — 2 HEA A ]
ARSE, MIRBNER B =002 5, BFEMIGKIZEC Y DDON LE51NE, X 5748/ & 3 -
1. RA/PNRASHLEE Timm8al 1Y) mRNA A i m, HAMIAF] Tim8a HMFRIE, 2. RAE/N
B2 FIRTT IR AR ] e, BRSO, RS B AR B/, EHFFa AN . 3. Witk
kit 5 (Auditory Brainstem Response, ABR)ABLAL/IN R HIWT Jg RO L (e g, R W1 J5080iR
4 ATREER AR/ NET AT IR, (HIs3h R R IIRE S5, HIRIE M2 R iCREZ . 5.
HLERE 2 AL /N B AN TR DX RIULPA Y SR I A A E AN [RI R BE R i | Sl RN 23 AL A58 . 6. Tim8a
BRI O A CELR SR 1 KPR B S S AR & i . 853 ADPRIImS T T —
DDP1 BiZ8 5K DDON LR IER R Blija, AN Timm8al HENASSRH)/NRAEATHITE, FRE
B, /B Timm8al PRI FSAS SR 2 SEUR RN IX ZREARZE M S, XS 50T 09808 i i hs A
Ko BMFHZ, BICAMIE T Tim8a H FIIIREGK Y/ AL,
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F % BHW Eik L B EERf
FLAFHEE —Ek

(WE] BHH: SIR/NER PSR DR R R RRE 225 ik 9IA 37
Rk /NG B, R MMSE, Moca, Adas—Cog R IEM HINFITIRE, #RIE MMSE PF525 5ok s
ST INFI DI REIE # ZL(NCI, MMSE=27 ) ) B NHITIREREAFAL(DCI, MMSE<27). FifisZzid#& A 3.0T
BESEIRAEUIGR 3D-T1 403 . T2, T2-FLAIR S5H4% L& SWI R f% . it SPM 4. CATI2 T H
XTI PR T1 Z5H950EAT SBM 08T, LRl Bl i) K i )25 . 2558 . NCT 4140 A /M fi
R 170, MMSE #3315 4(28.53 £ 1.07 ) Moca 6 F154343 M( 22.35 £ 3.18 ), Adas—cog
BRI h (8.35+£4.86) 5 DCI HMAM/NMIERTEE 20 #], MMSE &£ V15500 (22.05 +
426) Moca EEFR T35 M (16.10 £4.85) , Adas—cog HFfF/0 N (18.61£9.73) . MMSE. Moca.
Adas—Cog - FRALT PR E] 22 SF ) BB G T438 U(p<<0.05 ) SBM ZMHT & B : DCI AL f5 $07 =] |
Zx bl HERLE A 2 B RERE/NT NCT 4 (p<0.001) o 518 AN HITHREREAT
NS B AEAETR A B R R B 2840, s B TR I A 25 A T RE S 5 40 S i/ N AL 28999 1) AN T e
i

[ S8R ] M/ s B2)2IEEEE s NS D RE R A%

R oA ANEX
W EAAFRINEKR

fiit N Bl ik 2 JZ (Intracranial artery dissections, TAD)JE—FP &R FFET - RAMR = 19 WLGR . ik
T S AT TR 25 4 U 1) 8 R S IR U Sk 2, (BT T Z IR N TE G BRI B0 TR v
B, XRBE AR, BiEE AR T S L (subarachnoid hemorrhage, SAH ) @ik
MR AR o TRZR AL TR L S e e AR AR, I R RIS R R, P
ISR A R LB T E ARG T, SRy B I 1o 728 1) I 2 F8 38 Rk 28 5 RO B e 1 5
PR, MBI LA TAD A S FUC BU L F0E . H AT hsk Z fa ik PR fEds 18 Sl PRAS BILX 2%
B TAD B IR RIS 8 W LE Sk 22, Rl RAERIy SAH &b,
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et B B %

ol A R % — E

(WE] B8: TG00 R AR G R R . AR RS . AL SaBdT
PEEIZIRIINR . FiE: AR ERHEBE R RO I2Ia R 1 B LZE 40 Ak 8 - s N & e
R, OITGat, ARFTORISE, R I SCER, ANZR IR LR . BER BB E AR
BE, bR, ST, DOEMEENE . W . SIEANE SR ROy F RN, FRA LT
TR, REWE. YOKE EMFT S EAT R, REDFEXNENREE SR )RR Z RN, T
A AARTT WA R BRI, ANaBRIL . SO BMER L SE, EROVLR B g, DR s s R, 4R
b NiEshtaeZ R, WS (+) o RIS (+)  FEBRU (+) L AIERE (+)
PRI T2 R fiike A . B EUR . BBIFLRIL. A LR BBCE SR IR . FRBE
i PET-CT( FDG F1 DOPA Vs« BUMAR - | SUIEH 46 2 A I R v DAl A 8 5 R B 224
2R . MMSE 20 43, HAMA 6 43, HAMD 4 4, ALS ZHEETE A 38 4%, 167 L POk nl i I
2, GHH . B | RERIISGEREE, RIHEIRYT . 48 BUEMHREIR -2 sh i 2T H T
TV RG], CARF R AT T 5 . Le 45 & BUBUHH-fhioR —i2 Zh P 2 0k Al e 2
Pt (R L, BARFEIRFAAHE, HEMT 9 SREaMK LR p21.3 ~ pl3.3 (AR
B 60% KM B FE IEUR L . MND- FTD ¥ B4 —i2WibaifE, InK L2 R AR & ZF 4 A
ARSI E RN P2 W — 2 AR . 20 B RTCARUGRIT ik, TR,

GCH1 1
et %2 F K OB

ol A R % — E

[WHZE] By FHEN GCHI ENTERIAGE ARG ALEAR . R 2WANGYT . Fik:
B BT SRR HY 1 G185 GCHT JER B RIIAE AR IR RIER . RME . BWTANRYY . 4R &
#2009 AETCHIAA R ITIR 1B T G bR R, ek, RN, PEBOAMERE  i2 3R
. B, B R KA BB, MEG R, TR, 2808 ChadnT , KT 2
A" RYT, LAARIRI R GE, 2015 4FJT4A BRI, 2018 4F th BUAEIRIL S, WAL YIRS,
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SENIE . ARG BEE AR R, AFKBEAT DBS REEAL: LEEEAREN: B, 55%, W 84E, #l
KIG 14E, 53 44F, LEDD1025mg, 2.PET-CT 7324 PD ARUHEAE o 3004 FRAEAH G EE PRGN (4
BRI F] GCHI 285 75( ¢.239G>A ), 4.l : M2 (A2 L 200mg/~ 22)F 50mg)1.68
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MBI . 5R: SUNSN S KRN E A SCHNRYY, SCRARSG , B AR B0 R K i
JETRE, E4A& CTA RBUNETN SIS AR N I E Y, SUNEETC %, TR AR 3 HEkET
B CTA RN FE Y, RS i AAMUNSIN sk Z 307, A0 EE LA
TAEE BRI ik, BT RN, WU RE. BT SCEkRE miE A ARYT B R
e, ARJRBZ BB kI 2 SN AR K IRV EAE , FRATIRE R 1 BN 3 & 3N Bl ik e J2
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N
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SBP), 24 /NAFEFSKE(SDBP). R E(DSBP) . FIREF KR (DDBP) . A& [BIMC4E 5 (NSBP) . £ [H] &7 5K
JE(NDBP)HAE S 250, Ebds RSSI 2 J2E RSSI A1 B Z o] i A8 S R E e hn . 455« 4F RSSI 41
R A s AR 5 2B (P=6.66 + 6.66)mmHg , 77 [0 £F5K EAS S A2 5L ((P=9.37 + 9.37)mmHg, ¥&HT
RSSI ZH H &7 (a4 1728 5 2B (P=4.22 + 5.59)mmHg . 7 [AIET5KEAEF 28 ((P=5.49 + 7.40)mmHg
(P¥<0.05) . Z5i%: IR AE SR S8 /NG B 2 R ARl ST A OG T A s a2 ™
RS AR S 2R A0 T TSI BT /N B 2 T AT 35 224 ol 73 ) i e 28 5 R 0P i PR TiE e i 3 S /Nl
JokAt I, sk IN L AE P E S 800 & K )2 T REAE

Auditory Fear Conditioning Alters Sensitivity of the Medial Prefrontal
Cortex but this is not based on Frequency-dependent Integration
Hai—ting XIE, Xiao-ya GAO

Department of Neurology, Zhujiang Hospital, Southern Medical University

Although many studies have shown that the prelimbic (PL) cortex of the mPFC is involved in the formation
of conditioned freezing behavior few have considered the acoustic response characteristics of PL cortex.
Importantly  the change in auditory response characteristics of the PL cortex after conditional fear learning is
largely unknown. Here we used in vivo cell-attached recordings targeting the mPFC during the waking state. We
confirmed that the mPFC of adult C57 mice have neurons that respond to noise and tone in the waking state
especially in the PL cortex. Interestingly the data also confirmed that these neurons responded well to the
intensity of sound but did not have frequency topological distribution characteristics. Furthermore we found that
the number of c—fos positive neurons in the PL cortex increased significantly after auditory fear conditioning. The
auditory—induced local field potential recordings and in vivo cell-attached recordings demonstrated that the PL
cortex was more sensitive to the auditory conditioned stimulus after the acquisition of conditioned fear. The
proportion of neurons responding to noise was significantly increased and the signal to noise ratio of the spikes
were also increased. These data reveal that PL neurons themselves responded to the main information (sound
intensity) while the secondary information (frequency) response was almost negligible after auditory fear
conditioning. This phenomenon may be the functional basis for handling this type of emotional memory and this

response characteristic is thought to be emotional sensitization but does not change the nature of this response.
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PR i >60 £ A BIBKHEEREMR L . BEMIIRESRH . RPaii>1 &, FARRE>
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2.56 P < 0.001) o 533 logistic [FIA/MHrEE SR EoR, W . BAFRFEE. BLINLE A A N
RN 5 I ZE S T EIRS AR A OC (OR {EZ0oh 2523 1.272, 2.136  Hi1 1.088, P {H¥<
0.05), ZEi8: MiAHZES AR TERR I f 5 5 o i ZE AR L, M D) R A% B 45 J T o
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W KIS EELREAE S I RERISUEN , BRIEEC /D WA i AR BRAR A, RPIHAOE .

WS EMEZE G AE(FAS) 1ENNIZEAE MR E L ( ALS)—Ffils RAS A, I AR S R0 A T PR,
JREIE i Ry 2 B LTG  FULZE 4 . A RER SRS ( CSM) 7 Z90HE [E) 538 A8 Al b5 56 ) Bl 5 3 2H 4
QLR FEEMEMEE P | HHETGE . AREE SIIRERERT . 24 CSM IR IR R B LUZ ShAER N
5 FAS A5 X453

ARG R AR BRAE S AHT: FAS 5 CSM SR F AR BRERIUANIR] , AE AN IR sl I & s 61 vh — 35 Fi
AR HES, AEETEH A FAS fA R SN RGE Mo s LA 2 i i, ik
sLPA A F s S CSM L AR PSRN . ST I SRR MR IR 3, JF B2 R . it
Gb, FREIR 2 WA M2, FAS & 9F CSM L HLUILA MUP i BRIA 38 5 e, 4
LlFME K FAS JILHL & MUP B BRI 98 3%

L0 ABHE FAS 55 CSM A7, —F LR M/E T3S 1iilh AR AN 28 v A R Z2 RE P RN A2
SIS WS B R . 3BT SGB R R R REREL . A B A MR SEXH2 WL N B2

Gender Differences in the Relationship between Pulse Pressure and
Cognitive Impairment in Middle-Aged Hypertensive Patients
Jiancong Lu, Haiqun Xie, Yukai Wang, Guohua Zhang, Jingjuan Chen, Chengguo Zhang

Foshan First Peoples Hospital

[ Abstract ]  Objective: Hypertension related pulse pressure (PP) is associated with arterial stiffness.
Effects have not yet been studied however despite an increasing awareness that elevated PP increases the risk
of cognitive impairment. The aim of this study was to explore the extent to which PP associates with cognitive
impairment in hypertensive patients and the modified effect of age and gender. Methods: A total of 19512
participants from the China Stroke Primary Prevention Trial (CSPPT) (aged 50 to 80 61.7% women) were
included in this cross—sectional study. The Mini-Mental State Examination (MMSE) was administered for each
participant. Cognitive impairment was defined as one standard deviation below appropriate local norms of the
MMSE in previous study. Results: The relationship between PP and cognitive impairment is linear in men but
is a U-shaped curve in women. In men (aged 50-65 years) PP is a significant risk factor of cognitive
impairment (OR=1.14 per 10-mmHg increment 95%CI 1.05-1.25 P=0.003). In contrast PP is a
protective factor in women of the same age when it below 60 mmHg (OR=0.90 per 10-mmHg increment
95%Cl 0.83-0.98 P=0.021). If PP is over 60mmHg the risk of cognitive impairment is significantly
increased (OR=1.17 per 10-mmHg increment 95%CI 1.00-1.34 P=0.027). For the overall sample aged
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above 65 years PP was not associated with cognitive impairment (OR=1.03 per 10-mmHg increment
95%Cl 0.97 1.10 P=0.279). Conclusion: Results highlight gender differences relating to PP and cognitive
impairment in middle—aged hypertensive patients which provide information for individualized blood pressure

management strategies to reduce the incidence of dementia.

BPAS-MR -
Rk R o ESR OABE & A EX

B EMAFRIER

(#ZE] BB HE-FIRSPCHATIR R #ER R (basi-parallel anatomic scanning, BPAS)E—Ff
BT MR BUREAR, AT T Wos ikt HERL RSk R IETEAS . B REE A o ZE Sl ik el
TP LN KR A SRR . 45T BPAS-MR SUARTEMEFLIE Sk A B 2k P 28 f8 2R i g AR (A
Fik: SHOCER BPAS M A0E, R ERF RSN B Be s AGRHEE M S B iR F9E & 3.0T MR 1Y
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R AAZA ANBEINXS 14 GIHE-FR Sk S EINRESE S & BPAS-MR, MRA . DSA &7, XFTHERT
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[(HZE)] EEMEA: AWTCIELEmB IR AIAERE (non-HDL-c ) fER Ik HERELL
PO IR & A2 R R B B AN A, W REIL TAESE R s 4s (TC. TG. LDL-C. HDL-C,
Apo-Al | Apo-B) . non-HDL-C SNIMAELIAICHEMTEAZ , PR, AUREHE T [T
BRI A REE AL S LI 25 5 (non—HDL—C) i 5 [6], PPAl A% 48 1 AR 722 et dfe ot P4 e J 00 7 T 2
TGRS R, Fik: Lh 987 Z AW dl, [AIMIFERE ARSI A< T R 246 Xt iRdL, iF
A7 Il B SY s e H W =R (TG ) KP4, b ROC M4 I (AUC) SRILE
LDL-C 5 non-HDL-C MYTRIERGTE . G550 WFRAIRgERs . A o 00 AR | i I e B R
O PRI L . HCY /KK BMI ¥y FXTIRLL, W4l LDL-C. HDL-C. Apo-Al . Apo-B
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TR OBEDRO MR . PRI . AR 25 IR L AR RS, R BEAE A il A A v A R 2R 1 1t AR 5
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Apo-B | LDL-C & non-HDL~c {H. #WF5T411% non-HDL-c {H( OR=1.23 95%CI: 1.06~ 1.43 p=0.0056 ).
PERMGA A RS non—HDL-c {HA2IEADC; T HAER TG=200mg/dl [ non-HDL-C {f, ROC [HFH
(AUC) 0.7708, JCARSEPE . Muddt: . HERfE X FHPEBUNAN(E34 5 T LDL-C. 5i%: 1. IMARYE At
iz K R N &, HR B LDL-C. non-HDL-C FrEA/ERIATRETE K. 2. ARMES R 2s i
non——HDL-C A /E Ry g il Ak A b & TGRS P 3R, T H 24 TG>200mg/dl H RN 3w

B % TR ZERI OLAEE

LA HE - ARERME N 208 P ERME AR

(BE] B ShER I DUR AR sk R | AEE N R S8 tEAh (ischemic
stroke, 1) MUK ZIAIICFR . FTik: 400 BIRSHIKskFERE AL MARTE A 1S 8351 399 BiIEAS Hoxf B 1k
INAAG -3 BRIEIE . BRI IR(E R (AR . Ml AR . B, WO DR . m s s . RS
St MU, MR, AR ), SRES LIRSk AL, ] PCR AN A ARk, AT
Uit (relative telomere length RTL) o SRFHZIC logistic [BIH M RTL 5 1S KSR o
G SXAIML, 1S BEAER LOIEEGERINE . RTL 5 1S NS UK, HIrnifbE
RTL=0.7, #ifEsisEK RTL 30 IS XU ( Log likelihood ratio test  P<0.001 ) , BIsi7EXF 1540 UG R & 1
et et . WAL, YIRS R EN, WA T RTL Fle % AR & H EEEE (high
density lipoprotein HDL ) /KFAZ2 HAER, Bl HDL 8K, S48t RTL 28 GAEFRE I 1S XU
( HDL<1.03mmol/L, OR(95%CI) : 5.3 (2.2-13.1 ) ; HDL>1.03mmol/L,, OR(95%CI) : 1.5(0.9-2.2) ;
P-interaction=0.0279 ) . #&it: 7EHEE T DURARET, RTL 4% st KGR sh bk ok e ALY 1S X
W, BIKAY HDL K-V-5 RTL 4k s K2 BAE T, B0 1S XU

(k823 ]  sumrEArh, AxmbiRs, SR EIREN, FRll-xf B
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A % mes RER IR

T E - ARER

(FZ] B AT 2019 AEAEBE R P SR B8 IE R BORE, R 15 4 3l ks i R 52
R ZE, Fik: KRZHE 1CD-9 4N 160, 167, 172 BERBEERFEE ., ARG S BEAL,
Hunt-Hess 739%, 5218 (DSA 5 CTA ) iRt shidi e . SR/ BEER . BEHRE, TR,
FH AT, N OGRS R, M, WA, O, RS SR HhAEIL 194
B, SFR MG T 26-89 %, ARIYBUE 47-53 B iRZ, VHER 579126 % (H1ES5572122%, &
PE59.0+ 116 %) o GIFEIMIE 11561 (8% 72.2% ) , WG 9 B (8% 333%) , FElGIAE 31
(WL 54.8% ) o ZRNENKIE 24 6], ShIKIE A TRITERRA 136 B (R 78.0% ) , FL TJSHEE 58
B (24 22.0% ) o 4345 T ACOM shfikIEEA 49 1~ (1% 57.1% ) , 1CA A 53 4~ (%L 56.6% ) , PCOM
394 (1554 61.5% ), MCA A 351~ (% 16.1% ), ACAH 27 A (153 70.4% ) o BhlkIE A2 <Smm
A 1544 (%2 55.2%) , 5-10mm A 58 4> (% 79.3% ) , 10mm LI EA 64> (1% 83.3%) . [
OIFTOTF IR IR AR, AR WoR, SRR B A Al T fE R R AR AR/ (OR: 2.835 95%CI:
1.46-5.49 ) , @EiIiL/E (OR: 2.71; 95%CI: 1.49-4.88) , Hunt—Hess 4%%% (OR: 1.71; 95%CI:
1.18-3.32) , @l AIEE R AE ( HHey ) (OR: 1.23; 95%CI: 1.06-1.58) . ABFFEAFAAE SR,
PRGBSI HAREBEARERPIA . S8 INSIIKIE 2 L T8 4E A
BE, S0 S0 KR B L B A0 N7 G RS R R A AR K/ . Hunt—Hess 23%% . &1L . HHeyo 89285 1L A1
HHey 1 RERFAS i P 2h ke il 24 XU

BML-111 P2X7 /

#irs ptat x4 FHM @WT REER ETHE REH
BIEMAEEEME (%) ER

[HWZE] B WE BML-111 4Gk Bk i M2 2h TNF-o . IL-18 . M1 BN Tl
Jf/E AR R AR S CDAS/CD11b K P2XT ZARFEIRHIEM , BE— 5T BML-111 By 242 48
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BLdl. FiE: SD KERFEHLN 4 4 RTFAR (SHAM ) 4, Mkskin (CI) 41, BML-111 4 A1
BML-111+BzATP ( P2X7 i##5h3#] ) (B+B) 241, T pMCAO Ji7 24h., 72h J 7d WHja] &5, #EAT#& b
PESy; TTC A IARBEAARL; RT-qPCR A& TNF- o Fl 1L-1 B kA FaCAmMARK M1 B/ g
JEANAR/ VLA s SRR Sk S Western—Blot £l P2X7 Z A A EM . SR 1. WLYEEHLH
Wor: 5 CLA4IAHI, BML-111 M DIREE PS> B FRAL; S BML-111 440G, B+B 4#£T)
REEADIT /0 TR (P<0.05) o 2. MGREFE(RFR: 5 CI4iAHLE, BML-111 AIRRSEARR WA 1
5 BML-111 4040, B+B AMFEMAF B EHIN( P<0.05 ), 3. TNF-o Ml IL-1B Fik: 5 CI4MHIL,
BML-111 41 1L-10, TGF-B #isEE FFE; 15 BML-111 4140 EL, B+B41L-10, TGF- B ik &M
f (P<0.05) o 4. M1 AUNEERAM/E VAL : 5 CLAAHI, BML-111 20 M1 BN B4 /B w2
it N TS BML-111 Z40AHEE, B+B 20 M1 B/ )N o 200 it/ 1 s 40 i (e &4 =5 ( P<0.05 ), 5. P2X7
ZAR: 5 CLAIM L, BML-111 41 P2X7 32 AR IA 0 E AR, 5 BML-111 41481, B+B 41 P2X7 &Z ik
TR BETHE (P<0.05) o &8 il P2X7 2RIk, SEMIH0H/ING B4/ EAn S , A
WVE/D 4R IOV, FTREE BML-111 & AFEM 24 Ve I E LR =2 — .

Bomt BT AR LRI ERE' S’
LT E—ARER; CEXEEHAARFOMEREREER

(FHZE] B®: agasmEimizshiihil (2455 ) , SR LUl 2415 s 1% 5558
BAAT A5 BB AT 55 5213 il i A1 - 500 32 3 0 24 A8 A MR DAL RN T RE R it L) S R3]
ZAES NN RIS FEE R, 3% : 55T HLF A Box and Block Test ( BBT ) &1t 1 PURfANIR] £ fif
MERERIANAN S B RGE B3 B RAESS , 19 A8 4E AR 9 (4R AR AE R F iR BBT LRATLAMESS,
FH 38 3B AYITLLAMAL A5 AT HL - hit BBT [R] 2R AL A2 1AF Il 45 5 5 TR T AR R, iICsR2AEFI %2
AL S5 AR . BE T3S DU il 2 ol i N iy, e AT 55 F 2iE 1
RERFE M2 B . E55R: MCI AAEE IR 2AE 55 IR N iz g IX W] L K Az gl X5 A7 AiAs -] f)
LHAEMBE TGS, HiX—25 T uE ESEE G, 7Ef MG BAESIRET,
MCT AR TR AR, #E AT AR 48 1) 47 BUAR H AORE & 0 BRI  7 BAT 55 RAS T M-+
] 22 HTAR T AR A S EE R I . PEAESS RS, MCI 4. (@ REE AR AL mas i Sl a4 i B b
IR, HEDRIREZENzaIX, &g i SMEPILSSIRET, MCL A A SE BRI A H iy
R, SCIRAERR AL TS5 o 7R A0z gl v vl DL X3 {a e 4 N RIS B A
ARG MA, TRl MCT ZHAE SR 3T 55 R T iz sl X ] DA S e 3 3l X5 A R i ) 179 28 B AT 5
TEsEH, HixX—2 5 TIRT E B SEER TG, AR R IR 9 45 BEAFE 1 Ay B B i sl
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IR ZAT S B NN 4% 2™, RFIBER ERR, SRR AT 55 MR AT 55 P o225+
PERTEHA TN S T TREVIZRIE,  n] LURRHE M 9 265 SE B im0 42 s AL A B T AT 5 ML EA T 2%, 3R
R RCR . TIIREAESS IR AT RE S RTAI . B3I K.

(R ] BURZZIERON ; FEENRT; THREVEIZ LA g MONEss; 24555

Ared T FLH LRF OIE® i B 4
P A¥MEE =ZEK

BERS DRI 1 (MOG ) J&— R 35 T FLASsh ) ik 1 25 22 G2 i s A/ 5 e Jo 4
MR AR B, EAEDRN Z [ B = B RSP AR R RN SRR 2540 o S5 B UE s S R Fhi i
S AN AR PR (MOG-Abs ) JEBURMEPUAR, MAEEEMBIRE 550 o JSiHh, £ X8
B/ R B AR AR B 1 B SR EE -G (MOG-1gG ) A2 AZEBERER PR ARG B B BiiR. TEil
PRIFSE T, AU4G ELISA . Gl . O Sesse ORI e s ML AR I E 7L (CBAs ) A& JLAMGIN 7
PO TR AR E M AR BE RSB (TIDDs ) H1AY MOG-Abs. H:rt CBAs AR5 MOG HiJi
IRIRGEH . HAEARW I MOG Ul JemfizL S sh P 4iifl, MOG-Abs 5 MOG HitJimghis, —hts
MOG-Abs WZ5GHFUE 7o V2R /D 58 5 JoT 240 MM B 11 S8 3R AR 11 -G AP (MOGAD ) 192
Wibr AR IR A CBAs k. {H/2E, MOG-Abs K3l CBAs RG M SEMEnT RESZ VP2 N E R, filin
MOG HUBRI KB . Fakdik . AR . “HoRE Rk, BEfE MOG-Abs KillE = 4:F51fE, MOG-Abs
FEA5Fh TIDDs H A PHAE R I R SO AR R, RIESE T MOG-Abs BH: TIDDs BT IRAFAE S, A
MOG-Abs RN 7k gl it LK, BRI Z 1 TESE 2 MOG-1gG  FRPERY M3 HAT — S AURe ) I R 32
B, (HRFEE A AIG RS2 IR S WS R ] MOGAD JE 5 M. fEXfasaReh, AT
45 MOG-Abs il ik A . HXF A MOG-Abs SUREFFRFPERISZ AT MOGAD 2 Wi R
s
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el E4AE xIAH R
PWRFWEE ZER

(WE] Br: ZRMEEL (MS) 22 R EEAFE AR BRI P2 R0 L PR E T
JREAER P . i (OCB) EHREEZWIAEY FhrEl . e (NIL) KPR
IR, 2 MS AU AT RN A YR . HIRIE MS B OCB Al NIL FAHCHE A
W, Ak A 61 FIFFH 2017 4F McDonald IZWitriER) MS B3 . S RBE AN ALLEE
OCB, Hrp 31 45 OCB B, 30 %] OCB [t B4 FEF Ty e AL 1S NIL KF-. 255 9
A 61 £ MS B 4E 42 AR 19 A2 5Pk, X488 MS B A WAEIR N 29.72 £ 1022 %, RAFFAR
W4 33.77+9.85 %, BT MS BEARTEN 3 (1, 14) 4E, 49 N K-/ % MS (RRMS ) 3,
12 il )5k R AL MS (PPMS) 83, 30 Bl b TR &M, 31 b T, 7eirf 6l
2 MS BEH, A 25 FEHEMA T HRBMIGT (DMT) |, Hb 19 Z8EE%Z T DMT Gyt 3 4
A. B MS B E MM NIL ¥l 17.5400 (3.87, 122.15) pg/mL. 5 RRMS BEAMLL, PPMS H#
AYIILTE NEL KR EHE N (P =0.021) o [FIE, BEEBORHEZLAT AT, I9E NIL W BERRE TR (P
= 0.017) o WA, MM HRIIME NIL KV 55004 2e ) Z A 2 ARG (r = -0.293, P =
0.022) . OCB FHIEEZE (19.2104pg / mL) NfL KF4¢ OCB B (15.4464pg / mL ) &, 7EEA
ARIGAIRZS (B &/Z) 1 DMT 258 pg MS #BE T, Iy NIL LS. &8 Mg NIL &
MS BE GRS AL FRRFE I M US M TEbR, A[E OCB IRZS I MS B3 IS NIL ACEAFAE 225

POYI S 2

HlL A Akl 2 A E I
[{WE] BE: AU S IR 2 - I A T | T DA BT 67 S g
WO JG B U R G 7k, Fosk s ABFGEIE AL 87 4 SR 0T e R A U M 5 45257 4
AR TR BAB AT, 25 114 MR GREL , B CRENLA A 76 4 ). BIEL( 384 ),

119



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

BRI AEIAT T RTAY MRIER AT B0 841 SRZARNFAE . 7EUIZRA1L, I LASSO sl 70 Hr it
PR VAR PR P RO SR B RAAR PR MR A MR AR L~ 7 el , PRI T 2222 B A ] DA PR e SC B T (A 5, 44
LSS SR 03 AR A R T DR 1~ AR SR 4~ -l PR O 5 TOINAS A i e 2 7 4 P A
XA PERESEATIPAL . 2558 : JET LASSO MIHGHZE N 10 DEARFER S AR 700 26 4%
TEUNZRAL . B R R A2 TPl B T R R X . FeillgRdirf, dRdl ey . or
S5O RGAG3 R IR TR | TSR PR 505 55 DU BT IA T A I (10 ) B — & 25 1 b S M s ) 5245 Tt
BAL, R ROFEURCHERERIX T EE, AUC Ry 0.937. MY R AT A REHERE FI X 43 BEAE S0 uE 4 Hh 15 3 F—
AAIESE (AUC 0.906) o 51k ABEFEET X SR U IR T 5 K A RS P s A il — A>3
G- PRI A TS, 2 AT A BTl B s PR PR A S B VR T o
(@i ] hehits, a4, R, B RN, JI1LA.

Zusr L BARBE ELM

HlL A Akl 2 A E I

[(#HE] B9 WEPMERELE AR EIIE, feRETEAs A TR A, A
BUMAZI o ARFEPS B INAEFE 248 SN T AR T IE R, o SO I3t e B Y i 2 2
AR A A 3 e PR B A5 o M, R THRE T i S5t J RIS E A e R i 2T AR
PRl R B2 A X IR PMIERE RS R AL, Wil RIS R B . ik X FRBE 25 B2 W A IR A I
FELE T EUIREE AL A8 I R BORLEAT B A7, AR IR R, R R 2. SR R
LERT S IAESE T WL T 4015 . SR 2, JUHEIFRERINE , KIS BEE A, IR RAERE
LR RIG ST IRBELIYIOYT, REIT AR SN A B A AN, B H A B R B IE
G, SR TRGE R R WA FTBUNAESE . T8 Lk 2R, B g S i K I
REFE, TR0 AR BR T — A5 MR M4 0 22 KA AEAE: , SBAT IR U Z it RS E A . 4518 (IR
HEVEPEMAESEA Z R R, il R EE AR A0S T A2 1k, REAMAARIRYT 5 AP AY A i A AT
ATATBT Y, EAUIG R IMEHEE , A RO R RRETE M A, BRI TR A R, MR
97 IS . FEREGRR . s A s TR U E

(KR  IIEPMEHES:, IAESE.,
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¥

W
=%

%

N

BT

5

HlL A Al 2 A E B

(WE] B AU SR SR BT 5 RO R 0 8, ARG IR R = — T
AU 50 S P 52 W F i L 66 A AU PSSR A TR0 TR . ik ARBIIE IR AL 346 SAIF A5
PR PR G R . F IR 2. L L, R RE RN 2R (n=231 ) FIESIEZE (n=115 ),
N, FIHZHEE Cox BRI, kit 50 i 2 A0 DC I R R 2 TR g i
DURCAY Ak, ARHE BTG o AN TITIASE 76 e 45 380 A XU 4553, R X—tile BRI RUBS A543 s (43 S
8, B AR5 R KBS LAV XU 2H, 42 Kaplan—Meier AEFERHEZR . fiJmmad 2 S i BB EGIIE
XTRRI XA B . SRR ST M REEA T IR, . SR 7RISR Pkt 4 ANEBWTMHE 7. &S
FRILE . R AT T2 A Y . i HDL K, LASHCTY A A #6473 A e ) e g o 32 oA
AU ER] ) S Y TS AR fd s R0 DX A BE R HE RS, C 4850 0.763 (95%CI, 0.694-0.832) , Jf7E
KAFHASFIUESS (CF8%8K 0.768; 95%CI, 0.675-0.861) . ILAM, ALy s B 250 by s JXURG: 4 IR
B 2H . BEI . ABIFITEXT S AR AT 5 O Bk £ 6 i 10 A8 i 2 XU T ABE A, e
RUFI ARG P TR BE , X KU A RGP IX 438, m T4l A A ) & BRIR R Y 7 R 15

o

(R8im ] S, OISO, M son, B, s,

VZV CIDP
AR

BHEAETIER

PEPERAEME BRI M 22 A P20 (CIDP ) S —FPfasie A RIS R F FE p 28, L A 3L ]
M RERE R, TR IR A R BAYI R R R AL i S BT, 25 I8 A S e R
R IEAR K, BRER 0 EAAR YL 5 7B & CIDP, il HBV., HCV. CMV %5, JKyg iR
(VZV ) JE—Fhig 2 () NI, IR 5 TR IR T oy, G e il R M4 R
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g, ShEmR . MR, mER. AR . BRI, BREH VZV iEL AIDP iR FlHs, H
Hi VZV 51k CIDP Wy ol . AT BA2—4] CIDP B3, JTTEZ M, (HkE# VZV DNA H
Ve, ZHURTERIT M IMENATT G, AW VZV DNA #1], m#FinReRIr s, #oR VZv il hE
J& CIDP Wis kR Z —.

BEse & F ELiE
H b A Akl 2 A E B

(WE] B UGS, R, & IWAEIT =, S BE1emyT s
W6 ANH KLU R BUER Z R i, e b EBRBN T1 INBUSAIRES, T2 InsU& s
G, BB ERE S BB LCR . SRR RRU RS AL, Rl 2 Dy I B R 5 % %R (NODDI)
ST PH I WAG T, AT TR B . R SR, BRI S BEAE M &R (ICVF) , W&
BT EHUE (ODL) , BERIATUME (ISOVE) |, AURBFSE E8 0 T IRR MU E M5 K i k1
NODDI bR, Fik: FeATmBMHHIEE T 2019-07 2 2019-12 A THilikEohg il 20 & BE e 2
B2 R R, MTEA LI MR TR L, IR E RGN B R, AL L& b /i
PR B B B HERRTE AL, X 8bpg NHRSE3E T 22 580 ) B 108 5 4 B ARt o AT T Bt i
BT IR ER AT AN 2B, TR T 35k ER 40 8 2 e K PO T 5 il F B2 ) NODDIAH G S8, &5
R 45 AU PERER B B A BRI . AT TR 52 £ 10 %, Hoh 32 250, 134
b, ORI TR G BTAR L, BT S BRI BT ICVE (P<0.001 ) B2 ODI (P<0.001) B 5iR%
fik, ISOVF (P<0.001) BT+, £5i8: NODDI o] LIMERG IR B PERG S Ak, 5 BhER AT TR &L
I Je A 2 I TS A AR

[S&iE ] U EmE, Mg,
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)

HF44 & £ Hal Blumenfeld® /& B4’

4

Ll RFHRUWESER; 2.HERFIHEEFIT

(WE] BH: LSREMEIRE RS R Moo AR B E Rk 2. LW A VR S
R PRI Bz 2 b 2o U A PR R A S ] sk 1T B RIS S0 2 ) SRy kP 9 ( TLE ) K
FRUBEAY 5 2.0 FHAE AR 4 4 L R BB R W DIk Gz 2 B J2 5 L2 A 2 O HE TR FBE R AT, IR EEIRR AT,
TR A AE, O A A S DA S IR LAy | i AR A L AR AR AL 3R RSB L S 2 B
Pl Bhic SO R 96z sh je 2 A AN R AR BTG B . SRRy 1. R TREE IR L R A AR
Up states E/‘Jﬂ%%fj7qu It Down states ﬂj‘%%fjﬂ(qz{&, %d@rﬁéﬁﬂ‘%%i (‘lei/JHj‘%EEffL @&F%M Up
-65.02mV vs. TREFRHE Down -77.58 mV  n=16 H KR  P<0.0001; i &1E Up —65.47 mV vs. HiH
BAE Down =74.98 mV  n=20 HREL P<0.0001; Ba{R-ERN I 25087, Tukey JG2H: F=39.39 P
< 0.0001) 5 2. VREFREREIILA S K AEW], Up states BYSIAE R AL AR 255 T Down states HYE
VBT 3. 00 AV E B 08 0 0 5 R B IR S e 1 A 22 S e T O & /0T : 0.8Hz
vs WREERREEY 1.1 Hz, P=0.14 X, XU K5 n=90 HKR). £it: JrbMmnm & et )2
MZTCLE THIXHHARGS, JF B 5 EIRE K ZMHERRASL, &R e ZMaeocimfi] . Xeartk T RErTaE
SRR B IR B AL Z —

[S&@im ] =i, B8, REMhEIT, 18k,

T & F#&kX

HlL A kAl 2 A E I

(=] BHHY: =E 0 E LS (ovarian hyperstimuation syndrome  OHSS ) Ff- & H 1Ml
PEIRZE TP AR RS A AP Aaay AR, DA OHSS S AT 1, izl OHSS I A sk It
PR R Ak IRAETREMGER | B OHSS J & MMt B IR R AT . RGARB. 1B9T
R, IR SRR TS ] . BER: ABIE 38 B ik, WRUSA TR Z MM IR
FAR, IRIRHEA 2 JR i e 52 A I 58 e G v AV e B9 S PR M 2 TP ) 2 DL 101], 2 R GE AR
P, TR, ZEMPR AT, e BRI 2 9, ZEOTRIBNLT) 4 2 R A B 9 Tk v ek
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B, NIHSSPF4r: 1043, SKfB MRI A& A7 MR it 3l ik K 2 300 A IR SE . AR5 TR I &R $t
BERYY, JUEG SO ES M SEIR, WG, FAEAY A, REIYTERHE LRHNAIT, 2 FRREMS
DiRew ek, NIHSS 1143 3 41, 2 HJGEISIRIREEAR G/, NIHSS PP 1 43, 4518 OHSS 2l
BB AR HE IR J5 8 WA ™ EE R R T e, R R T 2 A IR Y R I R U B SR R K I 3 i
PERGIN, RARBUNE NN . BERR . BK . ks . g EEL . S ReiiE %,
OHSS 75 & tife i 4 A 1L 57995 1) T REAILA A AIGTE T . RS . IRPR PR OHSS AR O R AR
0, SERHUERAYT IR OHSS JF & Sl MRk A h & 2
(kiR ] IR EERBEE AR, IifEsE, buse, KA ME.

& K ELM

FlL A Al 2 A E B

(WZE] B8: B/hnEW (cSVD) ESECRREE WRFZ —, BRI RR IR G
SR ZEXT SVD HBE KRR, ik BEESIIAR PO ERHERE R T TI2RE, LR
854 oSVD, HERSHR KA T EH UGS oSVD Ja, HEBRE UGHARFAAF 6 CSVD 1 e & A K
FHEMAP SRR . AR, IR . EERERAGE . SR @il 2009-2019 FEERE
HL s DD AL T e AT S ARTERY cSVD B3 2373 49, Hrhaisfordt 120 4], 2RISR AR 5.06%.
WisHiRE T, LMEEZ (71120, 59.2%) , BUGEBRFAFE SVD BPEEAERE 72.95 8 <SVD J&if
IR EYERY 405 4R, KfalRRE D EIFE i ERZ (72/120, 60.0% ) , H IR R
(25/120, 20.8% ) , w9 (217120, 17.5% ) , WAH (17/120, 142%) , YA (4/121, 3.3%) FLi
BrEgl) (2120, 1.7% ) 80 A 2D 2 Bifak R DT 2 Bifak: = #3514 40 4 (33.3% ) #1 80
Bl (66.7%) , EfELEI cSVD J5 & A fF 1 ErmtaissE (3.85 vs. 430 4F P=0.8) , HHEEM
D- " BIAIKFE (1.25 vs.0.55 mg/ FEU P<0.001) . £5i8: oSVD BHEFERLK LR, HREKIE
PRTRIZ T DI G ), o I 2 e i WL G IFAE , s fe 2 AR LA S 2 A O 1 i XURS: - R PR AL
FIBYT AT REA F TR A I /N S0 R R R A, (R ZE — DRI

(iR ] M/ PR Bk, BB
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F ¥
HlL A Al 2 A E B

[HE)] BTEMEB: KWAFRSEHES (white matter hyperintensity, WMH ) SFR i (5% 48
( Leukoaraiosis, LA ), JZF87EkEEHIRIAR T2 IAURE T2 FLAIR b 230 A UMl 25 J) Rl e Bz Joe
THBZREB AR GOR . BER RS S PR S (S Skt kN R H WL RSAR o . iR
ARk, M BT E S SICHE . WEIRG . m R . R SEIRE R R R Z B R, 23k
TEo TEAHESEH, FATR T F SR 55 B RAE G R, DLBE— 2D BRI 5T i £ R L
il IR RIER AR MG R BUG . ik Wtk 2010 4F 1 H 2 2019 4F 6 A7e) MNP il s phg el &
BERBEHEAT Sk Flmg L PR AG A RAERE T, O A HAT B E il RAR B0, F S BCk it MRT 5T/l
B 5 BEE (Lesion TOADS ) , BEHUIRIRH R4S 30 4>, HEATHIFr. SR AUk
2055 MBS F T, S8R WoRBERE . BN . B RIFBCT R S 5 A B R AR R A A
K, GERBAGI 2R HP BRI RO R .S58 IR B w5 S 2 ik R 2 157
Rz —o WER A, JUHGE MR RS A PR £ 25, S0 05 o 1 R /) 1T 5 722 g XL
Rr BT RERA Bt o R E AL M BUA TN RE TR, ALASRERS, R/ME REAT SR IG ARAE IR, IEETXF
y[Ol S AL S e T

(k@R ] WABsEES, RN, WL

5

HlL A kAl 2 A E I

[WE] B9 3=eu 0 W FrEsk i A B AR, DU B AT T3, st
MPERA R KA Tk EEAIA Y 1 s A iR F IR A, Skt Bee R A
7R, JEXNZR R SCRRE T~ . R AUIE 68 B AFTME, BREMRME, 1 KANEWIFILIRIR
JEHBUE D . FIEIANG . MEEER B ATES L AEARETI, fEXCR =T, RO TER
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59, RAWHBRE, ARG MRI+MRA+DWI $27 : XSUF B 5 e A8 Nt kb il P bk
Lok B R EER KB 9K o Sh% MRA RIULSH o SktF31+ 0558+ CTA+CTV . fBINSRIEIEZ K7W
MAER, ZEMERIE (BHMED HAE) 5 SN, FIKSERATYR, HIBG ISkl iE;
KUMRAREH AR ISR o ABEIa THIANE . PUI/IMREAIT R (A 24h ) TSI ArEE, il
AT ez EERGE AT R o G5i8 BAN MY 5KAE h— BRI B) B 200 1047 A% | 7 K I ) i e o
B, WARINEAMER, J&TIEREERE R, WIlmRIEIR, MR A AL, HEA
B, alRECA AR B AN IR A 7 S e A2 W T RIS R, iDL, 24 5 iy i 4
W 10% ~ 20%. B8 RISG I F i Shisf ks o 1A Sl ik i EEiad , 2505 R a bk s FE
5K, SR B R SRR N SRR BR 5 S Bt iz oh, SO S ALE],
FORPARHE T AU, IR L 7 . R, FERRE B YUK T A e T IR R K
BRI PSRN AAR, ABERAER T ML A R A BEBRBUEARSE 42K A
(R@iA ] sk ; BANMAEDY TRAL; SR PEAR G i A

BiEse & F E L
HlL A Akl 2 A E B

(FWE] B R S S0 g Je B sl e il 7 5 3k ™ R IE RRE, #f5r aE2s
R . NI RE GRS A s, BRI SR3R T, Ay Al 306 BT s, IF RS S s
INHIZHREIBGR ARG, PhZ SR Ty ) B 5% BE R (NODDI ) & — i Al LAHIR AL M 2 S sl # &
FFEBERAAR TS, AWRIHSE EE T ISEAR S0 A0 BER O P i 8 38 i 1 B 405 5 DA 1 D ek
RARSCHE . Ak FRATRIBUM IS T 38 491 PR Al 40 T LR 2= i Al 2 A s e i 2 Rl 12
MR, 583 T NODDIFIH 58 i T S REA RN D BE £ 3R 00 B BN AR A5 o FRATT Il st bl
BT B AN 228500, SCIRKE B MoCA P43, FFARECT 34 /& 0390 kL (1 NODDI A%
S8, BER: 38 A TR 51 £ 10 Z MBERA MRS, K, 27 #8584, 11 2%,
TEREAE R b, HUIRIRShREIGR (23.7% ) . IG5 (10.5% ) S BRAERR M AER S (7.9% ) 80 W,
INFIDIREIR (B 2% (ICVEF) B TIARIIREIE R 8% (P=0.037) , ICVF KT
0.18 1 5NN RERER A X (P=0.002), £5i€: NODDI A] LA#S B TR R I fE 5 KRt #4 0 AE G
P,

(SRR ) HmsEiE, BERR, A
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BiEse & F E L
HlL A Al 2 A E B

(HE] T=: RENLAERE A AR ZEEL, MR - S BUR RGN AE Y )5 A -
%, WFEEDIREARS, FURMEIIREEGER SFAHSCEN , Soh ARt & RGN0, A8 S tkik MR~
i ASRMERRAS AE . AR TP AR 22 R GRS i B, AIREAINURE BT 5 DR A AR R SO A 5
INE A W AR, TRES RECRF T INE . XTSRRI R, B TR ALY SR
B, 50 AR 5 23 Hh BUBC P s A5 A OG5 380RE , AR YT 938 2 812 350 s A AERAM L e 19 %
WRTEOL, T R BN IAE 5 IR R A SCAER R . Ak BAMET F 20241 A%
2018 4F 7 AFEH IR F MRN8 A B B i 2 RIS 1 3k S0 IRg 07 o 10 R, Tl Bk e 4 173X
Seg NN B0k RO, S HUIRIRDIREIGR , EWIIRE A4 . mMmIESE, DA =30k},
SyFTX AR IR LAE /9 & 5% . ATREIE IR, X S BUR 3 H BUACEA MUEE 1 B P R AT logistic
BIE T, SR ARRIFFILAA 798 LTI MREBYT G R, PRk 50.87 +10.26,
12.8% K HVE, 27.8% K4k, Hhr, (RENINAERT AW RN 18% . FHULFH i BLATEA MUAE /) # ULy R4
FE M ERFELE A E (36.8%) . FIR MR DI REIRAR (14.09%) A5 W FRIE T B A L (26.4%), 4F#E . Fdk
FHCER R T R el 12 11 S 760 A R PRI £ R PR S 3k 28 A8 5 1 BAER A i 79 fe 6 PR 3R (P<0.001 - P<0.001
P=0.009 P=0.034), Z5iE: (R MAELE Sk S0 M T 5 00 8 h &, AT B A] /R
23 BURAN IIURE Y s fE AHE , R HAE A KT, R R Hh RGN A Y S AT, DL R s
F1XF R BAHE TR YT o

(&R ] KBRS , ARENINAE, MFEEhZr G1E,

ZLrir iR BT

HlL A Al 2 A E B
[HE) B8 WiHRE 1 G 2RSSR E R PR R, SRS 2RS0T E AR
RAERIRRR S . RIRHLE . W RIRI TS, SRR E A X R AT, il RIS R I . H
e MR B2 NEHEBTIS Y | 185 208 S 800 2 A P RE R AR B TG AT 31 % 4otk
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WS ATIBRZ T . BRAC . 8 S A AR, R UCAAERFSE 10 0802 2 /NN 2247, ABelR (R
YEOMZRHER . #ig, IR, B, 8T =R EE S R PUEILsKIIES , LA 5
G, IRBIERTIM o RAERAAR: BN 3 9%, Mo, A0 i S @ad sl . B,
W R AE G N ER, SRR RS, T HEE RRG T S BRI ks . fen
AR ERE, TAVIBRG BE R SR B ZH SRR AR, WA RIFAR
DIBR, AR T g BGE . 4Rk IEDIREMEIR S R AR IR TR B ARy BRI
WA IR B LB — b PR BRI REAE K e M IR R R SR E AR B 2 2 R GUAE
W HEHIRS . MR EXET IO R a R R SO A PR R AR 8, T i DN A AR A AR
BRBFIEIRE, TR 28 ] IR 2R
[Regim ] R, ZheeRyE, BRI

1
T % 2= ¥ Zuu FERk ¥ %
F L A F AR AL 2 A E B

(FZ] B 2Eaoeal i B e 28 5 4% (RCVS) IR RFR A . AIRALTH R HIRT IR,
DIV RCVS SE #7190, 980/ RCVS JFA BRI PERG A i LA, Fik: s ReHaan 1l
RCVS I AW RS i A8 2 I R A5 . Y97 S0, IFXHZom i SR T > . SR ABIE 51 %
BYE, 10 AFERTHF GG AL CHLE A i BRI ZU SR AR A IR AR, T RMLRR i et S o B SRR AR 3 ik
o BRRERLE 1-2 /0, SRR CBRERR” , MEPRTI2IR. 10 KETHRIRTE CHLE A IR BRI RE K
o IRBHGA . RIS FC20em, ZEHRILST 0.8, FAHIRWEFA . A F . A2 L RRRAE G, R4
TR . RMAERGE AR LS E . RIS EZ T AR A-RCT (B 40 M BSEAE AT E] )
JERK, RPE ZEMWiK, FHMBMME RPE AR, IR FVEP B BAFEEIIE, AR
PVEP 1E% . SKAUZHRAE MR R R US4 . Skl DSA R SH% . ABCE i/ MURSE . &)
LPEFR . PUMEREE, @ RESERE SRR, BE IR B e, Bai . Wik,
HIRFREM T 0.7, ZIRBEMT) 1.0, BRI REEFT . £5i8: RCVS & —Fh R BB LLa] i v
R TR RERIRAE IR R, BTG IR [ A2 WHRHE LIS g s s Xm R R M £ F 2k
BRSO EAR M R G DIBEB-RTRT LIFE 3 S PIVKIR A5k 0 R Il A5, o vk b B sy 3k
JEIG I 3w N MRA/CTA HBUVEA, SORIRI N U Sk 2 BBk, & “HREREE” B8, JHAE 3
HAWEARE LS . HRENAIFZUSHERIT A E, EZREHRAR, K BT, 2800
AR 4w, HIUS RAF, WAFSS AR UResE k. SIS WA B Tk b )™ &
FERAE . W R R M AT A
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(Re@im ] mss; U0 TR PR i i 2 B ik

T F

H Ol A Akl 2 A E B

(HZE] HBHH: EFESUEMEREBUK (NPH) , BE —BORWEEE, YIRS A, 2551
2o $EE% NPH (I REE S . L AR I GR, ARV NPH #7130, #Z2fieiIk
BHES S o — 20 k. Faik: MAETRBHSGA M | BILAMAS: 2 0 £ B2 RE R NPH U A R
S SARERIL. IRIT RERIE, IR SCEREE T 2] . R ABIE 78 B RAEHE, 10 AT
B BATER S, Fe B IRME, TEURIRDL. SNBEE BN, T “REE 0.125g tid” BT — 4
Ja, BFEIERTCHGEE, TI2W CIEREGEEIE” HBE, MBS BEIERAG W, KRB P21,
MAERG AN g, SEI0E, SUNBARNLTT 5 9, VORULTK 38 &, Al fil S G 5 me Lo L, i
PRAERAYE, AR WH R4 . MMSE 21 43, Moca 19 4. Skl MRI+SWI #2725 XUIMIEJE 5 X KT
BAE DR AL B Akt . SWI $&7- A8 . B M0 Fe i R i TS, S gk iEm R Ui ikiE o
by, WZE4E. TATIEMESRIARISE 160mmH20, BUIGAR 30ml, 5K, HEFTER NI RN
B, WERCRRE A . 5 RE RE R E S AT HEE N EE SRR, AT R AR . &
W IEEMRERREUK, RN T S — R sGE B UKER AR . Z80R B 218
HEATPE, B UHAET) MR, TEREE, DA E AR, A IR =R, FIEE IR
2 FIBUK I, 27 IEH B AU I EASRAME . AR A M AR, W R A
TIRE R, Rl & B IFINZE4R 10 2 AR N2 Wi, T 20978 B & AR En & ARG R, X
PR N2 BRI RCR A, e S AR S TE 8 0 P i AR s PR YRR VR YT, Xk
3 B H 1B SRR MR S T RE I ik — 2D 2 AR A 5

[REIR] MERGAME; EHMEMERK
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YR G G A

HlL A Al 2 A E B

(WE] BH: S0BAR T RIGRR S, R R DLGRTTRCRE . Fik: BlsircE
2013 4 1 % 2017 4 12 A i R2E Mgl 20 & B e b A B IR GEORE, bt . ARl . ¢
HSHL L RYTERIASE, BB A R B AT BB A i R R LRI HEA TR, MR e AR b R L UA )
RN, R A SRt 5 A R R R IR R A, Z6R: ABFFRIEGIA 91 il A
H, PR 62.0 %, BHEEE 47 Ao 91 BiEE T 51 6 (56.0% ) ki rEAr, 38 4 (41.8% )
Sy, S3AME 2 B (2.2% ) BE MR A T S AR RN 2R . 43 B (47.3% ) B
ARG e TR, Hobh 17 BIRETE YU MR 25 . St As o R R TOAST 23 %4, 9 fil
(17.7% ) RRENWKEFEREILAILAA) . 15 B (29.4% ) NOIEPEREZE (CE) | 27 1 (52.9% ) NHAb
JEIA (SOE)., MNHEFEREA 2.0% (1/51) 3% n-PA FIKIFEIAITY, 5.9% (3/51) FTHURIGYIT . ik
R U5 R Ay IV R GEBEE SRR S R R B MR L . AT 25 L N R S . AR
REFE 5 M 1 I R A, AR G PR IR ORI R A Y L 81 3 T 8 12 ( p<0.05 ) 5 il
B ZH AR E A I MR R GepE . T ARG L Ll i TRGAEFEA ( p<0.05 ) 5 i H14 i 2L 258 1t 7t [ s ) 61 b
HEALIEME (INR) B, iii/MR (PLT) HHEEEAR (p<0.01) o Z&3A97, Hrb 39 #i] (42.9% ) 4% ih
B, 24 1] (26.4% ) FE™E A HBe, 28 1] (30.8% ) BHIET . Wl EAL4l NIHSS #¥453. MRS
P4y INR(EIE T4 (p<0.01) 5 MAb4 PLT T80 AR THFH4H (p<0.05) o ZEig: Beiyaerh
BEBIFR I, BHEZM R, BEENMAELIPRERE . BN, ZHEAR

(XA  BeAH; MM, M.

CD8T
W BPLY BRATAT W R BELMA

L AFRRWEAER; 2.8 7 ERKF
[#w=] B89 iEiiifs (Radiation induced brain injury  RIBI) &3k 850 IR 0T 5 B iy
WRIFEREZ —, PEEmMERENAN TR, AR RESEIAS A A 56iR, BFSE 3%
95 SN TG A S A Pk A I S TR P A A, AELIE AT Gy SO A TS P il 4 v ) A AL
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TG, AR CD8 T 4 EEXT U B E . ik R GBEA LR ZE et
(7715 LEBEIE & I ZH ZUFN RIBL A E R ARG Z 2R A CD8 T 40 . A O MMk A A sh Ay, R
JH RNAscope B ARKG N CD8 T 40MURIEIE ML, GTEAI R CD8 T4M, Zr ikt ry R/,

G . MEALSE R SR, SXIRLURLL, 420 RIBL AR E AL AR AAATE R CD8 T4RM, %Esdt
i 7RiX 4 CD8 T 4l 2 CD44 FHYE, RERIZEML, [FAY, RNAscope 3BTk SE R M 47 sh A 2
HAFAE 5 R CD8 T AR, FLBEE LI K CD8 T 40U 4k B8 m . #iBk CD8 T 4l A iy it
PERGH A5 Sh R RIA L IE R 4L, AR LN, 538 U R A0 A7 7 B35 1) CD8 T A1 fiist i,

BHIWT CD8 T 21 iR AT I8 2 eS8 S PR i 163475 o

[ 4R ] MURERHR; . CDST 40, ¥=2iH . Shitss,

Glymphatic system
x| & A

HlL A Akl 2 A E I

(HE] B LSERIMEEHE BUNAYT I 2 8 2wl . ASeiesaL. 2= e (L
) e ARSI REREAT . IR RSE (Glymphatic system ) 5 AD . JWAESESS INFIZGE
W25 Z2 MO AR OC o {H Glymphatic system 78 S i 458 s v 09 B A2 2 A BT o FRATTWT S 78t I
Glymphatic system M8 LAK I 2% 8 P18 AR DI RE T B E RIS . ik SRR M5 473 /]
BUBSHY, /MIBEREI ST OA-555 YRS WL CSF influx 2028 ; SCIRIKIES 0A-555 YeRbG 4T 1SF
efflux B85 38 e UG5 A8 W SUBE i 22 sl AR VPAL R IS i I s 7284k SR e st i BRI e
AN GFAP/AQPA H FIZRIBHIEML ; western blot J3H7 Il S 57 N IR 48 B U s 7KaRE Sopar 34
Py o A O S /N BB AT ol s . 5 8R (1) HIEEXTIRAM L, B4/ CSF
influx/ISF efflux W02 (2) BRI X2 R R AN B i%fk;  (3) UG 2 s hs
HEGEFEM AR E TR (4) MR KZEZRMNKENSE,;  (5) SIEEXRAMIL, HHEN
BUT BRI RERE RS . g5 (1) BUNR/NBRAT A A IARIIIRE FREFTRES Glymphatic TRES:H A5G,
(2) i 8 e R i S 5t A I 8 18 T B S B Glymphatic JIBE T FEAYIEA

(KR ] R0 IANZIRERAT; Glymphatic system; AQP4,
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wHE ELA

HlL A Al 2 A E B

(BE] B8 FARNTaE e REEmiE. e TNkaiE, BBz,
PR AL B8 R R R Ml A AT TR 080 o L 0 AR ORI 0 SR P 22 D R o (L] 240 LA S P i 4% b A
FABLE AR B o FRAT TR IO J0 200 M 2 75 38 ok 8 O AR A 0, T 5 RS TR I o 22 54
FIINRERIRENG . T3k AN BOH IR DR s B3R 0 BRI SR TR 2 s R RE D /N B
SIS R AR A e A s R TS A e A I ) A B oS it A M S B e s R S Ok
A A A T A A IS EAR AR s Gl UG IR A A 2 sh A P A I 1 1 2l
J12E AL s R R B G 3 i 22 TO W SR B3 1 B0 5 ) A 20 BB S S 22 T ) FL 3R
g; MATE YA S /N BRI T e . 5% (1) HIERRHRAMEL, /s
JZR A AR R, A (2) AN AT R SRR T A AR (3) 40
R BT AE X SR 48 EARBCIE X IR 38 TR (4) fEMUEE , A EAR MMy, Bk
WXL E TR (5) HURIG M ITr M R b (6) HURAL/NR Sl J5 %A i B00)
WAL TR, BRISCE; (7) BOME/NRHBUAMIIRERG . &t OBCH)E Rz ,
AT SR AR AT R T R . QU S R TCEs IS RESZ A, INAIZHRE TR, FIRES L EHif
MK,

(esgim ] i Ehasifs, A, M.

Al
WOR' BT AERMT BT

Ll RFHRUWEKER; 2.0 EFFAF

(=] B89 i (Radiation induced brain injury  RIBI) &3k S50 e 0T 5 B iy
Wt RIEZ —, HEANHIMATERE, CAOIIERVIBOR PR g B b/ N B B A i 5 IR
JrA M BTG ACIRZS , TTAE 22 Rh i 28 2R Geeis I AL A0 /N T 240 i m ks B2 10 I o A i e Al o v 425
PERY AL KRB, SR, H R AT RC IR O v NI B AR L 5 25 R B 40 e A Bl
AR, PEMREEUME NS . i RAGEIOCHEI/N R A N X 2RI 5 /MBS 2m R H 2
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TR DA A s, R A SC I A I S A T o 2 el 2 s st P Y (8 5 R R S B /N
JRAMLZ BV2 JET-IEN; WIS . Transwell J7VEAGI BV2 5 EEIRRAMMEILIE G4 X
ST ALEE, BV2 RS Je iR BRI BT ML C3 SRIB AL 5 SR AR 9 AL PR - 32 A4 3 1 5]
PLX5622 ¥ 5R/INEUIG /IS AT, PPAk BRI o AT v o3k J B T B T A M G A i . SR
C57BL/6] /NERAZ X T4k (it k 30Gy ) MRS 14 J 30/ N 4 ki 5 B s b, BIEIE
TG ARG N s RIS 28 R/NRONRITIRERERY o /NI BT AH LT R BRI fS 28 K, Bz 2 it R fir
B RIS AL, RN IR S/ NI A BV2 RSB TS, (R BV2 Bt (R e ARSI
WA N, ELIE SR IR AN EGA C3 B . S50 X 2R 2 fini B S AR A /N B /DM o 200 M
PAET, HGE i RO B e (A s 5 BRI B A A AL P 2R B AL RS, T AL B R o A A3
IEREAMA LT C3 Bt Sh i 20T, NP U PE R0 0 A N D e R i b b Ei 2R
[SR8iE ] OHERRIO . Al BRI RANM . Wi gl

OB OMEAR BPL T INEE O ETE

HlL A Akl 2 A E B

(WE] BH: WEEECAK (PGB ) XFHUHPEmRIA (RIBI) /INER MR K 2 mh /N 5T 48 At Ak
FNRAE LM . F7ik e K 8 JElIE Balb/e MEM/NRBHAL N 4 41: AEFEEIKLL. PGB 41, RIBI4L,
RIBI + PGB 4, #4110 H. &5& N 30 Gy 1Y X SFHfiptfs, /MdEziah 30 mgke/d 1) PGB J§
WEESHAIT, T 7 Rars/NREA P2, Rl T 20 R f RNA 385, Sl sk igg M
BRI IE A DL K CD68 1Rk, Q-PCR Al 2 il-1b  il-6  tnf-a Fl cox—-2 MHICHAEHA F1Y
mRNA 7K, Z8R.: S5AMEIKAMLEE, RIBT 4/ 2 I o 40 i B R34 A1 HL /M 5 4 e o
CD68 HYFA BN il-1b  i1-6  tnf-a I cox—2 MIERIAER TAY mRNA AKFEH B FE . 2 PGB A
SPIG . /MBS AR M A A G | /N AR L CD68 1Y i 263k LA B AH E AP T mRNA 7K1 7w o
BEMEH, Z2FEGHEEX (P<0.05) o Git: PGB Al W 2P ih 75 /N BRI Kz 2 /M iR
0 B 15 AL N AR AE SN o

(iR ] Samtpk, BOREmE0, AT, RAE RN
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Mutations of RNF213 are associated with sporadic cerebral cavernous
malformation and lead to a mulberry-like cluster in zebrafish
Jing Lin', Jie Liang', Jun Wen’, Man Luo’, Jiaoxing Li', Xunsha Sun', Xiaowei Xu®,
Jianli Li’, Dongxian Wang’, Jie Wang’, Huimin Chen', Rong Lai', Fengyin Liang',

Chuan Li', Fei Ye', Jingjing Zhang’, Jinsheng Zeng', Shulan Yang’, Wenli Sheng'

1.Department of neurology  First affiliated hospital ~Sun Yat—sen University Guanghzou China

2.Department of neurology  Jiangmen Central Hospital ~Jiangmen China

3.Department of neurology  The First affiliated hospital ~Guangxi Medical University Nanning China.

4.Department of neurology  The Seventh affiliated hospital Sun Yat—-sen University Shenzhen China

5.Translational Medicine Centre The First affiliated hospital Sun Yat—sen University Guangzhou
China

6.Affiliated Hospital of Guangdong Medical University ~Zhanjiang China

[ Abstract]  Objective: To screen the candidate genes for sporadic cerebral cavernous malformation  we
conducted whole exome sequencing in 31 sporadic cerebral cavernous malformation patients and 32 healthy
controls. To further confirm RNF213 was associated with cerebral cavernous malformation  zebrafish
homozygous knockouts for rnf213a were established to explore the related phenotype and molecular mechanisms.
Methods: Whole exome sequencing in 31 sporadic cerebral cavernous malformation patients and 32 healthy
conirols was conducted to screen the candidate genes. The rnf213a knockout zebrafish were generated by
transcription activator—like effector nuclease (TALEN) technique. Lightsheet and confocal microscope were used
to observe the phenotype of rmf213a” embryos. Differentially expressed genes (DEGs) between rnf213a” mutant
and wild type were screened by high—throughput transcriptomic sequencing and further verified by quantitative
real-time PCR (RT-qPCR). Capped mRNA was synthesized and injected into embryos to observe whether the
selected downstream molecules could rescue the phenotype in mf213a”™ zebrafish. Results: We identified 5
affected individuals carrying 6 heterozygous deleterious mutations of RNF213 in 31 sporadic affected patients but
no RNF213 mutation in healthy individuals and thus selected RNF213 as the candidate gene for sporadic
cerebral cavernous malformation according to the established criteria. Furthermore rnf213a knockout in
zebrafish led to a mulberry—like cluster of disordered—flow vascular channels occurring in venous vascular bed
which was reminiscent of human cerebral cavernous malformation. The mRNAs of kbthd7 and anxa6 were

significantly downregulated in rnf213a” zebrafish compared to wild—type zebrafish through transcriptomic
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sequencing and RT-qPCR analysis. The mulberry-like phenotype partly rescued by mRNA of kbtbd7 as well as
anxa6 indicating that rnf213a promoted mulberry-like cluster via downregulation of kbthd7 and anxa6.
Conclusion: The work demonstrated 16.1% of sporadic cerebral cavernous malformation cases with a unique
lesion were associated with deleterious heterozygous mutations of RNF213  and firstly identified RNF213 as a
candidate gene for sporadic cerebral cavernous malformation. Together with a mulberry—like cluster which was
reminiscent of human cerebral cavernous malformation in rnf213a mutant zebrafish our findings suggest

RNF213 is a novel candidate gene for sporadic cerebral cavernous malformation.

EHAL WER BT

FlL A Al 2 A E B

(BE] B8 By RER AT 2 Sk SRR i 7 o i i W I e 2 —, HEAAALE] i
AR, CAWITERIVIME B MIAE S MIR T TR 225 hl EEAERT, AOTFEl B M B i 2
SR NI RER A RO o T SRIDBURNG T 5 NI 0 LA 85O0 R, S5 AR A P i
i, SPERGSMI SR R A DT AR AR prau S5 5 I ZRAT VRS A SCHE VRGN, 75
TR P R P A B AR AN [R] S (E) ARSI A B prau Z548HR SONHIAT R, SRS TES RS b3l me /)N
ARSI AR prau FIATHOL K/ NINTIAT HEE . 5% SHMIERAKEBRAHLL, HaHh
J7 I R BTN BE AT SR BUA RIS BERE A A A B 42 KF TR, HAESHA HBUA R EE
BRI AN WL, A S A s, R i s ATERR S Bl g 55 A B ULRR. TS
FAS TEH AR LE , UG 7 5 H BRI BE R A SRt BUA I RERRL AT AR W, ptau181 7K
BETE, (AAEU R A Es, E RO ATS FAE 2 o FERUHE I 5/ B v
W TG 1A B/ BUR R e 4140 on S5 X IR L AT8 Fak B 2, JFHAU R 14
F/NEEY Y 2K B BB s iR S A T A~ s /N U BRI BERRRT . 45T CSFRI 45 PLX3397
R/ NI AR A S B IR AR L, IS 1 S A RNBUR R e AL BoR AT8 3Rk B35
o Bl PR T TIRER NG TR SRR ptau FRIETH R S ECARIDIRERT .

(KR ] MRS, /NS4
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EFEHN PHE?

LA TE—ARER: 2858T #CER

(#ZE] B8: WBIHRTAICEIFEIAEIRINIIFR (NAFLD ) SR 28 (& i AR br s
1k, WFFEARPRT G T T 5 S R ZE A A AR YOG AR . ik WML e — AR ERi i 22
WEMEBERY 3 4FE N NEW-TOAST 4354k K gl ik oks A AL 751 Ko/ INS ok DA ZE A 2 PR s € 209 151135 A 9 Iifs
IRGEKE, 8 1JCEF NAFLD PIZH[NCI 41 ( acute cerebral infarction with NAFLD ) . PCI 4( pure cerebral
infarction ) 1o 3 EHERBEAKE O 49 BIERR AR B AE M IEH XTI, =41 NCI14l. PCI 4],
HC 4. W=z mp3Le vkl BT PCIAL. NCIALZ MR NEE [ . Sish kb 255
BEYECH . NIHSS W55, AR FEA T S, =433 logistic MIHSMHTIfiE & IF NAFLD fiii %€
MfER R . 4558 PCI 41 NCI415 HC 0%, S RBTdad (BMI) | SUIRMERE . Hh =g, 1%
AR R . SIS, JPA g, NCL S PCL AL, 4FEl . BrdfkdE L, &
JRFEIRE . Hh =R AR B AR I T . SR OB . A DSl Ik B 2R L 2 sl ik p g
JRIRRE . BEHECH | NIHSS WA G225 . Z 32K logistic MIHAMHTE R WoRIAR . B ik
o BELMZT & . ARSI NAFLD fiifs 8 & A= il 7 fa B P & OR {20518 2.523
1.272, 2.136 1.088, P{E¥<0.05), Z5if: 1.4 NAFLD 2Pk i 2€ g SO AF e s s 2.2k
RIZERE SRR AL, 280G R CSEETL; 3.5 7F NAFLD S kMR JE 5 . BRI |
PRI ZERURREE . SR RERE AR BE R b 28 D) B B P2 BE 55 5 TR PT RE S ™ . (Kt NAFLD AIRESZ
KBNIK KRR T Ko /NSy ik DA ZE TR S ik M SE g ST AR PR 2R

(SRR ) ARPOREARN . QrEmsEgE; fafs R

2 oA EHH
WA R S — E I
(E ] EH0: MGG PRt TR | LR SR ST 0 F0 FE TR BLA B L
102 9 GNE WUR IR B B PE A S AMMT LB, ks U7 1 1) GNE AU 01 PR 50
LYK TR AL R, FANUARGESULS: | R SUL WA B BRI AT HU A, SR
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AR S PLS R BOR AT GNE LG . 45 R: B, B, 334, P, SFERAIHIBT
o1, FEAJVE KGRI, EHRANE, JoAIHM, @S e bR, 7 FN 594
AR I A E RIS BREE e, PEAEANRR, 3 AFRTHE B 2 I BIRERT 5, mE A
TR, TECHEMPR. RENFERNZES, SUE FE, BEEH,; W ERorsiL)
4 9%, Jmuldy 3 9, ACFBGEsEILTT 4 9%, A FBGEssNLT) 2 9, 22 FRGESG 0 9%, PUBUREREI
W, RERAE (—) o WURRIAEETEE . 260-402U/L, BUKCKR/NEE MR SUMPIYULEE, B )5 o7 LRE,
JRAMUNUETE, SEEL, SUNSBEILR S IZ RN AE . SMBENLHEIE . ZEERTIL, SR — 8 [ L2 ph 22 U
W SMBEIE 0T GNE JEH ¢.2179G>A/G (p.VT727M) FIREEU . WLPIIEAS . WU B LN A 4k 4
PRI, WA AER/NARSE, AT 2R G I, (8 WLEF4EIR5E, SR LR E . A
WA NETGE R R, SRR 2R 3 . DB i B 2z, EES B 6 R E R
SR . FRBENLEIE . ZEiETL. BE kWL EMG 2WUEMRIE . 17 ZARDFHIR: ¢.2179G>A
(p.-V727M), [FAIES &30 GNE FEH 1-7 SAh R 1ok . 4518 se M imiA iy 1A B GNE s, &
WA, KRR LA s TC ) S 2540, s DU 25 i S BEARAE (R 08 PR e A T PEL
o FEBSR NI, Mrae i A R A vl Reth BN IR R B, LR ALl A A w5 B R e 6, A
Kl GE e X412
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77, BEARTEML, WSS IUBTC B N, SENMER, LA NIRRT S, SR ANA RS, H
ARG, BEEER, dRPERTRER, WFESE, gL /g eWkZ EdW . W
K3.25mmol/L. K H . FFRRSEN S S RUER, oo BRI, Freb R, TEMLIAM, JoRk
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SIGERE, DRy, BUE. FREBUNTE 2 K, SRR IR . A, PUREEIR T R, L
FARTRER . RAE: muwLRZESE, WUIHAT, &5 R SMGElEsr Sk (HUIRER, e, Xag,
FLIR ¥IIEH, NCV: SNCV R5liH, MNCV NS, 24 READIERE . MKEEIRIIR( - EEG( - ),
F13L0 MR $7 : BUNAG S 50, BDEIRIASE #1550 U BILFAELREE . 120 MS. R whdiiny 7 e ikt
Jo BEFRAR: GIBle.l64C>A THBURRAE, QL. e DIATid: S B 2s Sk
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A case of White-Sutton syndrome arising from a de novo
missense mutation in POGZ
Siqin Liu, Zhenxing Yan, Huifang Xie

Zhujiang Hospital, Southern Medical University

Background:POGZ is located on chromosome 1q21.3 encoding a pogo transposable element—derived
protein with a zinc finger cluster. White—Sutton syndrome (WHSUS OMIM:616364) is a genetic disorder
resulting from de novo heterozygous pathogenic variants in POGZ  which manifests as intellectual disability
autism spectrum disorder specific facial features and other phenotypic spectrum. To date a total of
twenty—one de novo POGZ mutations in WHSUS have been reported.

Case presentation:Here we report the identification of a novel missense variant in the coding region of the
POGZ gene (c.4042G>C) which occurred de novo in a 15-year—old male and his mother with WHSUS. We
describe their clinical features and compare with clinical data of patients with WHSUS from literature.

Conclusion:Our finding broadens the spectrum of POGZ mutations and provides a good example of precision

medicine through the combination of exome sequencing and clinical testing.

Characteristics of basilar artery atherosclerotic plaques in pontine
infarctions: A high-resolution magnetic resonance imaging study
Siqin Liu, Zhenxing Yan, Huifang Xie

Zhujiang Hospital, Southern Medical University

[ Abstract]  Objective: To investigate the characteristics of basilar artery plaque in patients with acute
isolated pontine infarction based on 3.0T high resolution magnetic resonance imaging. Materials and methods: 30

patients with acute isolated pontine infarction were enrolled consecutively and they completed a series of
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examinations include high resolution magnetic resonance imaging of basilar artery within 10 days. Results: In
16 patients with paramedian pontine infraction, the basilar artery plaque burden was 0.26 £ 0.085 the
reconstruction index was 1.097 £ 0.133  and the enhancement rate index was 1.750 + 0.447.In 14 patients with
deep pontine infarction the basilar artery plaque burden was 0.21 £ 0.055 the reconstruction index was 0.896
+0.223 and the enhancement rate index was 1.285 + 0.611. There were significant differences between
paramedian pontine infraction and deep pontine infarction by statistical analysis. Conclusion: The basilar artery
of paramedian pontine infraction was dominated by positive remodeling  while the basilar artery of deep pontine
infarction was dominated by negative remodeling. The basilar artery plaque area plaque burden and plaque

enhancement ratio of paramedian pontine infraction were larger than that of deep pontine infarction.

The effect of statins on the progression of basilar atherosclerotic
plaques:A high-resolution magnetic resonance imaging study
Siqin Liu, Zhenxing Yan, Huifang Xie

Zhujiang Hospital, Southern Medical University

[ Abstract ]  Objective: To evaluate the effect of statins on intracranial basilar atherosclerotic plaques
based on high resolution magnetic resonance imaging. Materials and methods: This is a single center
prospective randomized parallel and open study and it included 16 patients with basilar stenosis rates of
40% to 99% who were randomly administered with 10mg/day or 20mg/day rosuvastatin.The basilar artery
stenosis  plaque area remodeling ratio plaque enhancement index and intraplaque hemorrhage in the two
groups were recorded after 6 months of follow—up. Results: In the general dose group the basilar artery plaque
area was 4.25 + 17.5mm’  the plaque burden was 0.263 +0.77 and the plaque enhancement index was 1.125
+0.99.And in the intensive dose group  the basilar artery plaque area was 2.38 +5.18mm’ the plaque
burden was 0.18 £ 0.462 and the plaque enhancement index was 0.25 + 0.462.There were significant
differences between the intensive dose group and the general dose group by statistical analysis. Conclusion: The
intensive dose of rosuvastatin can reduce the plaque area plaque burden and plaque enhancement index more

than the general dose of rosuvastatin.
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XGBoost
EETY T XH P oERY A Ox R ok D OF OB’
REF® WER® ¥ ORD R BC

LAKREXHEEHFTL; 20 LA¥HMEE = Elx;
BATEARFETEREGEAT PO 4 EZHEARAH

[HE] B#Y: ZK%EE (Muliple sclerosis, MS) 7E4BR L HIE I ARE PR LERIZ W15
ekt , DALk T ORGS0 V)R B B TR LU 2 R AR A 3 . AT
1) H Rl ML = T BRI EA R TR, DSEsAETT E AR R 2k 2 kb, Aik: 5
ST TSI ZRERAESE . IR hILgl A 239 {3 2 K MEREAL R A 1142 [ xR, BFgE hit
AN 23 i RPEREILB AR 92 fUXTHESE o FRATR AR s 5% ( Extreme Gradient Boosting,
XGBoost ) #AY, BEHLARA ( Random Forest, RF) i, FpZE DI, K #1485 ( K-nearest—neighbor,
KNN), SZRgmiEtl ( Support Vector Machine, SVM ) 5 Fiy ik g sr iRy, JEREULHHRAMIMLI S,
F1 VRIS f ik i AR . @i 5 P SURAEROREIREE . A 1R | Rtk . ERRYERT F1
1R RIPA LGS 7 A S0 MS REIZIBE . &5 : 5 I 38 SURAESS RAM 7 SRR W
XGBoost HRIEA HAEM TAEYERE. 34 MBTER) MS = KU AR S0 A XGBoost 5, FEARHE & 1115
MS iZIW Y E ZPE AT TACGE AR . fEIZRERT, BFE A 30 0,632, FeFEEN 0.903; M7 BniEdEss
RER, BHEMGAREN 0609, FFEH 0.902, ML, PR, 61%, 51%H 49% K HMER AT
I3 —4F . AR =4l 0d XGBoost BB A ], JERIHIRNIN Z A i, &ik: DA T
BT XGBoost FRALFIG A K 19 22 A PRI AL RIS TR, 32 T B mT 3 Bils R B o 2 % k12
WA IE R

(X8R ] ZhrEaifh; Plasy Ik, ombbRasgse; Fhsw

B A5 M5
LW S ER
[WBE] BH: Bt — a0 ek w i B 58 rme 4R 45, 88 % 5 Bl BR B Mo B 2 1) T
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W, PEHETEI R PR BE MR R E A, B2, ik R HT 3 B — B 1208 BBk
G R 52 1) B I RGO BOAR A TORE, AP RS BN B 5 61 % Hlk: EBR, K
R KR 2 K, BIHAEZE 1 RT T 2019-11-13 AFEFREE, ABEAIK: : T 385°C; BP:
115/89mmHg, 2 RS EIREN], SOV, &R G1E, IRBKIGZIToRE, JoRE, Bkl
GERAER, HAR 2.5mm XGRS R, SUNEFEXTFR, SR, AL 5-2%, BN
fEBAPE, 58, Kernig fEFHME. Z5%R: ABCHRATIES, IV B OEMRA . SNEREM . 4
b, BB . SHEEESR . IRAE R BT AR . RS S BT Sk At + i R W PR . S5
[l AR L A8 118mmol/L, 498 0.12mmol/L, B [1:3584mg/L. MNEWH L. &
JE AT, IR . 3+, M40 980%106/L, ZMZAIM: 51%, IAfZ400 46%, PAZANE:
3% WETRORFHRANE . FRBE 2 RIIPERRE (G4e) , BEZEE =K ACIFSE R IR, IESEHERR
RS ZIR9T, BEIGARIRIR, WERAR BRI W Ar s, B BPEEE, JORI, JJEmEE, 1y
OB RAF, 8518 MEEEREREANF LN, AR S K, THERER . B TARRR LR
o EERIN R E TR MAEIR o /DER o> 838 K AR B TP R PR SO SR B A, U B 1
JRAEFE P, WERSW . IRITR I, BURRE, WAEENR .. HATh R PR 25 ) £ T R
£ G, W= PUCAE R A kAl . At ah . SkAt o B — R EIR ST AE R . R
WKER25 . YRYT R 5% B G I T 24 WP i W 2 5 RE S IR B A U AR TRV BE
(IR ]  JEBEEREE . FRIRMIAER | BLE 25

RAZEZ" #y% & #° & &X' Kk & WHEE' dnAx’

LETEMRFRIER
2RI A K E = AR E B AR AL R G

(WE] Tk 2R HEA P E WHKE , (B ke 208 LB W, ASCHGE 1 4]
R MERESNIKIC R iR . RpIseRt: BE, B, 292, W “RALM2 K" F2018-12-27
ABto BEWREN T R ok KR, AL, R ikm, MEkvmE, BhfE s ok
ko AUk B 69 W/4y, MUE: 126/83mmHg. AKTCFHMEMRIE, ABECi = . AR R
30.61 wmol/L, WHALIMZI & . BEMIIRE . JERYL A\ T Mg /\TJCE] 8 5% . O E . OB/ IE
o Sk MR PRSI /NEER . R . AR AR, R AR R AR o Sk S
CTA: fiMEsIlk V3 B s E A . MESh K Wb R . R g7 s A dEsh ik V3 Brag REH
WIGIE, EREE (SRR R . 2W L2 /NIKEESE 2 4 MMES K V3 BrE B (2Rl Rk
K 3.mFEIRE B ERRINE . B4 Tk OB BRIREE 0.11g 2 W/ HBUBEATT, BUKSRRTY, B
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SIAFFE B BRI D RBTEEZ . BT 3. 6 AJRE AR P IHRIE R A HES K V3
BTG, ShAS A — USSR NI 2 E . BRI 16 D H R, E RN O Sk
TR AR, R PR AR 1 21 LS Be OB 7 s i BSK AL  R A Ve, PR k2. MRS
FEATCHPEMAL . S AEMESIIK R 7 BRI IRAR /N A DIMES K V2 W Btz EIEE A, 3D-TOF
A IHESIRK V2 Bk Wi nf WLXUBAE . kIS RS A MIAES K V2 BOW B R a0 feJmis Wi
AMHES K V2 BokJZIFE R EMAE . thie . SERSCRIZ RN o A kR itk )=,
DSA, MRA. CTA bR N2 WJe )2 e L E I IR AR . SCHRIRIE S 3h ok )2 52
KBRS R I A I B R S BRI Lo SRR, bR TP/ M
REMPUBELYISL, WIS T BT R AR AN Z 0

AR
FETARER

(WE] B FEHR RN R (RIFHEii%, COVID-19 ) FeiE 5% B iR AR
VR B AT HBE R 2R, N2k L AR S R BRI A R S B T ARSI S . ik BFRAIA
PR FEARSE T N R BE A T4 B R TR AL VIR BRI, SR FA T TR A 2 A RIS i, 43 3R
WOl #E % (MBI) . Connor-Davidson /L3S (CD-RISC) FItt &S24 eiFE % (SSRS) |
BB ATFER (SAS) FHPAR AR (SDS) XTHOPFEM . CORISME | o SkE . FIRRIARHAES T
it SRHIZTC logistic MIHAT, ik SHOLFERA DGR E ., HER: 75209 A2V d, 4203 A
ST T AR, Z5FN 97.1%, FHAER 263+1.9 %, B 112 A (552%) . HbdoE—LA
519 N(4.5% ), $HE 29 Bil( 14.3% ), £5E 14 41 6.9% ), ABERME 63 FiI( 31% ), FEE 22 #i( 10.8% ),
MR 4EI2: 8 i (3.9% ) o HRAMVAFEMBHEEEFEH (EE) . L= ANIEIR (DP) R AU/ = (PA)
SRS, VR AR 29.5% . T1.4%F 92.6%., ZITLRNEIRIASMHT R, AR IEGEEE 19 R &
At SRR AWAER . ABEEDERN TARERT] Sz AAEORA s N 2 E 2 3CRe . IARFN AL > A Bk
JEREZ s R 2R D R | ARFIAE R, 58 AEEEEIGTE COVID-19 WiATHIRA B ke
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Study of occupational burnout of medical personnel dealing
with COVID-19
Hanyu Weng

Dongguan People's Hospital

[ Abstract ]  Objective: The purpose of this study was to investigate the factors influencing occupational
burnout of medical personnel during novel coronavirus pneumonia (COVID-19) pandemic. Methods: From
February 10 2020 to February 20 2020 the demographic data from 1698 medical personnel in a tertiary
hospital in South China were collected. The severities of depression and anxiety were assessed by self-rating
anxiety scale (SAS) and self-rating depression scale (SDS). Occupational burnout  psychological resilience and
social support were assessed by maslach burnout inventory (MBI)  connor—davidson resilience scale (CD-RISC)
and social support rating scale (SSRS) respectively. Multivariate logistic regression analysis was performed to
identify factors influencing occupational burnout. Results: A total of 1698 of 1774 completed the survey with a
participation rate of 95.7%. The average age was 33.9 = 8.1 years old and there were 1181 women (69.6%).
There were depression (20.3%) anxiety (10.0%) sleep difficulty (30.8%) early awakening (18.0%) and
taking sleeping pills (7.5%) among them. Moreover occupational burnout included subdivisions of emotional
exhaustion (EE) (25.6%) depersonalization (DP) (59.1%) and lack of personal accomplishment (PA) (85.0%).
Furthermore  occupation  educational level and SAS social support psychological resilience sleep
difficulty and early awakening significantly correlated with EE. Age occupation and technical title SAS
social support psychological resilience and early awakening significantly correlated with DP. Age gender
educational level psychological resilience SDS and social support early awakening and sleep difficulty
significantly correlated with PA. Conclusions: Medical personnel all have significant occupational burnout during
COVID-19 pandemic. More attention to psychological factors including anxiety depression psychological

resilience and social support  should be paid for them.
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[WHZE] B&: 28 3 BRI (Kennedy” s disease  KD)EEMIRRII , S0, A A2
L, M S IReE o . I AR TG PEAL , DU R AR, % KD R Bie TR AT
FEREM . TS AE: EEA 2013 4 1 A ~2019 4F 12 A Hilk2g bt (il 22 & & ez RHGA 1Y 3
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AR HEH CAG RPN E LG IRECHR 45~65 K. BEEWRREIIELR, 23 D)Reirsr Kl AR 7K 752
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S ASRAE, BEEWRRRNIER:, 123 HRe o Sl RINAACE- 2 A
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Id & B OB R £ B EAE % 4

PRFWEE ZER

(HZE] Br: HBRAZERPURIT MOG 1 RIS T RANCHI I, Fi%k: 1E Pubmed
FAHZR TN 2010 4E-2020 AEAHOCHNZ E BGATT MOG 1% P05 AR SCSCEEIFHEIT 1 ARG/ e
LR, BER/ DRI AMAEE M (myelin oligodendrocyte glycoprotein, MOG ) 3 & FK ( MOG spectrum
disorders, MOGSD ) s&—FUHriE IR B S/ ST X2 REE ( central nervous system, CNS) %M
BRI . B IR B b BRI E AR 25 7T T CD2+B i R B hi——
MIZH Y (Rituximab, RTX) o HATEROFFE AR, BT RKI/NARME DR, RTX MEA—207
ZIRYT MOGSD RERE I WFRARGO I A, Rl R E B LB B E P RCE AU . R4 MOGSD 5
Z K MAE AR ( Multiple Sclerosis, MS ) B AP B BER 1 R P ( Neuromyelitis optica spectrum disorders,,
NMOSD ) BAZERIAIGRZES:, {H RTX Y7 MOGSD JfoR B3 MR R ak. X alRER o2
RTX IRITATS S K i S8 B P T RER IR T B 88 A 7E R I A5 1Y CD20+3K 411 [RIINE, MOG B #E /i
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Jok ZE W K-, SUBCERERTERIKIT M . P75k, T UL B O FL A B A DR A A S
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Chronic cerebral hypoperfusion induces vascular plasticity
and hemodynamics but also neuronal degeneration and
cognitive impairment
Zhen Jing, Li'an Huang

The First Affiliated Hospital of Jinan University

Chronic cerebral hypoperfusion (CCH) induces cognitive impairment  but the compensative mechanism of
cerebral blood flflow (CBF) is not fully understood. The present study mainly investigated dynamic changes in
CBF angiogenesis and cellular pathology in the cortex the striatum and the cerebellum and also studied
cognitive impairment of rats induced by bilateral common carotid artery occlusion (BCCAQ). Magnetic resonance
imaging (MRI) techniques immunochemistry and Morris water maze were employed to the study. The CBF of
the cortex striatum and cerebellum dramatically decreased after right common carotid artery occlusion
(RCCAO) and remained lower level at 2 weeks after BCCAO. It returned to the sham level from 3 to 6 weeks
companied by the dilation of vertebral arteries after BCCAO. The number of microvessels declined at 2 3 and
4 weeks but increased at 6 weeks after BCCAO. Neuronal degeneration occurred in the cortex and striatum from
2 to 6 weeks but the number of glial cells dramatically increased at 4 weeks after BCCAO. Cognitive
impairment of ischemic rats was directly related to ischemic duration. Our results suggest that CCH induces a
compensative mechanism attempting to maintain optimal CBF to the brain. However this limited compensation

cannot prevent neuronal loss and cognitive impairment after permanent ischemia.
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[fZE] BH: HTHE RN Kennedy, s disease  KD) MU A RFFAE AR AEBRR L, DUINGE
%P KD BGR, RIZIRIE R, FiE: A 2013 1 H ~2019 49 AT MEX) ML EFBEAZ N
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A, 12 B LR ARG S Bt . AR, CRE LR, 7 BIMEThRE N R, 10 BIFLIR AR, K
KA LR 13 BlJULER LT (Creatine kinase CK) B4E5, 15 B H M =B m, 14 GlREIG , 3 (]
M3 s . WU IR A W 9 Bl KD B ok LD S48 00 e B e K it B 1 38 3l B o7 v 7 P S k2D
(100.0% ) . CMAP FI SNAP I if ¥ B 35 FAR®P <0.01), LUMER: 48 3hVF B 407 % 0 57 o R B v
(188.89% ) , M LA 2 FIHE I P 2245 T BE VNS (P <0.01), 1 Hh i 28 TN I8 Aol 28 3 i 95 AR S 42 I (P
<0.01), IEPHZFIEMZE F J0RRIEAL, TRMZA H REHERIIZE K (P<0.01), Z5it: KD MR
PN R R IERE A RGN AT, A AR . T LARER, ST A Re AR
FfL. KD BFHHATLL IR IR i RO, R FZ S A R . AR
A TR RS AR R R ES xR RN AR E A S S

(kiR ] e, SHUmE,; Mafls, mas, E5NRIERA; BImasifEm

A
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A Rare Variant of Hot Water Epilepsy in a Chinese Boy and
6-year follow-up: A Case Report
Jianjie Kang, HongJun Yang, Wei Wang, Kairun Peng, Xiaoifei Guo, Bingmei Deng

Department of Neurology, General Hospital of Southern Theatre Command of PLA,

Guangzhou, People’ s Republic of China.

INTRODUCTION: Hot water epilepsy (HWE) is a rare form of reflex epilepsy. Neuroimaging studies rarely
performed and interictal scalp EEG CT or MRI studies show mostly normal findings in HWE patients which
have been described in the literature. HWE is viewed as absolutely benign and does not cause neurological
damage. PATIENT: We report the clinical EEG  and neuroimaging findings of a 14—year—old boy with HWE
and his 6-year follow—up. RESULTS: The clinical presentation of the boy was typical complex partial seizures.
He had spontaneous non-reflex seizures along with HWE. MRI showed the blurring grey—white matter
junction atrophy of the right temporal and hippocampal sclerosis  which were concordant with EEG findings
that focal sharp wave discharges mainly showed from the right temporal region. PETCT showed a low metabolism
in the right temporal lobe. His memory and grades declined significantly two years later. He complied with
bathing in lukewarm water and in taking oxcarbazepine and levetiracetam regularly and then has not had a
recurrence during bathing or spontaneously for more than 4 years. CONCLUSION: This is the first report to
document that HWE may cause cognitive damage if the seizures are not controlled by long—term follow—up. The
clinical EEG and neuroimaging findings indicate localization of the epileptogenic abnormalities to the right
temporal region. It is important to disseminate knowledge to patients for effective seizure control to prevent
cognitive damage beside avoiding hot showers and taking antiepileptic medications. Neuroimaging studies and
neuropsychological assessment should also be considered in HWE patients  especially those with spontaneous

non—reﬂex seizures.
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¥ R FEED ERR

LI MNERMAFE—WEER; 2EMAFEBRPMWET ETAIT

TERRE R LURE A B ARG 26T . PR =2 SRR RO R s M 28 RGP o IARAE A L T &2
Z, VAPEANARIE 2600 0 o PR BEHLI IR R o AT SRR FE 3R W1/ INBRAZ ISR 0 %) B P R P A3
INEEAEIARTE 25, I HAMINZER (lateral habenula, LHb ) PIAZICTE 8 W 50w, mifld LHb
MRZTTIG S ] g8 D IARRE T o I AERT SR D P e 25 A 4a P e R, ARG
TR 3] 7 SR 25 1) P 22 B B HIL A IR AN R ARVE A o A TAREF ST R B AT LU o 00 o i 22 719 40 i
(retinal ganglion cells RGCs ) —#MIlEERAA (ventral lateral geniculate nucleus and intergeniculate leaflet,
LGNAGL)-SMUZER% LHb FYRIZPRER S RAMARAE Ty . BRI, SUfF R M4 7Y 40 o) 5l
L4 (M4-RGCs ) Hl LGN HHY GABA BEfHZ Tk AR S Ml , JFREITE LGN/IGL H Y GABA fig
Mg oot AW LHb Py CaMKIla fff 22 50 o 38 & 4k 2 388 4% 55 5 % 43 ) 2% Ay 3503 40 4l
retinal-LGN/IGL-LHb i Z&3 s HhRp e A 2800 e ) RS PR SAr #5000 22 LON/IGL 1) RGCs il
Z0; b) FRRMER X4 BN E LHD (9 LON/IGL MZTT; o) MEA i LHb 28 S ZoTiii k. i
RZEfR T/ B ARG M T ) S B B 0 4 S8 PR BORSE BY b B 7 AR R AR A T g o AL, AR
ABAUE T @ GIAT PR T TS 2 retinal-LGN/IGL-LHb M FREE IS . APPSR T — 408
A AR ERVFEAARREAT I BB A 2230 B, s G I ARIE A LR it — > B AR,

Initial Plasma Exchange Applied to NMOSD Presenting
Respiratory Insufficiency With Brainstem Involved
Sai Zhang

Guangzhou First People’ s Hospital, the Second Affiliated Hospital of South China

University of Technology

[ Abstract]  Objective To discuss the clinical manifestation and Image characteristic of neuromyelitis
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optica spectrum disorder (NMOSD) with respiratory insufficiency. And we represent a retrospective review of the
use of plasm exchange in the treatment of the severe acute attack of NMOSD in these patients. Methods All of our
patients with respiratory insufficiency who suffered attacks of NMOSD  chosen in our center were
retrospectively considered for inclusion. Results Of the four patients included NMOSD ecriteria (2015) were
fulfilled. There clinical data were retrospectively analyzed . Magnetic resonance conformed that the
demyelinating plaques in our patients can involve the dorsolateral pons ventrolateral medulla or the brainstem
extensively. Severe attacks of NMOSD were improved by plasma exchange given as an initial therapy. Conclusion
Demyelination of brainstem in NMOSD may lead to life—threatening respiratory compromise. Acute attack of

NMODS with respiratory failure can be safely and effectively treated with early initiation of plasma exchange

RNA
PEESNE SN I = T ANE S C N CES S = L A B

LETEMAFEIER; 2RINKFER

(FWE] BAY: s A5 20 0 BUK 5 2N cireRNA Rk, SRIG X 22 53R38
B circRNAs FEATIGIERIE DG B AT, R L B A PR R v R G EEor FHE S, Ak 18 K
SD HEPER FRBEHLA AT ARAL . 24h K 48h i L2, P A Do gy A o7 i o L ASE AR . BREURRAS RNA
AT I P IR 3 25 5 R I8 cireRNAs . FEALIHIE 4 22 7383 cirRNAs #47 qRT-PCR %rilE,
FAE B2F 7508 cireRNAs BV TETIRE . A FHEAFFEE circRNA-microRNA-mRNA JE#E M4, 45
F: (1) SEFR4MEL, IS 24h 1 48h 53514 346 4~ 389 /> circRNAs 22 533&i5; (2) GO
IR RIR circRNAs E’Jfflegﬁ.%'?Tﬂw#ﬂ[ﬂl}:E’J’i% *Iﬂﬁ%ljjﬁb, KEGG 43t W 4
WL & 40 228 1 . MAPK e AT WiIRME R KR F 5@ #; (3) qRT-PCR /R
rno_circ:chr18:17224244—-17264715 %nrno_cncmhrL281093685-281095506E@EéﬁEéiéﬁfiE%ﬂ%éé@ﬂF?%ﬁﬁ%
—F(; (4) circRNA-microRNA-mRNA FIZ%[EI7R circRNAs 1T 5172 miRNAs 254, 1 miRNAs HAT TR
% mRNAs 25601 8. &R mRNAs A g 58 filr] ¥ 1: . BSFMiETEM: . cGMP-PKG Kl
?ﬁDE%L%éﬁﬁomm-U)kﬁ%&ﬂF%%@%emmmsﬁﬁiﬁ%ﬁﬁﬁ;CUE%

BAETUNE R 23 23K50 cireRNAs S5 5 e B AR BROS RRAGVR T, BLES LI 5f BB i@ 1 |
iE R W . Mo K& A Mk SF 3 (3 ) rno_cireichr]8:17224244-17264715 %n
rno_circ:chr1:281093685-281095506 £ K i IfiLf& 3 T, i Hon] B2 ikt 1 o A= B A v i) O
SR
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#

B E A Y E
IR Bl ke 2 AR ML N St B A2, AR | A M P A 2 etk 4 M Bete J2 i
SNBER R . HED TR Eh bR = IR P AFEAR Z A MR A3 7, Rl R e DT S A A AR Y7 75 T

AARRFW, ASCHE AR SCRRIRR R, e sz BT EZ MR i, it —Hiafeingr
T .

DBS GCH1

B4

%
ol A R % — E

[(HE] LEFEM: CCHI HEHNRAR AW AP DRD BHH I, (HEEE O Z 5T
RI—LE GCHI JER A5 Al fE S PD, Hir 239G > A o7 5 78 (AE T EARE R R TR, 74 G SCiik
HOEIZAL R AE MR DBS FARYTR . AR 1 BT GCHI JEK ¢.239G> A {3 mi 5728 I M 4 AR i
HRROIERE, HNLIRRERI ., 2599 &% DBS Y 7y ik, Frik: IR &R B BIcia iy 1 il
GCH1 P ¢.239G>A {7 mi 7B IIAA ARG B E IR IR TR 254G G T bt . &R Ap1E
HHS55E B, MEHNTE 8 AR, KIIIRMSEZE . HWPIRIT, MBURIRIMA 148, SaliE 1 4F,
HHT LEDD 1025mg, FERHA &I GCHI M ¢.239G>A 7 ARG RAE, BRKEL . ABReHLsn
A, PR 45%, N, I ERNGECR W 5%, PET-CT fF&MafmEM, B4 DBS
FARIEAE, L3N STN-DBS FARIGIT )G, SRR R4, HarR W B aEM. 4ie: GCHI &
I ¢.239G>A v i 2788 A] B o LA S0 A 0005 (0 XU, BB Ao s i PR 58 /A 11 £ B A T
DBS FARSFRUF
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FiFgtt wRFT F OB AEF Hwdl ZRMT OEBET R4

LPLWRFHBEE=ZER; 2 A= ER

[{BE] HB#8Y: 2HrE A Balo [RL.LEE{L (Balé concentric sclerosis, BCS) M MG IARHE S
HFB A, Ak BEEEER AT 2015 4F 2 A £ 2019 4F 12 A28 BCS A MIGARTORE, FEikF TR
Bk oA, GEt AR . SR AT 11 BIERE (B4, & 7) LW BCS, |, KWAER Y 485 %
(7~56 %) o RAMER 2 il HA & PANRYKEE 6 ] R Z A1 5 B, BCS i WAL IR N
k=71 (90.9% ) FINHIFERT (54.5% ) o B KM MRT SRR 0 Rkt Hrb 10 B9
W2 Rk, 1 B Skt b 6 15 A skt s 2 015 IFRRErE 2 A Akt . 2 ]
WA INZH SR A, ARIREL R N RPEEBEE kL . 10 01 R E T Sk 2 KR b e iR ol
J7, 301 SR KGR AN EREE FIRYT 5 6 BB e 1 S ) 1 A/ Nl i e
BUERAERRATT, 4 BIRE SN T et s e e NG YT . SUA R IR 28
H. MRI R 7 Bkt dis), S “opJz0mht” freehm QM 2 48, &2 1 Bl asmstr; HAl
S H R AR R RO OHRAHORE 1 ], BRI 6 B, SEARU 2 1], 2 B B EAL N Z R VR
b, I452 Z R AMEREARSC B IEIRYT (DMT VRYT ) o 4i: BCS S RMEMLZ HAATEC 4R,
BCS AIREAIF 2 AVEREALRRERGLE, I I 2 R MR LT RE . MR MR RIS 22, HABE TS
[SY/s8

Bl Zyud SweX BIkF HaF FRA RIR P A R

PEARBHREERRRELER

(WZE] BH: X AEIGIRE S . SARFRE L BUS 175387, DO R EEIXT AE A,
Fik: Wk 26 B AE — ISR VERE, SCE . MRIL WA . PET-CT. WER . 697 A, 40t
FHIGRAEIR SAR A4 E . S5 5R  13 fi[F NMDAR fisi%, 2 filFt LGI1 4, 4 5 GABADR i,
3 1) GAD BHEMG 22, 1 1] AMPA2 BEYEMKZ, 1 61 PNMA2 (Ma2Ta) FHEERGA, 1 BIHT Yo HTARBH: MK
%, 1 BBt Hu BUARHMEMm % . 13 Bl NMDAR Ii4 B 4040 9-28 %, FHk 184 % . HAr 13 f
AE BN 19-72 %, P 463 % BB PUKETRE 6 ] (23.1% ) , KM R 5% 14 f
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(53.8% ), INHNZHRE T [ 20 1 (76.9% ) , e A AF 26 1] (100.0% ) , HAXPEAGES 4 41 (15.4% ) ,
PTNMDAR Hii & 145 BN S AGIRE 145], AMPA2 FH AR SR 9 A1 B g 1491, RS sz 22 21 il 80.8% ),
R SZ B 6 1 (23.1% ), fidi MRT AL H 4 41 (15.4% ), WGSERHKR BAGHI: | At W Bt
Bt i BT ] DA R a2 A8 iE Bl 14 AT WS e BB A (53.8% ) o 14 ATk
PET-CT ¥i#t, 10 s X sk s Aok as (71.4% ) , 4 GRS (28.6% ) . Frfs G ik
Wi SALYIIER, 7 BIEATHE (26.9%) , 19 GIEAIRESE & (73.1%) o Fra el g ER
57, BRA SRBEEREE I (IVIG )IRYT 23 1, Aeyse i) 2 4, SEIREH W22 21 4 (80.8% ) , T NMDAR
WA RIET 1) (3.9% ) o L51&: AE LIKEPRERAT . 0 . IANZHRE T M F2ImPREE £, MRI A] & SR
SRS, BRI SR ARSI AR BE B, R ] DA I BB e Ak, Sk PET-CT 2
AR E AR, BETRAE AR TR, HAEMBCT R S . RS SO R G R R TR T A
AT el TS .

2 3

B & ORE 7 X

1&

LEMNRARER; 2RETARER; 3.30ET A4 RER

[HZE] BHH: BATHES 20 HHEIRE LN ESFBAFE 2018 45 11 A -2019 4 4 AMIREIGA T
— BRI I & 2 il e R, BN B TR WA B TR T R v I A R 2 A
Tl FLLRETHGE, Fik: ABTRIINT : BE S, 334, W AR 5 X7 iz, kg
A7 R BB FE R R A, eI 40.5 ©C, M T2 S HE R R, TRR—IKT
HE BN AT 5 K, BEMRRIENITIES 3 RIKEIEH . (H55 4 KA BRI Ao) B
PEATHEANEE , PEARERICR 22 R R . By BAARBMG A . A2 RO S48 30, 22 MR LR Sk B (o Ry
B, BRREE, A:V=2:3, 0= 2R 3 R bR S A S X R IR, ZE I REE AL R
DL “1. BRIGIMIZE R (0S) 2. JERIRITIR” SHNENAYTY . S5 G A MENISH EZLZEMSE 2, 5 /il
WA E R E, SIS S BRI S, O IE R B 2 i e R . ST
ARG LR O 2 RbdiiByY, ML B IE4EE R FRp, I SE0 Bl L1 R 5k 3 R P 45
WY, MRS IRYUEIRYT 4 Ko &R FISRMIEIGYT 2 RIGEEWIAIIRE , nE W ELiE
BHARD), THES BT GR FEAS [T, R PEAE S B SRR , LS BT, 7 RS R
MRS IR, 310 RIGHERAAA R, BE WS IEARE 2 R 0HT, MBS, 15 10 RIS
SRR . FRETRYT A S BIVE A, RGNk . SYUEIRYT)E, AMA msEsaiAE
Mo TR TRIACR , EL e TR S H R LR R A, SR R BLAR RREAR e Ak A A Ol LR
a5 G TACEXRHEAC LS G . RS TR, BOEIEIAEIRYT, 5 AR REEA, PIEEIHRKG
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FERWSEHR o G518 PR I BUAREBAEIR S i e se 5, I R UL o S A Hh B PR D
DLRAEARIS , EE2 R R AT RE AR G SR TR, N S 4 T R R IR

Musk
Lpksy ke B HRra

PWRFWEE ZER

515 : HAENICT A TR G5 BT RINE , H s S e 2 P g R0 R DL G

ROINE: 57 B, 1 A&, nI5Es5 BI%E KRBT AP RRE MM ER, AIHF
MR, BATERE 3m LIAMNAYIAR, 55 2 REEAR H o8 & WP R . Toikilg, MUUEE, ik
AT, EEMES A B, PRGN, FREEL) 10s B, AFTIEKZ G AT SRR, 2 )5 A B D
o FEFREMERERE HE R 0: 00 B THEIRMR AW A R . SO, PFURE, MR, fEm
GH . ORI AU, nl AR A E MRS ¥ o IR IR 74%, 03 130 I3, I
7 Wi E5TE 60.200mmHg, A fLBRME 37.600mmHg, B MEIAR RAEEO T, [HIFEARM N
SN, TR A Rek, RIVEYIL, TR, RREEZ I R R R 3
BT, PESEN, Sk MR, #iME MRI, #56 CTA. JE8 CTA. 43255, WK PG RE 54
AR I S8 o MRS . AR . IRl Re ks Al o BERR I M E S BERE AT . T
SRR LR OATIRIE KA . FRERISSHIERGGR T e, @UUMH PPLIGYT . Bl se
BB, Musk Ui 0.55nmol/L ( IEH <0.05nmol/L) . Wi [EEIENITC S (MuskAb B ) , T
LT 60mg qid, [RIEFT PPLIGYT, MBF AR IIMREAGER . BE TR ile . el ig
JT, R PRI S AR A ) o i

Wit ZEFHEIENITC 2, 15 MG IRYTFRTLA L MG 16725080 i1 B0 T 2423 H ke
25, FEMRA MG BT 250G L N4 PPL J R AR A MR 2R AR, R i 2 2 JE LG 7 i —
P RRIL, BAETE MG B e — IR GBI ZEAE AR
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Olfactory deficit is already present in subjective cognitive decline and
deepens with disease severity in the Alzheimer = s Disease spectrum
qiang wang, Ben Chen, Xiaomei Zhong, Yuping Ning

The Affiliated Brain Hospital of Guangzhou Medical University

Olfactory identification (OI) deficit occurs early in Alzheimer’ s disease (AD) spectrum and is considered a
preclinical AD  along with Subjective Cognitive Decline (SCD). Nevertheless whether SCD is co—symptomatic
OI deficit remains unclear. We studied OI and cognitive (global cognition memory language attention
execution function visual-space skill) functioning in subjects with SCD  with mild cognitive impairment
(MCI) with AD and in normal elderly control (NC) participants. The OI scores deteriorated gradually from NC to
SCD  MCI and to AD. The percentages of Ol deficit became increasingly higher with the progression of disease
in AD spectrum (p for trend <0.001) but no significant difference was found in the percentage of subjective
olfactory deficit among various groups. No significant association was found between OI and cognitive
performance in NC and SCD group. However  this association became increasingly stronger with the progression
of disease in AD spectrum. In a multiple linear regression analysis Ol deficit was most strongly associated with
memory among different cognitive domains. Additionally OI deficit was most strongly associated with
immediate verbal recall among different memory domains. We concluded that OI deficit is already present in

subjects with SCD and may contribute to identifying SCD subjects who are at risk of developing AD.

Interactive Effects of Elevated Homocysteine and Late-life
Depression on Cognitive Impairment
Huarong Zhou, Xiaomei Zhong, Ben Chen, Zhangying Wu, Min Zhang,
Xinru Chen, Naikeng Mai, Qi Peng, Yuping Ning

The Affiliated Brain Hospital of Guangzhou Medical University (Guangzhou Huiai Hospital)

[ Abstract]  Background: Both an elevated homocysteine (Hey) level and depression are risk factors for

cognitive impairment in the general population but no study has analyzed whether the coexistence of an
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elevated Hey level and late - life depression (LLD) is associated with worse cognitive performance. Objective:
We aimed to investigate the relationship between Hey levels and cognitive function in individuals with LLD and
whether the coexistence of an elevated Hey level and LLD is associated with worse cognitive performance.
Methods: A total of 113 LLD patients and 89 normal controls underwent a standardized clinical interview and
comprehensive neuropsychological assessment battery. Plasma concentrations of Hey were detected. Factorial
analyses were performed to examine the impact of the coexistence of an elevated Hey level and LLD on cognitive
performance. Results: Plasma Hey levels in patients with LLD were significantly higher than that in normal
controls. Only for LLD patients Hcy level was negatively correlated with global cognition executive
function attention and visual space. The factorial analysis showed that there was a significant interactive
effect of Hey level (normal and elevated levels) and LLD (with and without LLD) on global cognition. In post hoc
comparisons the elderly individuals with both elevated Hey levels and LLD tended to have the worst global
cognitive function compared with those with LLD or elevated Hcy levels alone. Conclusions: The coexistence of
an elevated Hey level and LLD was associated with worse cognitive performance. Early intervention should be
initiated to protect cognition in LLD patients with elevated Hey levels.

[ Keywords ] Homocysteine Late-life depression Cognition Factorial analysis

okt R HREET dWAET RERT K B KAGS

L) MERASWEE ZER; 2P LA¥WEE —ER

[HE] T8, TWHEIEREGLSSIE (RPLS) E—FhiG RS Gt aiE, W —mEE
MUE IR KA o B DI A B A BEALRD SR AP AR R, FEE R T vl g M sC g sh il 25 At R
RIMFIRALAIT BB I RPLS VERIFAE, FAMB 5 [ A l4E & VE T RE AT LA 2 30K R
RPLS., Fi%k: R Sprague—Dawley KERFEARZHE (LPS, 1wgke, BEIKES) BSFIREAER,
BT IUE (PTZ, 40mgke, M) o I fif5 S AU A /K Sl e A 0 s D I L. IeAh, ik
I, MyEEAFEPS . M AICER (CSF) RUEHET, MWEMLRIENREY (GRETOEENE /N
AN Tha—1 FETE R AN GFAP ) Fm 545858 ( Western blotting 5% VE-cadherin il
Z0-1 1) 3k, BRTHATRERILE . 4558 LPS F1 PTZ 2P AT U BRI B B FE ok i, Fo &
KB B FE . LPS Ml PTZ v W TR ML . LM CSF RAE R F K & RIER Y, BRI
VE-cadherin Fil ZO-1 ZE YL, S5 78 LPS Al PTZ V5 S AU KB T RPLS AR, i B T
WA RESR ORI 22—, B B Tt T % RPLS M9 &P, BRI, o B A48 0E S50 BBB 1)
RERERY, PSS SEORIAS TN, MMHRBORIEA, It P3G AE i AR, AT s 2850

157



FEAEFRB ST IAMBREFRENER TR ERANERTFREN

Mt VeS| K TR A

Posterior reversible encephalopathy syndrome in preeclampsia
and eclampsia: the role of hypomagnesemia
Xiaobo Fang, Haibin Wang, Zifan LIU, Jia CHEN, Hu TAN,
Yanling LIANG, Dunjin CHEN

Department of Neurology, The Third Affiliated Hospital of Guangzhou Medical University

[ Abstract ]  Purpose: Posterior reversible encephalopathy syndrome (PRES) ~ defined by its clinical and
imaging manifestations is a critical maternal complication. The specific pathophysiological mechanism of PRES
has not been fully elucidated and remains controversial. Recently several case studies reported that
hypomagnesemia is present in the acute phase of PRES regardless of its etiology. Moreover magnesium sulfate
is a conventional treatment for preeclampsia (PE) and eclampsia; therefore  we hypothesized that
hypomagnesemia might play an important role in the cascades involved in PRES in PE or eclampsia. Method: We
consecutively collected PE and eclampsia patients who were examined via magnetic resonance imaging (MRI)
and tested for magnesium levels between January 2013 and January 2017. All patients were grouped into PRES
and non—PRES groups based on MRI results. Demographic data magnesium levels and imaging features were
collected retrospectively. Results: A total of 72 patients met the inclusion criteria; these participants were sorted
into PRES (n=38) and non—PRES (n=34) groups. Twenty—four patients (63%) in the PRES group and 2 patients
(6%) in the non—PRES group presented hypomagnesemia. Moreover magnesium levels were significantly lower
in the PRES group during both the acute phase (p<0.001) and the post—phase (p=0.04) than in the non-PRES
group. However there was no correlation between magnesium levels and edema severity during the acute phase.
Conclusions: These results demonstrate that hypomagnesemia frequently occurs in the acute phase of obstetric
PRES and suggest a potential relationship between them. Such a connection would support the application of
magnesium sulfate in PE and eclampsia patients to prevent PRES. However additional randomized trials are

needed.
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M Rk AEME TEF
oM R R E R

(WZE] B PHOREMERR (GPL) B3 . PRGN (AD) BE @R TZFEN (NC)
RIS BEINZE C K P FAiE: 1. 1A 2017-2019 4E) M ERIR2ERHE RHE Bt 22 N RMIGA Y GPT
B 118 ], AD HE 26 B, {@ETZAE AXTIRLL 59 B, 2. 2l A e ek skl i i eI & C
Ko 3. T 22T AT Ge A0, A GPIL, AD I NC =AY MTEHEIN R CKFr 22720k, R
B P<0.05 AR BAG I FE L., &8 1. GPLABRFMIMLHEIHNE ¢ KFH 0.78 +0.02, AD 4
F LS BRI ZE KR 0.84 £ 0.03, NC AMIMEMEANER C /KR 1.10 £0.03. =M MIEMIITE C 7K
A B EMEE T F=54.37, P=0.000(P<0.01). 2. GPI 1Al AD 41z AL, P=0.16 (P>0.05) , WiZH[E]JC
WEMEZES; GPIAM NC A, P=0.00 (P<0.01), A WEMZER; AD 4R NC 4R,
P=0.00 (P<0.01) , A EEMEER. &it: GPLAM AD A MGz C KV IER h2EAVE T
K, 1 GPLALFN AD 42 (0], Mg B E C /K FRER B R AR

BN

LT 0 E

(FZE] B RSN S SIS SRR YT 0N K Bl ik 2k P ZE 38 1Y) 2 e Bl
Fo Fik: FEFBE 2019 48 3 H 2 2020 48 5 A SbEB i rE2E TP Navien /PN SO ARG S 28 F
IR Bk Z e ZERBURIRIT BB 30 B, Ar-Hr BT As Famfsol, PPASARS BN, s
FARBIMFARSG 1 13 E FE 7 DAMFE BEAE H i 22 ( National Institutes of Health stroke scale, NIHSS) 3
DRMARSE 3 NHBKE Rankins % (modify R ankins scale, mRS) P43 H1IALE @GS, &R
A B2 8 1 5 RS 3 A 4k CTA R FHERS 518 100%F1 93.3%. 7Y HT NIHSS $F434
6 ~20%r, FH4(13.6 +3.37)r, AR5 1 J& NIHSS ¥4 0~ 2243, FI4(7.57 £5.67) 0, SARATHZERA
GiitefaE X (P<0.05), 3 NH MV R AHUG R(mRS<2 70N 53.3%(16/30), JHIEF N 13.3%(4/30), £
W: ] Navien fiil NS HE ARG SCAIAT RSNk Sk P ZE R U IR T 7T A R0 o 148 P 8R4 15
BEWG, WOBENEOEE, BoE,

[REiR ] 2MEMREIEE; AU ARSI R4
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ol A R % — E

(WE] B FEFmEE o 5k BRI & iR BUFICUR s i ik . B R
2N AR A /NS R TG AL G E R . ik HEME Sprague—Dawley K ERBHAILIESZ XU XUIe ARV 5
AR R R I e IR B R R TR . RIS 22 J8, BB A A s IR K BRBE L2 i 4 14
KR 0 1 & R BEOEYT (B IUE iTBS 4, n=6) st @ msEdl, n=6) , PR
KEEZ R (R, n=6) . HE Q@SR NIIKIE S . S voitye (o e
G MBP ARic i BERIE S DL . oY (SRS GFAP FRic i) BIW e o 41 AR IR AT 1Ba—1 FRic /)N
A AR RS, DAVEAY BT I I A M A AU NI T A E L . S5 R« @Il iTBS 410 = i R AR
RS B B NS KA R . ST AR BRI AL L, 5 R AR A DR A4 MBP BH: T AR L )
/> (P<0.01) , GFAP PHYE4HMIFN 1Ba—1 PHYEAHAIE I WG (P<0.01) , IBa—1 FHM:ZH i {43
K, ZERARML, A3REAR/ . ATBS IR B SN T i R SUDFAIR (& MBP BHIE AR LG, FRAIK GFAP FH
PEAHARLAN 1Ba—1 FHMEAEMIZLE( P<0.01 ), IBa—1 PHYEHMIAIRAS /N, SRAEYH, SR8 2% . 4518 iTBS
TETT ATV 5 IR ERUDFAIC AR DX I M M, 400 T2 B o 4 PR 8 £ AR/ o 4 R A

ol A R % — E

(WE] B WIS A D) GERE AT B T JCA R XTAEG YT F-Br . A SCHRST ] K
£ 0 I (intermittent  “theta burst”  stimulation 1TBS ) X&7 il B Bk /)N 14578 A BRI 1923 [A]
INFI DI RE A e E FH BB AEALE . ik RIHRUE XU i il 4 v i He JIr 500 /) i A7 K BB RS , I
W v U H R BRBERL A ARV R4, & A TR AL, R 22 JARITALS T 14 K iTBS ¥R
I7, O BREH AN ZS 11 203 A0 [R] I 1) A AR SRR o 3R 97 S5 A7 K 2R BRI LADEAS 2= [T e, IO A7
western blot FIFIZETEEYL (M, WMEEKFMED NRT, NR2A, NR2B, CaMKII« 1 GluR1 B33k, MK
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A1t I R AN A N R AN A A . 5B - iTBS YR 4R T /K B I 3 ot i S5 /) i
BRI e RETE IR, 380 T B8 5 UOBOR H AR BRI BE BT ;- western blot FIFRAEs b Y (4 /R
iTBS V@Y7 HE /N T NR2B (3R IAF1 CaMKIL o BERRAL/KF-, $8H0T GluR1 AYRIA, #I 1 B I e o 48 A A
ANESTANAR AL . S8 1TBS IRYT W35 00GE T W/ R BUM 2 BT AR, W FEDLHI T e 2
1% NR2B—CaMKIT % . 540 GluR 1 F3A FIH0 e J5t 20 B A0

WEaky FREL O LERL
FAFHEE Bl

(FHE] B RPN 0 5 3 R B B2 A DG . ik AFTiEs:
A AT B 106 6], Prf BRI TR (TIWL, T2WI, DWI, FLAIR. SWIJ¥41)
2 S I3 (R R e 2R (Hey) Rl o A4 MRTF i B0 48 . ks ol . i s o] R0 . s i 4
47 R B AR I/ A B R o N IR S T 0-3 Z i SRR, 4 43 SR s B far
., AyHTASRIIR/ N LA Rt R R R 2 Hey /KPR 2E S, S8R AR RILgA 106 5
H, PHER 61 £12 & W/NIERIAATH S s A mrdl i, A (B 67.7% vs 90.0% P =
0.144) . ARBEERSE M (2.70 £0.88 vs 325+ 1.17 mmol/. P = 0.140) . I3 Hey /K F-(12.37 +5.97 vs
14.10 £4.21 umol/L. P =0.089). 1= Hey ] (16.7% vs 40.0% P =0.073)fEMidHal HA R 2R, Hi
TFREAE /DN, 2980 EE X g M3 Hey KV EM I/ ML S A RN R . Bk
THFENLHE— P4 R IARE, XPIE Z 0] 1 O R AT IR A I RFSE

1
Rk EATAE B4 Wit LA
ol K R B — E B

[FWZE] B Rl 1 O EEEHER OSSR S AE P AR I 4 RIS A4 ( Chronic
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lymphocytic inflammation with pontine perivascular enhancement re%pon%ive to steroids  CLIPPERS ) ( AJE
BAEMROIRE R T BEE 1 AR RE R [ B ER SR P b8 L 200 1 S A A i 0L ) P £
IE H I RTORE LLIﬁM/jF’?LKXﬁJ‘*ﬁ%%‘ QAR R ﬁ?ﬂﬂ*ﬁﬁlﬁ@ﬁﬁ@i?ﬁuﬁfﬁﬁ@
VTRl H S B R SN OWEEAR . A SR A 0 R G DL, 20 A2 W 2 [ B
?Jiﬂ\”‘ R P AR L M S P O LA [ e AR P T R . R R %ﬁ?if)u 1 AT REAYS R
SRR b L AR P S P R 1L SR B AR RE R, DASKEAS A sl i AT BRI
HEY. J\7J<ﬂﬁﬂ?\ Aol MOy FELER,  ZE R AR SRR , AP AR R R, BRAREE . ZEfAR
DiE, XUPNIEFE Iy 2 EARAE %ﬁﬁ MRI A] WA | Xﬂﬂl’]fﬁ’%‘—d\ﬂﬁﬂéﬂ?ﬁﬁf “HIUBEE” SRR
Z, VARt —D R . SRR [E PR Al BE A0S BT R aR SOR e M bk L 2 B R A P AR I
B SRR ACAE 1 BifRE

Intravenous Infusion of Mesenchymal Stem Cells Improves the Spatial
Cognitive Function of Rats with Chronic Hypertension-induced
Cerebral Small Vessel Disease
Xiaolu Liu, Yuhua Fan

The First Affiliated Hospital of Sun Yat sen University

[ Abstract]  Objective: To explore whether mesenchymal stem cells (MSC) can improve the spatial
cognitive function of rats with hypertension—induced cerebral small vessel disease. Methods: Sprague—Dawley
rats (n =33) were randomly divided into sham operation group (n =9 ) treatment group [ stroke—prone
renovascular hypertensive rats ( RHRSP) +MSC (n =12)] and placebo group [ RHRSP4vehicle (n
=12)] . Systolic arterial pressure was monitored . novel objective recognition test and Y—maze were performed
at postoperative week 20.Then the treatment group were treated with MSC. All the rats were tested by the novel
objective recognition, Y-maze and Morris water maze at week 4 after drug intervention. The severity of white
matter lesions ( WMLs ) was observed by the method of histopathology. The distribution of A 8 1-42 of the cortex
and hippocampus were evaluated by immunofluorescence analysis. Results: Morris water maze: the animals in
treatment group exhibited shorter escape latency (P <<0.05) , more times of crossing platform (P <0.05) .
Novel objective recognition: the animals in treatment group exhibited more time (P <0.05 ) exploring the novel
object compared to the pre—ireatment stage. Y—maze: compared with the pre—treatment stage alternate

percentage increased (P <<0.05) in treatment group. WMLs severity: improved WMLs severity was observed in
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the treatment group. A 3 1-42: treatment with MSC decreased the expression of A 3 1-42. Conclusion:
mesenchymal stem cells improves the severity of WMLs and the clearance of metabolites and further ameliorates

the cognitive function.

The exacerbation of cognition by olfactory deficits may be mediated by
hyperactivation of hippocampus in late-life depression
Ben Chen, Yuping Ning

The Affiliated Brain Hospital of Guangzhou Medical University (Guangzhou Huiai Hospital)

[ Abstract] Background: Both of Late—Life depression (LLD) and olfactory identification (OI) deficit are
risk factors of dementia and brain regions related to olfaction depression and cognition are strongly
overlapped. Present study aimed to explore whether Ol deficit may exacerbate impairment of cognition and
activity of daily living (ADL) in LLD patients via mediation of functional abnormalities in the overlapped
regions. Methods: One hundred and forty—seven LLD patients and 91 normal controls were recruited. Subjects
underwent assessment of Ol cognition and ADL as well as resting state functional magnetic resonance
imaging scans. 2x2 factorial analyses were used to analyze interactive effects of LLD and OI deficit on
neuropsychological and neuroimaging abnormalities. Mediation analyses were used to analyze mediated effect of
neuroimaging indicators on associations between Ol and neuropsychological scores. Results: LLD and OI deficit
exhibited interactive effects on (1) reduced scores of ADL  global cognition and memory; (2) increased fractional
amplitude of low—frequency fluctuation (ALFF) in right orbitofrontal cortex and right precentral cortex; (3)
increased regional homogeneity (ReHo) in left fusiform/hippocampus right calcarine/lingual/parahippocampal
gyrus etc. Additionally these increased fALFF and ReHo were associated with reduced neuropsychological
scores in LLD patients. In mediation analyses ReHo of left fusiform/hippocampus exhibited a completed
mediated effect on the relationship between Ol and ADL  and a partial mediated effect on the relationship
between Ol and global cognition in LLD. Conclusion : Mediated by hyperactivation of left
fusiform/hippocampus Ol deficit may exacerbate cognitive/ADL impairment in LLD patients. Ol deficit may

contribute to differentiate the high—risk individuals of dementia in LLD patients.
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MEE L ERE
Ol KFHER —ER

[#=] B#®: A5 5 white matter hyperintensity, WMH )25/ %( cerebral small vessel
disease, CSVD) WYHEZHZARARME, ABTS0GED X WMH HATE R, #0T WMH 5 CSVD A5
A F AROCHE . FiE: 2018 4 9 1—2020 4F 1 H FHulik#Mm 5 — B LB iny iy 51 41
CSVD HBEFFEMPINASRAE, Ford 40 RN AHIE (mild cognitive impairment, MCI) B3, 11
BTN E (no cognitive impairment  NCI) R, 2 4B RYFELE N L4222 RN GBS R & )
R FEX (P>0.05) o XFHrA SEHETINNIIRE LM 200G, IF T 2R HR K
Bk, X WMH AT T E S0, e 2 B A FIZRE, % WMH AARRUE Bt 5T aE
SCRIATAOCHE AT . 8558 MCLS NCLERE RIIARIIIRECRARINHINRE . -7 . OIPPAG )

FHAGI AR (P<0.05) , WMH BBUERTHIZFA LS E L (P<0.05) o 7ERIEAFE
MMz BE R, WMH EBUE i SOIIRE RA BB (P<0.05) o 45i18: WMH 14
BUE I35 CSVD B AHITIRE T R DA G

CHRND

HEBLE TR
Hk K FRIER

(#ZE] B8 77 CHRND HER B EE e RIENIC IR B IER R IR . A3
WL BRI ISR . ik el 198 Bk, JLEMIIRE T, S35 . W=7,
oGk, HEEE, MAEE A NBEEWILFARLIRN . Xk #: A7 Mg A kI . R AR
PR A . LRSS, JFRACEE . AR S B LB B LF T A RRIE, &R SLIEH
AP FEUINEORS AT ARG DR 52 o AR L H LB R 2 BE LR 58 o L PRI 35 A A DL A it UL
PERUE RIS . FEPIRG N 2 I CHRND JE[A ¢.826G>A 7%, RASKIATREE, AIDIRA 5 58 K H 5
M LF A AMEN R AR . TRIGTTIRIT G WL IR AT 47 . 4518 : CHRND JE[RIRASSH 18
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W IE S RAENIC S 5k n] BRI B NLIC ) Bz S AN 52 28, = A2 A 2 epu ) ARG At it
o, AR TR, 2 R DG . S TT ] IR T .

Mo kEET BT O FRERC MRAR’

lLEHAFMEE —El; 2EITEARER

(HE] B SOTEZ RGN EETIKEE SEPIA R 2t Fik: B
53T 2018 4F 1 H-2020 4 5 AERER KM —Be el TBEBE (Tl TEL AR EERE ) A Bediesz Hikis e iz
RIZVES A 83 . %38 E L DA BT M REGR T3 (NIHSS ) HERIA g SO NIHSS<5
gve M 193 Bl , i E A SR A BRSO RIS 113 491, DRUAIEE R 80 171, LA MIZH
ABE 7T RN A3 FET R, ABEIFIERE S 24 /N0 55 7 R NIHSS 24U IE AL . HiBei il R
Rankin #3174 (MRS) <2 sritblil. &R BRE, WARF L NFFLA R LT RIEAL,
A H R LT S S AR TAE T L, iR 5 e, b 2 ], SRR i 3 1 PR
BEIGYTH Z L B AR BRBE T, R SR 4 0, e 2 1, S 2 41, P AE
TG #E L (P>0.05), PIdLEE, WG 24 /NSRS 7 K NIHSS PR A BT T R HLI4 55
RG24 /N, E SR F SRS TR T AL R R 76.11% (86/113) , FRIGEGAL TR 72.5%
(58/80) , MMz TCGIT=E L (P=>0.05) . kG 7 K, MG HEE R G4 T
[%R 80.53% (91/113) , JRIAMEHH FIER 77.5% (62/80) , WitH[F 2GS H 42X (P>0.05) .
BEi, PRI MRS<2 ZrHeflsdsc s, SISV RS IR T4 91.15% (103/113) , JR#%
M2 91.25% (73/80) , PRALLLAR, ZRICGITFE L (P>0.05) . it BRI P RE T L
AR, A GRAFT FOE ) SRS AR R AR TR R AR A Y

(ciA ]  RRArh; whlkiite; SEAMSUIAFREIRBE T IR ;
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Mot X TR RHRT OBERET R’

lLEHAFMEE —El; 2EITEARER

(HE] B SOTERarksm ik 2 b B ks iia T A R e et Fik: Bk
3T 2018 4F 1 H-2020 4 5 AAERER RF M —Be el BB (Tl TE ANREERE ) A Bz ks e i 2
PEBRIMAPEA R, AR =80 % E SN EIRAL, il <80 % MARISA . FLitaAA 339 s, Hrw
W4l 59 i, ARERAL 280 ], CSEALLBE ABCRT . K 24 /N 3E E E L TR Bt 2 D) RREGR P45
(NIHSS) K BER R Rankin SR 1F5 (MRS) o HWASPILLEE ABE 7 R MFHELAF . JET
R, A2 Y5 LEND) LB (RS 24 /NP NIHSS #8n=2 43 ) | HBER RIFHUS (MRS<2
a5) W], &R WeE, WARF LSRR JETRIYRAL, Sid 2 B R BAE T
W, S s B, oA 4 B, PR 1B RS BB T 1B, s 10 ],
Hop i 3 ), FuRA a7 4, P REET R 2E RIS L (P>0.05) o mikdl
FARIEHABERT 5 ABE 24 /NEF NIHSS #R, 2R ASHE L (P>0.05) . &itZl END KAER
11.86% (7/59) , HAvHMiAHIE END2 )5 flRl4 END & AR 4.29% (12/280)  Hr A5G END3
B, PRLLHIMADE END 22 R RG24 E L (P>0.05) o HEeH, SR REHUS (MRS<2 %)
BB 57.63% (34/59) , IRIR4H BEFHUS (MRS<2 43) fIHLEIl 72.14% (202/280) P4 b4
ZRAGIFEL (P<0.05) o 28 miavksmteAs b B Wi Nk te b R 4, [RINEAS
BRI A DG H R D RERA K AR FE KBTI LR A A A AR TS I 2%

(SRR ] i, vkt Fikite; SEEEN TAEBMZDREEIT > (NIHSS ) ;
MR Rankin 595> (MRS )

EAF | T M AT FRWT OFRTT LEME
#OMED AT O RELT F 4R
LELAFHER ZER; 2.7 UAFHBERSER;
BEMAFGBAFMMEHAT I LERAAFHEHRLTLALRE

(FAZE] BHH: WMESEHERIERYN (NMOSD) &R & R R MBI YN, 5718
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EIU I B A FR B UK RIE R T 4 PuRA O, (HEZORILHII A, B9 A8 NMOSD &
B RAATE BRI . FEARIE T, FRATKE—2487R T NMOSD  F8E 119 1 57 B FURY J5S B 1Ay
AR . FRS AR TR L 4RSS R A IEE 6 ) NMOSD SR 11 Z AR ZE W R S A 41 41
e, 315 5 BB AR T R o XX SEREAR S T HL B RIS se AL U2 A B, RS 3RS 1) R
TSR SORE AN i . /NI AR Ak o RS RSE B E Fr) Z8 A DU ) 1 3 o 16S AR RNA SR -0 )7
HEATRREZE AT, S5 SIERBEXTIRAHLL, NMOSD HE4E AL A R 4] B As 55, Seadt
R EEERE ARSI BREC, S d e aPrnn, NMOSD 8 W R 558 4 20 it 45 i 5
FEXTERTCH] @25 5, {H CD138-+¢ 4fi7E NMOSD Bl BAw A, 168 MIF45 5 ok, NMOSD ¥ S51{dtHE
X RS RL I R S B E 22 5, Hoh NMOSD Hd R i e Aok 8 E R & T . 4538 NMOSD i
HIHIE RN, ARSI, $ORMIE SR Y T REE i Z AR BRG] NMOSD & 1
TEAE S A BB

BEFS B REX

LW A¥MEE ZER; 2EZHAXEERTRMEH LT RIL;
BHBEARFHAERLEER LR E

[HE] BaY: WGBSR (NMOSD ) EHHXHZ R R KBS AR, FHIETE
TAHMNEHE AQPA-1gG Bilk . WX RUIBE VIRFAE M & Sl S5 e PR I A . R R AR
Mo SRR, BERTFRTEE NMOSD KAA K, (HHLHIATE, Wih it SRR e s DA
K, B R AR AL AR RS E B 0 B R AT RE DR R 2 S RGN . R, BRI T IR0AT DA SE i Ry
Wi wRE, B REEGER, SenfiniE e Mo R s, WCh NMOSD YT IFHEIt. ik BliE
10 445 & NMOSD P2 (58 TRV e 38 1 D A B R RS 5 e, DBt ] JE50 DG NMOSD F) B AT 330 %) A
58, STMICSCHERIEATIAGN A 2E, B NMOSD ISR FERFE, /rdr ELmTRBALH], DL
TR AT RENE . R HAGXTT NMOSD S m& i sl e P s A B, o A SR SE &
P2y 2/3, WITAi R, B A KGR EAMITSEA R 5 E NP4 R 2 RAER, BURE %
TR PR . HETHAA T NMOSD 7Rl B 57 B R T T AH OGS . G518 AZRiRIR
TIAERFEM A W R NMOSD g, st Hnl REMLH NG T B 2 S, (EA ek bl
i3 R REXT NMOSD & HIL il o2
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VAL TEE RKEE K B FHAE 2K
i ARER

P AB AR PR SRR , & — iy LAY IS PR 2 R GER AT PO, T2 2O AR AE D PR 5 22 L RE
MZTTHVEVEG S | MATE o —RAMZE FIUTRR R S MATE I . PRI AL R 2 | s E PR
tha gt . ZINRLHEAENSE, BORBEZMPIRRY, tHETRR AU —Fih X2 RGP0,
1 HAR AT RES 4 B W AR RS o ELIG PR _L A5 20 £ 1 D) RE A8 5 LU 2 RGTAE IR SR
B, XEAMTRSCTE S ThpiE. BE, 0% PD 2R A AR F2 vh ] BE VD K S SV 14 4 5 P
ROIFE T REMTE, ASORZO P BRE L5058, LUEIRZIMPE PD AT, iR Ei%
BRI IS

F O mME F MU IR HEF FHRT e’
RS EOART RS

LPWAFWER =ZER; 254 TARER

[(BE] LT DAEWMSREERIER N E AN R 2B B2 15% R0 (NMOSD ) 45
PeiRkiz; MH, SEEAERICSRBEE R A BRI . AN, 38 B I PR A I TS 78R AR 0
BE: /LIRS R B RERIER T KR NMOSD WG AR & . SRR e KT . 3%
AT EER A T IRBErH R AR o AR AT 28 9 5 B SR B A R0 AL 22 A8 i
RAER N E K ) NMOSD  HeA G IR . AN Geit2%. MRI, 7 UG s . &R A7 471 6
NMOSD & EHfE T 43 B (9.13% ) DIAEM MR RERIEIR A E LREH . Hi, A 88.37% M
BT 633 AERIBEVT B R BUERER . I JERR 2 R B SRS 0 KIS AR
KBRS AR AR A AT 3 . XS B3 1) R AF IR 30 4F 5% (P <0.001 ), IfLYE AQP4 HLiA
FEBAR (P =0.030) , AHEARAEN (P <0.001) Fffii; (P =0.041) EDSS 143, JfHik%| EDSS 3.0
(R B ) I T ARRAS 22 R BERAEIR N B A ERFE (P = 0.028) o 45if: DIARPLM A R B BER AR A
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K NMOSD (8 A AR B, L AQP4 DTSR BRI, IIRES ML M fTTAYAE IR 2 R A i
RAEARANTT A Jek 38 2 P

A S N R B A £ S
LI MHHh RS —ARER; 27 NT%—ARER; 3 NFHL LEERT

(WE] B&: a7 E R TIRe, s VR Z 3R, DL T By 2 A
Fo Ak WROIAE B G R A E R . R, R R I — R SR R A B
P, EHSEEFRIAHITEAL ( Montreal Cognitive Assessment Test  MoCA ) Jb 5t hz . FBHEIAITEAL 5%
( Birmingham Cognitive Screen test BCoS ) ¥l il MU IAMIIBE . &R 1.5CFr A4 80 i1 (917~
1550 11, ZHGE 30 ), 4580 MoCA PHAL, 3 42 il 135 i BCoS P, XfHAZH 30 11345¢ ik
MoCA . BCoS WA, 2. P4 MOCA 434k (2626 +2.28) , MK TX M4 (27.47 +1.28) (P<0.05) , 7#
TN RS & A N 30%0 TR R4 6.7% (P<0.05) o HIF~1H04H MoCA 7341 (26.52+2.13) , A
BERG RA N 26%, a7 14 MoCA 2341 (25.83 £2.49) , NMIBEFE L EFHRN 36.7%, WMEXTILI
HIR 2250 (P>0.05) o F*IHATE MoCA #LA5[H] 5 HAT I REX — 704540 W] AL T X0 BR4H (P<0.01) o 3.
FAZ BCoS VP43 E B Wk i [T AR I H A% 3 B AR T X IRZH (P<0.01) , 7ESERMBR B8, Wrae i,
AR . T8 4 DT ME T X IR (P<0.05) o 4 ZHFFMR (P<0.05) . Hibm
JBRIRE( P<0.01 ) 5715 MoCA SMEALIEADE, B=F2HE ( P<0.01 ) 57710 MoCA ZMEM MM, 4t
LA nT gk AR N AR, AB) ™ 105 i A AR RS & A R TCEH 82200 . 2.MoCA T HF 15k
HITIRETR A, BCoS RIS AW PFAl = NI TIRER) T B, P2/ 5 A Z 4 R BRI s (0] R
1. PATIIRE . AL IR 3B AR L A IR BRI . AR R RS2 0 S DA e ]
Eg
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Long-term Impaired Performance on the Object Retrieval-Detour Task
of Executive Function in a Nonhuman Primate Model of Stroke
Fubing Ouyang, Xinran Chen, Jiahui Liang, Zimu Jiang, Yuhua Fan, Jinsheng Zeng

The First Affiliated Hospital of Sun Yat — Sen University

[ Abstract]  Background: Post—stroke cognitive impairment occurs frequently in the patients with
stroke  but the underlying mechanisms are not known. We aim to evaluate the executive function twelve months
post stroke in a nonhuman primate model of stroke whose brain is structurally and functionally similar to
human. Method: Eight adult male cynomologous monkeys were used in the study. Four of them received
unilateral permanent middle cerebral artery occlusion distal to the M1 branch to induce focal cerebral
ischemia and the other four received sham operation. Cognitive function was evaluated using the object
retrieval task with barrier—detour twelve months after the experimental stroke. Results: In trials classified
cognitively as easy performance of the task was similar between the two groups. In trials classified cognitively
as hard when a reaching detour around the transparent barrier was necessary to retrieve the reward  the stroke
group significantly increased barrier reaches making 2.5 times as many barrier reaches as the control group
(P=0.027). The stroke group also increased the reach number per trial (P=0.027) and made less successful
responses per trial (P=0.033) compared with controls. No difference between the two groups was found in terms of
perseverative responses and initiation time. Conclusion: The performance on the object retrieval-detour task of
executive function twelve months after unilateral permanent middle cerebral artery occlusion was impaired in
nonhuman primate stroke model ~which can serve as a translational model to study the underlying mechanisms

of post—stroke cognitive impairment.

FEH ATeE  ETE
JTREARER

[#ZE] BE: GAD6S BRI S 2R A RRLEMA R, Hh LI F A LR S L
i, (A RN BRI, SR DR HIIGE . ABFFEMRTT GAD6S FIPERI I AL AR5 I
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P ER A PG RARAE . AR S L VAT IR I . iR HRGE 16 GAD6S FRMEMIR A LR B AL G IF
PR SR PG IR . FAE RS R, W, FRATTA LS KX LT PUBMED |2 & 3R GAD6S Hilk
FHPEMEAZE AR A IR B A ZS R, BEITANZE BB IREHE . AR A R, R &
THGERE—4 36 ZZctk, TR R IR &1E, R -FFERME, T RE
SEM RN [N A AR e, AR R, PRV AP, SIEAIXE, EFESm
A A RERE R R 5. 3-4 AR5 AT Bofas . Rk, 1EsH ik, W TAMNE S
S CHEMER . OBURT , TIRITE IR . 6 ARIRR I IR B e R AR, A A L, AR
kb, ABERT 1 H EAEEEE-Er, TEAEEAR, ABREREER TR, AifTE. 725
LRSI, R BLEE NIRRT, T BUSRT SPUIAR 2 R BN RS S A . T2 E 10mg
FRKAE NI I, DL A X B S s Ok, R AR R MR B R AR AR ] W G, R b NT AT
Eo MR IES o M SINE R GAD-65 HUikfHtE. 5 F&AHLEry 1 )E, BRI B 5
fife, A WU EBORE FoR IiB st i R, HhBEJa BV AR, BT E TG . B2
BRI, GAD6S HiiAT SEIEMALEGIES . WRSEIE R . Hh, BAZGSESIHR T, 7]
B GAD6S PR FIAT 2 5 T Hilx S AN E B sl e rh I e hRe i G, 468 AL GG IHUN
(R 9 5 035 A GAD6S HLi e, FHEAARHEMER R A O, SR R R ROR T

Kv1.3 T
REMTE OB FE? B 4R

LW AFMES ZEl; 2RXAF LM E ¥k

[(FE] BH: WHZEERER (NMO) &—Fit A BN B kA0S R R 2 R G0 0
BERS . RO BIESE 2] T 400 (40 Th17 400 ) M4 N 2 5 T IR B iy
FRHELE AR, ABFFOEAL F Kvl.3 338 2 KW ImK, #F5% Kv1.3 St NMO S 4ME fdh T 40
BT VR AL, R Kvl.3 Sl IEBAKR T NMO Bia r$ ks . ik IR 6 Bl 2Pk NMO &
B E AR AT IRSME M43 B PBMCs. RAMAT-HLUR AQP-4 il A Kv1.3 38 i BT ImK il LA
T WSS T 4R REEE | R P B ik R R BE AR ) 1948 fk, ELISA K405 1
EH IR R IR . 8RB PBMCs ZAMINS , X IR =, WAL Th17 Fi
Tth ZHHIECE B 2 . Kvl.3 ZARBEEBIR ImK BEASIR/ X PS T 20 M Ak 9 45 B VR B, Il L 5 0
RGN LB . ELISA 255 R Kv1.3 @A BHWRI AL IR, NMO 3% PBMCs 40555 i h R 4
M F 112, TL-6 Fl IL-17A ¥ B0 58 Kvl.3 @B MR GERSIH NMO 235 40 E i i
TG E B Be e T 4N, D R AN F 43, Bl S K
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TSR HiEsk LW

IFHREARER

(WE] B UM EmimRRI . BB LA, LT A 2 AR FfS 1
fabs R, Fik: AITESMEYAT 2017 45 1 H-2020 4F 1 H 34ERITIRREE 12 Wiz B
MZR" BRFE, FrURF TN G A, S8t Hom i N gE T T IRE: , A ) 202
AELL b AT B RS R AR . R ETIN . AN L RS R A T At 2 4
i, EMG BYRRSAE, I35 Ar DL BRI 5 B BUS AR CHE . R R8N 29 Bkt s .
82.8%K A2, 62.1%EE RIS EI ML T Fji . T R FIHM X RARE . 34.5% 7 HAbH i
P . 483% LHTA ML (EFEIE - B Iraibeth AR RETT B ) | 27.6% S B, HAL
6.9% 87 ST TN L 5 10% 2 Mk Re Ao, HIELENG s R . UIHEE 41.4%
B R, BRE 5 37.9%, WEEIHIRNE 5 27.6%, WRIFDISERHRE & 34.5%, 2K
A~ 1 A G TG sh i i KOOSRl 2R TG AN RIS fER R R . g Beth &k 2 55 Mbi K (B EHR
RHREEZRAX, [Hiabeth 2] LA TEIE R, R 52, NI KRS EREEm 4
A (1 AJRAR TG sh B IE K ) nT B e sh 200 i 19

Kvl1.3
REM OB AT’ B 4R

LW AFMES ZEl; 2RXAFERME ¥k

(FE] B 2R (MS) Z2—Fi A SR T AN EEIA 5 E (BBB) =i
FIP XM RGE, U A E A A DRSS M AR A AR . ARSI Kv1.3 38 3E 22 IRPH
), BFFE Kv1.3 S@EXT MS Sl i i 5 B s i et Ve AR, S Kvl.3 S B A T MS
PRAYTHRAMNE . ik WE EAE KSR, S5 4T Kvl.3 BIBTRIEA AT . TERRIAE
SR SCIRE PG 241K B BBB al i tE . FfiE—2bi it qPCR. Western Blot M s G5k, WHoT
Kv1.3 318 BELIBT ) 0 R B B2 21 b SR 23 i e U B AR OCAR Sl B 5 E ] . 8658 EAE K
RAEBREIER] BBB MIARERE 40, 45T Kvl.3 S#ERLWGRAYFRER Bekss BBB fiffi. qPCR.
Western Blot FIfe 9 'L IR A5 R WoR,, Kyl 3 BHIIRI BB i 118 Ang—1/Tie-2 {5 S-H 1, W30
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BEHEE A Claudin-5, Occludin F1 Z0-1 3R15, W/ T 4E EA R R, 418 Kvl.3 @AM
Wi REMS [ SRR I, HOGE ML B FR  BERRE MRS 22 e MR AL sh AR 78 0
FEIR

1
RRrREOK A FaHe TR

ol A R % — E

(FE] B RN HbG S48 w3 s S s B, IF BNEEA mAN o r
AR B RUK 1) —Fp /D WL IR IRZE G AR, SEER. M FRIKSE R S —E X R, BUHRGE 1 BIETR
BEiTA M I IR R P i TR, o ZotEiRE, 28 %, RIAZ 2019465 A 25 H, ARElRNZ 1
7= O B NAEYR 25 Ji+6 K, ZEBIRUE AR, IR . PR IER o G0 22 J8+5 REHFG B
MRAAK . dsh . B, MAMYEY, HEE L TEEHR], JTE. O, Wik, JEH, G
MBI . R 25 Jil+4 KRBT BAIRKERK . WO, &R ARG TS50 000 . IRE.
IRJECHEAH . OCT. HEEMTIAE . S, HEC. PLBEmAEE3. D-—FR . L/ MRI+MRA+MRV | &4
LRGSR MR SE 1A R+ DWI+SWI, JEHEZE R AER A . SR T8 0.8, WREIES, SURIEHMTL
LUK, AR, B, BRI, A:v=23, WMEDYERIm ., B D- T RIK
2.89-3.97mg/L, HUBEILAE3. HHSAKF TR, MRISFHESER SN 2B v, oz, mise
JE &% MRA K WLSFH, MRV HRBNRESE . ZARSELFN, SHo0FKEE BoR K AmE S i bk S 1 e
BUGA I MARAE S s BEZEET) 375mmH20, MEWRE L. AL A A BIE S . ABLE T F
& 0.2ml ql2h BRFHEDUERYT, FRA D- UK TR, SR Ia MBe, B adkst 7
O FIFRBUBERAT 25010 . G518 ARURIARE A N 1 e e — D DL I R SR G AE . BFFEIA i
NS A SR R LAZ AR KU o A 5] £ 5 5 TR Tk S pe e o DS i v e, R 22 000 1l
EEERAS, TIBFPEPRRAYT o 0T EE HARR O] SRR I P R 5 55306
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BHE

JREARER/ REXFEFHRI

PR RAEAE AD K ARHILE e 5 BEVE FIF nTVE B BT AD 25 W05 . W28 AR AR FI/IN S o 41
(MG ) 1Ak 5 0 200 500 40 RUSEOE AHDG, JUHUE M A B ERIKIFE T MG IGfLiES TNF- o #l
c—Jun B S HAL FE 20 A AR SR (CCEs) . IR, 78 AD BEIEP/INE A B A 65 i 42
2R BHIE MG EALAT CCE i, BFFERMIERI X i 248 (CNS) RAEFHIE AD J5¥REfE. HAij
e AR AR S AD SR B SRE 2 DIAH G o 28 SR b A m A Ay i LA IOk ey it PR 22
e

B PIRERL I R AT SE A S AR 58 T & G R AT AD Hh TNF- o 76 R (2 R Rt rp &
VR A . TFST R WIBHINT TNF- o 38 5 0T S 80O FER MR | e 418Uk ~4 R U B i
Yrugi/b . AD irh MG B b . TNF- o 38 i 45 A A0 2 T 1 32 (R R LT TNF- o ZIRE 5
FILIIReE A LA P B e R R i & R iR AR S IEM AR R TR R R Ak,
M EmEEA, RRAMFEF 1L-1 8 T A B KA AR . A IREAE AD AR A ARG
B TL-12 F1TL-23 3400, TL-12 F1 1L-23 (3% PR Rl st % 1L-12 A IL-23 55 iRyl 1
2 AD WALV ERE AT O, iHSCAIAIT AD ARSI EE A . HiAR AR F- (0 TGF- B 1)k =
SIGIRRAT AD RSB ) IR 9 AR ] ph S A W2 OCHE . TGF- B 1 SRFETE AD R HCHER .

M2 JAE PG ] BEf 3 M 2B FR R (15 595 T3 BDNF i SRR, M2 Jeiiimid T4 NGF
RAFIIIRE, 78 AD SSEIA #2E i R AEE . AD ShB i o2 R IR 4 B BEBR DU Z AT 4R, Fh
AV TE A B SERIRAE I 23 NCF AR 240, A2 HTIA proNGF [1] mNGF %698/ & mNGF
AOBIZERa N, PR, REZGYIBT R RE T CNS 48 . $R80 AD IR #2832 1 T HT2h . A
SRR I LR
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Global cortical atrophy may be associated with fatigue in patients
with Parkinson's disease
Zhihao Lu, Yangkun Chen, Xiaoli Fu, Yonglin Liu, Jianfeng Qu, Weimin Xiao

Department of Neurology, the Affiliated Dongguan Hospital, South Medical University

(Dongguan People’ s Hospital)

[ Abstract]  Purpose: Fatigue has been recognized as a common non—motor problem in patients with
Parkinson’ s disease (PD). The determination of the clinical correlates of fatigue in PD patients is necessary.
The purpose of this study was to explore the risk factors related to the severity of fatigue in PD. Patients and
methods: In this study 141 patients with PD were recruited. All patients were evaluated comprehensively
including motor function fatigue severity scale (FSS) cognition and psychiatric status. Brain magnetic
resonance imaging (MRI) examinations were performed to assess the severity of white matter hyperintensities
and the presence of silent lacunes medial temporal lobe atrophy (MTLA) and global cortical atrophy (GCA).
The crude associations of variables with FSS were examined using Pearson (nor—-mally distributed) or Spearman
correlation (categorical or non—normal distributed) analyses. Multiple linear regression analysis was performed to
find the correlates of fatigue severity in PD patients. Results: In the whole sample with FSS as the dependent
variable in a linear regression model Hamilton Depression Rating Scale (HAM-D) GCA female sex were
significant correlates of FSS  accounting for 24% of the variance of it. When subjects with depression (HAM-D
= 35) were excludled HAM-D GCA female sex remained significant correlates of FSS accounting for
22% of the variance of FSS. There is no correlation between white matter hyperintensities and FSS. Conclusion:
GCA may be an important correlate of the fatigue severity commonly observed in PD patients.

[ Keywords ]  Fatigue; global cortical atrophy; Parkinson’ s disease; depression.
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FEZ HBWE ALK

R ARER

(EE] B W R 0T aE P AR s F IR IR 17 A Bt (P-RBD) B 4 253 & 2 I AT K
Ji. FUTIARFR T3 Bz 2R R el s e (R 3R ik AR IE g A 46 Bl a2 i Ta ik
HHA SRR SR IIRAR TR RA RBDQ-HK &2 P-RBD, K54 PRBD 41(RBDQ-HK
Pr=18 4> n=26)F1 NP-RBD 41(RBDQ-HK 1F4r<18 4> n=20), FrA HFH LT I0H4E RS
R IF X Hoehn-Yahr WoE  JEXIHAZZhDiRe . AIBIAR . I NIIRESEATIPAL . RS T IR R L
AL (VBM) 5 filll g P 2H £85I ARG IR AR (RGM ) AHXT FHBTIAFR (RWM ) e 22l F
PIRRIERE . 12 Logistic [MH434T P-RBD MAHCH R, &R MEHRWEH T P-RBD k/ELHEN
56.5%(26/46), FHLt. NP-RBD 2, P-RBD ZHR Y iEe e . DU /R FEIF o mr . IiRE R A5 4
FLCRGM ) B AN FRAARL (RWM ) BE/N(P<0.05), HZH 4P 1 iz J2 L B 22 F St 247 L (P>0.05).
ZHE logistic [HIH5HT R, AT A A 4 AR FEAR FT R PR IR 20 A B AR A T Ay [ A5 1 AF DG TR 3R
(P<0.05), Z5it: WAS RN AR nT AEDCH IR ShAHMEARA T R R H 0L, ARG PD BT RS &
#: P-RBD,

[kA ] MEHHE; PORIRSIFIRENRT T NBRRT; VBM; BEZ5H1%

FEZ HME

RrEmARER

(BE] B8 ISR ARG 2RI BB 1 BT ATR B34 B J2 5 i kA
HENMBEE RN ik ABZEBCERTE 12802 8UEBE RIS BN IR A PRI G 2R PD OB .
WAL A2 B0RE IR RFERIGORE . SR B0k 2GS OLAE, senia sk . ARz shie ™ ER L
PEAL S8 B PR TA R D E LA B A8 AN ARSI T 175 DL AP o R < A S0 24 IRl PR R R D o
PF4> (CDR) 23 A4 A0 G IR BEA RN D RE R A ( PD-MCI ) 4 RIIE 46 2% 95 A 42 B2 DA 2 B i g
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(PD-nMCI)4L, i TIRZRRIER AT (VBM ) 5E il 5E P 4L 8 I AR K AL RGM )
FHXT AR (RWM) R M-FH 2R, 48R A4l PD &1L 46 i, PD-MCI 41 21
(45.7%) , PD-nMCI 41 25 ] (54.3% ) . PD-MCI 4IAY4EH4 . GRS . B IR BORR . S—In4: 7%
WREF AR 5 —H5r (UPDRS-IT) #4383 5 T PD-nMCI 41, PD-MCI MRS A1 S5H0T . 1
Ji. BT A ICIZ I PD-nMCTL MK . PD-MCI 42545 FE 1% B8 = T PD-nMCI 41, £ VBM
EM T, PD-MCI 41 RGM, RWM. 2 P35 2R 2L T PD-nMCI 4 (P<<0.05) , 7648
HAERS . mILESS, RGM. RWM 4 PD-MCI 37 fER 2 o Spearman FHIG/3HT i RGM, RWM 5
MMSE . MoCA 13, RGM 5i& 7 KiciZ i, RWM S5iciz )y, Miasal, Pzl s ik, &
B PD-MCIAETERG R . FRIIZESS, $R THEEES S T PDINAITIRERERF Iy & o WK . H
AR S PD BRF AN REAE DG, HoAT R REE i sz i
(k@A ]  MMEHN; BEIMIIGERAT; IAHE; VBM; BEE5H514 .

MmaEGR HAER

RrEmARER

[WHE] B9 B85 0IRMEARS R FIESTH . YOKMEZ, AWIRESEER, 5251 %k —
ZIV G I B S B A RS 9 D B SR BUARGE 1491 2019 4F 9 A T3eBedr B 112412
SRR T RIS 18 4, Zefl R aiA KBk 3 4F)5 B S BB ER . ik U 1ehE, 5l
s IR AR A TIBERRE YT, BEATHR 5 DT RE YRS S st D TR 0L . B65R . 2019 4F
12 ZAIAERE 3 0, 2 WAERE B UERE P IRAUMBINT T, 2085 R BB E i, Il s R e
RIMRIRR . S5 1S SRR 2 7 AR i I 2 46 T AR DI S P 25, i 82 A B e
T IRIHEERR D RE o 8 1 e f Qo Ay 6 L2 SR 0 B T O B BRI, IO 5 A S B e
AR THUARIAGEPIRZS BRI RS2 RO S SRAE SN Y RE RSB AR S 5 O R A e 3
[l e L PR E . PRUERFH BRI PG IRE R, Tk 2

(k883 ] SWE; BOTARE; MRS DI

BIPHORTE R, TEdGE, PR LR AR, MEGE Ry T ARG BETC 0 2 2 A At o g
PR TR, PN S IMERE, SRR ARG IR REESS, S ACBRA IR S, BRIk 1Y
BT 5. ERERPU A ORI e 5 U, ANHALE sk NSk, Bof S BRSO A T
AR AN o 1l PR A58 0 S MR SRR Y 7 R O B S B B 7, (e 8 3 AR 2 s ) EA T R A
M, IBGE AW TR S0 R, X SRR HURNR YT R R TR 0 R S BB MO T L B
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¥ A TR XE K 5K 1 32 BRAF I SAE A RO, (HEZ MR E BA B R B B R 2, Iz Bk
PR, A EE BRI AN S 45 TR T — A SRR AT R 5 5 I 2 R i F A
WA L e R A .

DTI
Z R R MMRLS

LEMAFHMEE —El; 2858 FXKRF

[(FBE] BB Wi E SIS (Poststroke depression  PSD ) fE 5 1) A5 44) I 45 1% 4
YRR IHLS . Fik: BFRAIA 68 BlEE , AU¥E 34 Bl b S IARE#E (PSD 41) & 34 fil4Fds . HE5
S NIHSS PEApUCRCiy2E s JCAR S (E PSD 4H) o SRHT 15 WUBAFAARIE S5 R PEA AR ™ H A
B, MHIPARTET 70 W2Wh PSD. 3T DTIA) 2580, LSRN I 2% 1 B4 2% . NBS
I AR IR S FE RGN R 22 50 . IS0 2] M S A I P 265 IR AT A AR R . 85 5R : BFSE EEI AR
JEsPEAS PR . SR PSD 1AL, PSD AIAIFRMELERIE A I BERE N, (BRI PI4LE]
AT BT 255 SRIERERF AL, PSD B BULE RN 45 LR 22 2545 HE 2 10 5 B T I
ZERRIB A2 T 5% 0l ZEMR Bl AR AL B, ZE R Inl e AL B o, ZE IR Il 2 22 AL
BB, EE: AP R AAR R RS I 45 PR DB BERLAL TS ) A JiE , RESRESITRE, HE—D S0
AR VAR R 25 R T A

B OAL B K TR
LEHAEHEE —El; 258 XA%

(@E] BB HZPJEIAER (Poststroke depression  PSD ) 7 HYMGERIN R 28 4HF At ) S b
RPN R . Fik: WIRAIA 63 Bl , 45 36 1A rhaimARE# (PSD 4) K 37 {4l
ARHE . VS K NIHSS PFoRPEECRY A S JCREE (AF PSD 41) o R 15 BUEAFIMARPE > 5 R AL
IR ERLRE, CYHAP R TAET 7 402Kk PSD. i T#1 DI RERi LR (rsfMRI ) I & D) g 4%
1o BNA A5k 73 FIki DCE SUIRGERIA 28 19755 15 o AT REMKBRIA M 28 244 . SR NBS Z3H P 2H 1] 2
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REE RN 225, RS oA 220 1 s SR A D 265 1 IR A A NS R RAAIE . G5 5R : PO S g A o B il
AR, PSD ALRINTIREMBRIA LS MR 2 s HeAa . PSD AHICI DI AR BRIA N 48 1A% 0 X 26
5 (Hub ) AL AERMER | B SMURETAT 500 PO TR R RS R BT . g 385 [ TR /)
o 22 FDRACIEST , PAALAY T REMKERIA 45 119 4 Sy KRy I 25 i b MR AIE T . 35 25 5 o DT BE AN BRIA R 265
MFERESRIE . MRS PSD (WP E R TC W E M. 4518 PSD HBFE I REMG BRI 4% N
TR R, I AMUFTAI . AT A O X o T SRR B, H o i BROA 2% T RE S
PSD 1 &L Z— o

Pre-procedure predictors of mortality in acute ischemic stroke
treated with mechanical thrombectomy: Analysis of a

multicenter prospective registry

hao li' Shi—sheng Ye' Yuan-ling Wu® Sheng-ming Huang® Yong—xin Li’ Kui Lu’
Jinbo Huang' Chen Lve’ Hong—zhuang Li’ Wen—jun Wu' Zhi-lin Wu’  Jian—zhou Wu’
Wang—tao Zhong" Wen—chuan Xian® Feng Liao° Tao—hsin Tung’ Qiao-ling Wu' Hai
Chen' LiYuan' ZhiYang' Li—an Huang’

1.Maoming People's Hospital; 2.First Affiliated Hospital of Jinan University; 3.Shunde
Hospital of Southern Medical University; 4.Zhongshan People's Hospital; 5.Yunfu People's
Hospital ; 6.Affiliated Hospital of Guangdong Medical University; 7.Cheng—Hsin General Hospital

[ Abstract ]  Background and Purpose: The pre—procedure predictors related to the mortality of
patients treated with mechanical thrombectomy (MT) remain unknown. We aimed to determine
pre—procedure predictors of mortality within 90 days and develop a simple score for patients with MT.
Methods: In a multicenter prospective registry study ~we consecutively included acute ischemic stroke patients
(AIS) treated by MT between March 2017 and May 2018. We performed a multivariate regularized logistic
regression analysis to identify clinical and imaging variables available prior to MT associated with
90-day mortality. These variables were then used to develop a prediction model. Results: Of 224 patients 49
(21.9%) patients died and 87 (38.8%) were independent. Variables associated with 90-day mortality were
age previous stroke admission National Institutes of Health Stroke Scale (NIHSS) fasting blood glucose
(FBG) and occlusion site. Logistic regression identified 4 variables independently associated with
90-day mortality: age=80 (OR 3.26 95% CI 1.45-7.33) previous stroke (OR 2.33 95% CI 1.04-5.21)
admission NIHSS=18 (OR 2.37 95% CI 1.13-4.99) and internal carotid artery (ICA) or basilar artery (BA)

179



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

occlusion (OR 2.92  95% CI 1.34-6.40). Using these data we developed Predicting 90—days mortality of acute
ischemic stroke with mechanical thrombectomy (PRACTICE) score ranging from O to 6 points. The area under
the curve (AUC) of the score was 0.744 (95% CI 0.669-0.820) which suggested moderate diagnostic value
for the prediction of 90-day mortality. Conclusions: We developed a simple score to estimate he O—day ortality

of AIS patients treated with MT. But the score needs to be prospectively validated.

Rare rapidly progressive vertebrobasilar dolichoectasia with dissecting
aneurysm and fenestration manifesting as frequent stroke
Hao Li, Shisheng Ye, Li Yuan, Hai Chen, Jingbo Huang, Yumei Xiao, Zhi Yang, Xiaorong Liao

Maoming People's Hospital

Vertebrobasilar dolichoectasia (VBD) is a vascular disease characterized by expansion elongation and
tortuosity of the vertebrobasilar arteries. Here we report a rare rapidly progressive VBD with dissecting
aneurysm and fenestration anifesting as frequent stroke.

Case report

A 39-year—old man was admitted to our hospital because of dizziness vomiting and disarticulation. He had
a history of poorly controlled hypertension. Physical examination revealed slight dysarthria spontaneous
nystagmus and left central facial and tongue paralysis. Muscle strength was 5—/5 in the four limbs. Except for a
blood pressure of 184/134 mmHg his vital signs were normal. Laboratory tests revealed some increased
indicators including blood lipids homocysteine and uric acid.

Vasculitis  immunoglobulin (IgG IgA IgM) and complement components (C3  C4) electrolytes and
glucose concentration were in the normal ranges. The electrocardiogram and transthoracic echocardiogram
showed no abnormalities. Eight hours after being admitted to the hospital the patient’ s condition deteriorated
rapidly. He had hyperthermia and was in a severe coma with a Glasgow Coma Scale score of 7 (E3VIM3).
Magnetic resonance imaging (MRI) showed acute infarctions in the pons and left cerebellum (Figure 1A).
Magnetic resonance angiography (MRA) showed expansion and elongation of the vertebrobasilar artery along with
vertebral artery fenestration (Figure 1B). He received anticoagulation and antiplatelet therapy during
hospitalization. Finally the patient was discharged in a seriously disabled condition characterized by right
hemiplegia and slight dysarthria and required supportive care in his daily life.

Fifteen months after the first hospitalization the patient was rehospitalized again. He complained of

headache for one week. Neurological examinations revealed slight dysarthria persistent spontaneous vertical
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nystagmus and right central facial and tongue paralysis. Muscle strength was 2/5 in the right limbs. MRI
recorded an intracerebral hemorrhage in the right basal ganglia (Figure 1C).Susceptibility—weighted imaging
(SWI) showed multifocal cerebral microbleeds in the bilateral basal ganglia and occipital lobe (Figure 1D). On
the sixth day of admission the patient’ s condition deteriorated again. He suffered from locked—in
syndrome.Repeat MRI found acute infarction in the pons (Figure 1E). Compared with the images from the first
hospitalization the MRI images showed that the basilar artery was more expansive with a maximum diameter
of 21.00 mm (Figure 1 F.a F.b) a larger saccular aneurysm (Figure 1G.a G.b) and more obvious brainstem
atrophy (Figure 1 F.a F.b G.a G.b). High-resolution MRI indicated saccular dissecting aneurysm and false
lumen thrombosis in the basilar artery (Figure 1H). Considering of infarction coexisting with intracranial
hemorrhage only antiplatelet therapy was provided. Unfortunately the patient was discharged in a vegetative
state.

Discussion

We reported a patient who had frequent stroke due to rapidly progressive VBD.Conservative treatment
including anticoagulation and antiplatelet therapy did not stop the deterioration.

It has been reported that VBD is an independent risk factor for strokel =~ mainly manifesting as recurrent
acute ischemic stroke even hemorrhagic stroke simultaneously2 3. Dilated and tortuous vertebrobasilar
arteries change hemodynamics and blood flow is turbulent and slow easily facilitating thrombus formation
especially coexisting with dissecting aneurysms and vertebral artery fenestration.Furthermore progressive
enlargement of the basilar artery might also have stretched and compressed the perforating vessels leading to
infarction.

A case report indicated that a patient with VBD had increased basilar artery dilation of approximately 2.2
mm within 2 years4  while the maximum diameter increased approximately 12.04 mm in our VBD patient
within fifteen months. They considered that poorly controlled hypertension —arterial dissection and repeated
infections contributed to the progression of VBD  which might be the underlying mechanisms of our case.

VBD with intracerebral hemorrhage commonly occurs in the posterior circulation such as the pons
midbrain and thalamus5 6. However in this case we found intracerebral hemorrhage in the right basal
ganglia and multiple simultaneous cerebral microbleeds in the bilateral basal ganglia and occipital lobe. Cerebral
microbleeds area cerebral small vessel disease (CSVD) commonly in patients with brain amyloidosis or
hypertension. We considered that this patient might have accompanying CSVD due to resistant hypertension.
Additionally the anticoagulants and antiplatelet agents used during treatment may also have been involved.

The treatments for patients with VBD include anticoagulation antiplatelet therapy surgery and
endovascular therapy7 . In this case anticoagulant treatment was started during the first hospitalization and
antiplatelet treatment was cautiously administered when intracerebral hemorrhage occurred during the second
hospitalization. However endovascular interventional treatment was not performed. This patient ultimately had

a poor prognosis. Further research should focus on the pathophysiology andmanagement of progressive VBD.
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Solitaire
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(FZE] HHY: WY Solitaire SZHUHTTE ZAEMRE TR/ P sk FERILIEBAE (ICAS) A%
SVERARME . Fik: FEMET 2018 4E 1 A E 2019 4F 12 ALE] REARHCAME S — ERi ik
Solitaire X HUAIT Y 24 BilS 4tk 1ICAS ( FARBEAL“HITH . FAEK (>10 mm ) SFA%E . FHAEEL />
X, BAEMBEEITSIMKES ) RRETOR, ERASFHE SCAARE 30 RN A 0 (S8R
PERR PR ) ST G DR IFET:, REL RSB YT I) DAS B S48 N s (O
ERES50%) o R 24 GIFPRIGEAR R, MAEPAERM 77% £ 9%FEH 9% + 1%, FELEFML
RN 4.1% (1/24) , ZESN SRS ARG UL . TG e S o S BET I A AER . 13
BBRAFEC TR M1 5 ( DSABEDT, 11 FIRFF W2 440 M 45 15 52 ( CTA ) BYT, BEVIRTEY 4-18 4
A, FEIREUIE] (6.41+3.87) NH, ARHBLME ARSI, 518 : Solitaire XHEIRYTE I ICAS
HA BRI R e A sioht

(FHE] B ST R AT e S A T ARSI SRIATT, BT
ZIRE By HH R IR RE IR, Foik: TEERIRBE 2019 4E 7 A 12 A WOA R S IRARFE R % 80 11, HKIE
BIT LN AETTA (40 6], 257 T ARBRSEAL A INRGRYT ) FIERGIRYT4L (40 B, 457 T
R ERE AN RS WA B AT ) o M BITELAZEJE I 14 K. 28 K. 56 KA E VEAT NIHSS.
Barthel $5%%. mRS. ADL P45, /ATt & H & A TGRe ik, &R WMAREIRITH
NTHSS P43 & Barthel $850TC 225 (P>0.05) , WIFRBAIRIT AR T A RCRAE 14 X, 28 K
T HRANEITH (P<0.05) , TIAFE 56 RETPHARAITARCE-Y (P>0.05) 5 HHAEWNRESIWATER
SYHTMGRITIR 14 RICBEMEZER (P>0.05) , 7£28 K. 56 RIS AT H % BRI T2
IRYTAL (P<0.05) o G5 XS EMAESE R 45 T e e e A T R BR SR SRR Y, v L
BEYGE A DIReEIN, $ES HEANGRE S, JF B EEE MRl 28-56 K.
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TP AL 5 %) S e A WA A2 R . 28 5O 250 A B st AT, s EMER HER 2 T IS
WALV S Z AT, T EMGR P R B AR, PR B s T BeP R R W, 5 i8S HE 259
IR F S PE N REZ AT . iR W T IIRES W T SO A MR, e IGI DI RE nT 48 78
FHE 25 X A R S 25 s XA A BB R, RITE SR

M E X I

PIRFWEE —ERFERHREKX

(HE] B RZRAM (Dendritic cell, DC) L HAYHUEEIEAM, X T35 M S h
BB ARG R AR G, HRTHIOFFE R DC Wl it ZFhisie2 53] A B e tpom( 4
BB, REVELBEARE S N A e . BATRIIARTIE A BLEAENLIC I( Myasthenia gravis, MG )
SBF IR R R DC oA 5 IE R W BRI AR, P 17 B B — 2 i ) ) MG A3 A i e g
FERAMMI N REARAS AURFAE . MRITT IR RO RET AR ZEMHHER M IR A 21 41 (4702 23-61 %,
FIAERY 36.7 %) MEORIET IR, ARJE R EIESON I BRIE A 1) MG R IR 19 4] (4R 8-61
%, PR 34.6 5 ) o ARSI IR SR AR MBI S I RR A R T A B, i
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PE L AU B G DY AT 0T, JEXERIE DC W ARSHEAT 4, 108 HoAe s 1w AR L 1 2%
(/mm’) o ZEFR: 1. FRLIEAR T /R BRI AEEE DC (Plasmaocytoid DC, pDC) FIfEZHR
DC (Myeloid DC, mDC) FFi£% DC WA, FHrr mDC AJi#f—2L43 4 CD1e+DC Fil CD141+DC BN
Bl 2. CD1le fENFREY T LU RARCHIER 9 mDC, 1 CD123 7] LLADRFRCHAR i pDC; 3. 3
AR F mDC AFNER! CD1e+DC Al CD1414+DC ik CD8O (13147 Yt ai B 24 HH t 12 T 15 % B g
XM (CD1e+DC: 340.5 +54.37 vs. 178.1 £36.5, p=0.0174; CD141+DC: 376.5 + 50.98 vs. 235.5
+27.25, p=0.0165) , JfH CDI141+DC [ CD86 VX5 i Bl i 3 = T HEXT HE (4069 + 650.3 vs
2656 +217.9, p=0.0333) . &&it: MG M4 Mg sz mDC I i Lo i 25 Tk i, iX SR DC T
e 5T MG B &R,

M X X I

P RFWEE —ERFERHREKX

(WE] BM: THEE RS, EWRRAZE AR B, MR Rz 5
TR ARk, LUK Pifh E B SR AN ( dendritic cell, DC)WVRISERE AR LEaHY, Fik: WdE 2014
AE 6 H & 2016 4F 12 e LR 2= 5 — B B S A8 N REE Be RLC BE T AR FAT R BR DIBR (1 22 s
NI REARAAE A 1E 8 B RR o R IR AR R -2 e 6 R AN R AR RS B AR LR AR 254, DX M AR 1
B R IX AR IX, i it EUR AT R T B s X 4% H TR, e A b . R e e g
UL 2bRic DC IR AL . AR ZERANME ( plasmacytoid DC, pDC ) FIFEREA 2 IR 40
(myloid DC, mDC) ; WEFF DC WAIZEMIAR A IGO0 s @l ER i, 4eit DC e
RITE MR K B B g b o, IR ILAHRI % B . S8R . 22 BlIE R IRRARAS Sk A BB AR R
033 %-61%; HU/NF 10 ZFpA 56, 11-20 %2 541, 21-30% 44, 31-40 % 44|, 41-50 % 2,
51-60 % 1 f5l, KT 60% 1, MEFRIIGEK, MIRFGZED, (B BHEX TR i mh, &
SR/ Bz O T AR L B = M 0.26 BEZE 11.5 ), dfid CD123 Fil CD11e Z2 @ 0] 73 JlkRic pDC Fl mDC
XWFH DC BEARL; Pt DC EHITE J B E B4 a 404, (B RZH0 A ThER X . BEE IR rIg K
(KT 12%), KRBz, K. $8FH I pDC. mDC % BEE#AE M, B Lk, MoRiR
TR R (S HAERR/NT 12 2 B9 ) pDC 5 mDC % KB ; Bk e rh mDC 25 B FEA 5
R, 1M1 pDC A% BERNE W=, 2970 mDC % BE B =%, S5« 1R M B4 21 s S bR 20 it Iy 5
(% BEREAF S S AU, S5 6 MR REAE IS AR AL DB e, B AN [ M B SR 4t e A B i e] R AR
FHANIAL
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PUE- /B S

PRFWEE ZER

(HE] B8 DU T B2 08 S 5 (OCTA)TE 2 K L (MS) /B3 . WM& g4
i ZPH(NMOSD) B E B M. 773 AU RBTCMMZE R MS B 84 A(MS+ON: 53 H
R ; MS+ON: 115 HER), AMME R ICHMZ KA NMOSD Hi# 45 A(NMO+ON: 41 HHR; NMO-ON: 49
HIR, DLRAEREXT IR 64 A(128 HHR)ZEAT OCTA W%, EERFFTHEbR 00 W spL Sk J el o e 7 4 ) 2
(pPRNFL)JEEJ3E 35 B 1 28715 40 L A MR 40 )2 (GC—TPL) SR | 4 22 5 4 45 A I 45 %5 B8 (VD) FHRE 10 25 s
(PD), DIAE T HAAUCHTESEUNIZMGE ). &% : 75 MS A1 NMOSD B35 ik %] pRNFL .
GC-IPL. VD, PDASIEW A WE NI, 544 pRNFLJEREE H#E, NMOSD ZH7E 4 FRATTF 4 BRI RNFL
B RAET MS 41, NMO+ON 41f4 I, F4BR%: MS+ON 2H B [ 253, NMOSD ZH %444 VD F1 PD IR /N
T MS 4. SN EFA L, MS 4L g MM AE X (FAZ)BAE/N, 454 VD, PD. FAZ ST
ROC Mgk PR K. 518 XFTF MS Fl NMOSD £ 2 WA s Wi, OCTA J&—Fif N A HT 51
Jiikio MS FI NMOSD 7 #A: A2 AR OC 1 s BESS F AL A A2 LR BUANR] . VD, PD Fl FAZ BG40 Hr A
T4 5] MS F1 NMOSD,,

SH3TC2 4C

Wik RIHW XA EA A
RGEMRFWEE —ER

[WHE] B9 WU RO R A A HEE IZEA0IE 4C BRI R DU P S84
M IFEESCIRIE TS ) o Ak I 1 i RIS W IHE B LR ARAE 4C BRI R . M2 RGTIRKS
Ktt . SRR, AR Ml AR R ARAR, IR SO B S I R B
LRGN R JelEE 24 B DUGLCHE, NZE TR 2 Agokikbisiis . B2 LR
BONZE PR S AR, MSAAT BRI NG, BRI/ N, ZERTEMIS, EXTHRARL, &
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WORA TSI, A TFRUEEEULIIES, DU SR 8055 o WEHE 28 500 70 Ak 5 VRl i S A R 18
(0.495g/L) ; PHEHAE PR SR A I M 2 A8 - ——ia 8 . JRGEPH 2 2 BRI S R R E , LI
WOUE, Ba 2N E, B RS, BTG R 16m/s, T iE a0 iy
RISCIEF M SHA3TC2 MIE A A RAE ¢.1921C>T(p.Arg641Cys)Hl ¢.3143T>C(p.Leul 048Pro), H:H
¢.1921C>T(p.Arg641Cys) A ¥ K WAE HIHT 7L o Sanger IMFIESE LA 2748 73 B I8 T4 SE R 35
o w g Okt e . 858 AU RBMES IIESE 4C B DHBUR R, BT AR
SH3TC2 H:H 5 1 A

1
Wi R RtE R

IRERKFHRBEE —EIR

(FWE] B G000 SR G R R IGEG=RE A, IS 6 Ok T = . Fik: Ik
£ 1 B RIZ Wy o IR S RS A RIS AR R, TS G SR B A5 G R RIS B
FRES . BR: BET, 605, BURTAER, HEL% 3 k2. BELZ22BIUK, 2T
Ay B B, AR )00 B s RS0 A7 107 P R e A DL Sk TR B ok — SRR A 00 €, A MBS
PREGAD W — 5 TR IR . EARZ 2em MURIAGT (25 1T, USRS GEA THE nT ] S i A 5l . Sk /i CT
S DB AR TR RO IR ARk, SR FERNZESE (& 1) 5 S/ MR P4 TIWI A1 T2WIT WA=
BRIGUER . BUMAR AL RSk B2 2 R A AR (1 2) kil MRA 7SI ShKAE AL, SUIIETN 3
ke e (161 3) 5 SWI/RZEMIAR AR A WTE (&1 4) 5 DSA /R4 5 AU sk sl ik - -
FAREWTE (K 5) o 2Wrh MU AR . 2B DR AR, TolmmE . i . 2 REDSiiR 55 p
ZRGARER T AT VR REIN, T BRAE Ay Sk TR A T (0 M A5G, 22300 A T — U2 IR S S i 3
BN, MRAER5 (CT. MRI, DSA) RHLBIZRIL, i SR i Wi A A . 4538 ol if i AR
MHRH Sturge-Weber Z5 G AESUN — SUMZ B0 . ORISR, IWKRAZHE, HT2EANRS)
WiZ. BEAAER . AAEASLAIES , AlARYE CT 1 MY (R I 2 bR s [l A A A )0 e SRS 40 1012 5
MRI 7] #5 Bhif a2 A5 el ; MRA . MRV K DSA 0] R i A S G B sl bk S A e &=, A BT
KRBT
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EB 1
F O OIEM FES REET FEF RREL KR 4T & %

LWL RFMEE=ZER; 2RIILEER

(WZE] BH: ZBExPLEEME EB WERERYE ( CEBV) k& TS REME RN, 7
i PR ILRA R S = R B N RHIGA Y 1 1 CEBV YLk & P X b 48 2R 50 145 4 B LI I PR %
BHIFAT BEE R, JEE MK, &R 1) BJURRRE, Dirhiis Rad s e, Sam
PLUSKIESE E BIGRHRAE L P I Z RS R . 2 ) BILWIER I BUSHRANEZ R, il %
SEPRIN Z R IRAE , EPURIEE, TR KIS IRIT IR ER T 2% M . Ja BRE IR & A5 3
%, FEWR A RER AR, WA Z 0 FPEARR, DMER A hE . SRR, Z2KE
BN S RERAG 2 DU kS 22, HL UG i AR A D B E R AR Y EB i EE . e
BUHK RPN 22845 . EBER (/D RHUE+) , CMV (-) o B N/DWIRAHL, K0 K IR, 45
fb, JEFERAZUERS . e, BTG, SR AE AL N I CowdryA BUREIRIAREY), (8
Jo/IN LA A A 2 U L A B A WA AR o D) PN A DL B e S P i A, &5 e s B A
FACEBV (+) , f74 EBV IERYL . B LAHMEA —& iHOBiE. 4518 ACNS FAIREJZH T EBV Ji
o RS A A T o AR i, A AR 5 R RS s B 2 e ] e A B

P EAT H A

PRFWEE ZER

[BE] B: B si RS 2505 (NMOSD ) St ZEAIFBLR, I Ak R
FIEHE R B R (IVMP) JRIF TR £ . Frik: 7e) M 4 FAREME = H R &R R L
Ful . BRERE . SR BAFIBFSE (FEAHS NCT04101058 ) . 2019 4F 1 H 2= 8 AWEl, wibErElk
£ 70 FISWTH G HLo St 2 /E NMOSD B (20 fil3k4dl, 50 BifFsE4l ) . il CRF FA&UIEIRYT
G G R GERE, YAYT TS O TRAR Y B (EDSS ) 28 My i 896 hr ., R 16 50 Bl A
ARSI B E Sl TVMP 39 A(78% ), TVMP BA AR 2 e R R 8 1 o 4 (8% ),
IVMP A I3 B e 4 AN (8%), PAMUMAEES | N (2% ) . 50 BB FIAIT)S EDSS PF4 3R T R4 AK
(3.638 £2.198 vs 4.375 + 1.889, P<0.001) , NMOSD B K EHi . Wifi<s5 4E8 NMOSD & & Fife>5 4F
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fiiFH IVMP J&5 EDSS 2725 3% (P=0.024; P=0.009 ) . ZAF g [aIH53H7RH, NMOSD JRfE<S 4F . IVMP
IR >1g, FEZ EDSS {H<6 412 IVMP BUEM I FZR (P=0.0364. P=0.017, P=0.011) . %
B fERHLIX NMOSD 2k LB i 1 IVMP 3397, IVMP IGTF 7Rl S BB . TR IR e M 32k
EDSS WG

& R I F &' K 50 FRTFD LR 2E5C R O 4°
LA LAFWEE=ZER; 2ERATE _ARER; 3.4HEFREER

(HE] Br: D45ERX IS ERER RPN ( Neuromyelitis Optica Spectrum Disorders
NMOSD ) iZWrFiay 7 Bk, WFRE NMOSD 2R #IS% . ik HUh LR 2=/ @ 5 — BB 2016 4F
1 A% 2019 4 6 J HiBesH—i2H NMOSD 8%, AR FR - N IILEA (<14 2 ) RMAH( =14 %),
MFATIEF . PR Bl . &6 RIS BT ALIay 7 S A7 b, 258 461
BlEE AL Bl 1. 7.87, ERWRAERTPOIE35 % . B AIEIRIMAZ R 228 i 49.5% ). HHER 227
B 49.2% ). KWG/Mx-THEAR 102 411 22.1% ), N5 ILEH K6/ THER( 92vs10, Z=6.392, P=0.011)
BETE2R, BRI, BELKE 1303 K, HAPmzs 673 Ik (51.7% ) , BHER 854 K
(65.5% ) , KW/MTHER 160 &k (123% ) , A5 ILEAIEERER (801vs53, x '=6.838,
P=0.009 ) . K/ AR5 A S FE X (141vs19, x°=4.753, P=0.029) . &2
RAERECH 2.44 (1-30) , PSSR ECR 1.78 (0-11) . FEHYEIAIT AL 436 A,
Horr 240 137 (52.1% ) HEZHEAIEST, FIIIERETE] 0.36 N, 196 i (47.9% ) K4z MuibinyT,
SEHISERIHE] 50.34 4~ . & RAET KN T IPND 2015 EFR2WbadE, 7 2016 4R 416 TA %
ZAMER EER, (HJE NMOSD AYIZWiFAIT BRI A SR M. 5SRA K ER 3 Tk S A VR b2
Wr, JCEE TMEIRYT
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& &' F o' 238 & ' FEAY FRFTT Z4s x4 5RO F°

LA LA¥MEE=ZER; 22BEXREER; SERATE-_ARER

(WZE] BH: 50 E B NMOSD BEWIGIREHE, R RCRMES R, Fik: RATRIBIM:
BT Al REE R R S Z R Bep e NRMIGA Y NMOSD B . @i ic st AR A D G2, iR
I MRT AR I REH R s ARSI 1] LB R TR TRCR ANl Ry . 865 ek 471 4] NMOSD 3%
H, IRATEAE T 5241 (11.04% ) BAERE . FEFRNIBFSES, B4 NMOSD 85 M & AFE & T Lotk
B (40.74 £ 17.17 vs. 3591 £ 13.84 %/, P =0.044 ), T 0 AR AR Lo PE T 558 ( 12.82%vs. 4.00%
P = 0.040) . BB EAKIEIEEH-4-1eC (AQP4-IgG ) IMIFMHIERA 75%, &l 89.50% (P
<0.001) . telEZct:, BHEEELAEMMZR (ON) BIRE R (5 A ON % 56.41%vs. 38.93%,
P =0.034; JHFEFELL ON RIEMIH: 20.51%vs. 9.33%, P=0.057), KAEBEERMAEE (F LKEHH
RATF: 15.38%vs. 36.80%, P=0.008; it aiEFER RAEIIR: 5.13%vs. 17.87%, P=0.042),
B R IR I R R R Tt (19.12%vs. 827%, P =0.002) . 4it: Stk
HHIE, S NMOSD (& HA R EIIGRRFE X AT ko Bz B 2007 1 OB 4 2%

Kox WEE Ry O£ A W W ARA

B E A Y E

(WE] B SOTHIkIe)z7 R 2 ERTIE PR A P ZE 1A A PHRYT L Mg
k. ik FELEMERIAAT 2019 4F 1 H-2019 4F 12 A 7EARHLO#EF T 202 108 P67 I RTIE IR K I 4
IZERE, RPN A ZER PR B s ke 24U AR Sh ke 24, LR R 1A PRI T AL
M2, 90d RIFHUEZE (mRS< 0-2 43) YE R FLRTROTEMTats, SERTEMIP iR e
FEZARVEM RS, 2 - 0/ P B[R] 04SP 38 28 mTICI=2b 2 WE A 45 FHE SR d e bR . ZER
A 56 FIAT L PRI R RTIERA K NS 2P ZE B3, 12 B3kl 25 A 48 A %€, 44 B4k
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k)25 R INAE FZE, PAEE 90d mRS P41 0-2 L] (83.3% vs 61.4% p=0.189) , AEARPEH
% (25.0% vs 31.8% p=0.738) , IMAEFHER (91.7% vs 93.2% p=1.000) K&itF2ER, Silkkz
20 ZE R - 15 P A TAE S Ik 220 (238.6min vs 111.8min  p=0.044 ) , ZSHGIFE L, &
W Sk 25 1 S FIEER KA P ZEEA T, AT IV NIRYT IR 2 A A0, (Bt —
AHTHEPERF ST 3 LAIESE

[ L8R  shhkZ; Buntkab; KM %E; & MNIGIT

ko omt O R ORMEED RS ek’

LEFERKFRINER; 2H LTEHERENARER

[#ZE] %HEH: EDMD ( Emery—Dreifuss muscular dystrophy ) &—#2H5 WLAGRAG NN B,
RN . IR FLONEE 5%, EDMD RGO 2300 EE e %€ B ETEHXT EDMD &
HRYZE T FIROE 1 k= LR FPRIE S Uk . ik {Lk—0) EDMD 484 fxite FE I+ i T MU
BVGIT S AR ], J-4E PUBMED LA “Emery—Dreifuss Muscular Dystrophy” F1 “Stroke” AR
T FRAROCSCHR, AL AT UR I RGO SCRRIEAT IR BR ., Z55R: B3N 31 B4tk 15 B2
HWVEFFAR, 305 ORI A LGB, ([HARMHIBTEEL Y. 31 8 NREFHEAN . MR
J1 12h ABg, k5 MRA SR ARGk M1 BEAIZE, 237202 HUBIER S NIHSS 3743 (National
Institutes of Health Stroke Scale ) Fi 8 73F& % 2 43, AE Rl 763 LR KR4 4 EDMD. XHE R F 1 3¢
BRIEAT 2526000, RIS h i G ARSI R 5 AT WAHOCHE, B 9 AR
HA 8 BRI AEAE b B b b, HIX 8 A 3 2 b g I 1) 2oy [ S s T s Wi sl Dy M2 BT ] R
BrERE b AT R AR BRI RIAH DG s 2 BT HLAIBUR AR A B U B 780, A 3 Bl
JEPBERI TR R T, A 2 PRI HRIGA FAAAhEE . 418 EDMD 3 34T b il A f
S HUEEIRTT AT REAE L0 s Y B AR A8 AT FE A TR, MU A7 A T RE SR 45
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LC-MS

P EAT H A

PRFWEE ZER

[HE] B UFcRW, PHSEMEEBR (N El, ZPE ERE. 5RO ) LAY
(I A RS . A RmBkIR . RIRIR . MEMKIR ) 7EMIZE R GEHIR WA S AR . BJR IR BRI k15 22
VE o (ERPZE38 T AR Y AE A 2B B R T s RV E I i AN . ik ISR 40 IR M2 B i 42
PRI (NMOSD ) [N ERARAS, [RIEE 19 F1 2 Kb B E (MS) & 19 Bil1E & AW BE ibs
ASAE Rt B 5 )RR €60 335 S5 3 5 T (LG~ MIS) B4 3k 0 1 G 0 P g A o 222338 Joie S LA AL 1) 5 1
2R LC-MS BERIN B A Y 13 R R (B2 i % HAR Y ) FIRTZ 2R
AT ST T AR PCA Fl PLS-DA A5, (HIZARI B AR REIX 51 NMOSD . MS FE® AR5, t—4
O PRI ST R IR, (AR M B A MU HE I 7E NMO 5 HC FI MS ¥ fie B35S, BARmE, 5
HC AL, NMOSD & il iy G MR IREAR A BE 2R, R amRihak -, 52
AL FIRER Bosih B 2e s, RITEms R Cshmeg . 5 MSAHILL, NMO B3 esf P
MR IR AR A W 2S, WA aERAEHER L, BXPY DIREMEE R Bn D%
S, RIS AR SER TR [ 2518 R LC-MS KA RRAR (o b 285 o A 4 2 2 i S mT 47
. NMOSD fE#FUG IR (7 MS FUEERX IR ) 1922 5 2 SR BIAE 22 1 e — 00 2R — 4 PR SR AT AL f 2
FE TR R - 5 kR AR A

Genotype-phenotype analysis of SYNE1 mutation
in ATX-SYNEL patients
Shaoru Zhang, Mingfan Hong, Zhihua Zhou, Aiqun Liu, Weifeng Wu,
Qingyun Yu, Zhongxing Peng

The First Affiliated Hospital/School of Clinical Medicine of Guangdong Pharmaceutical University

[ Abstract]  Objective Autosomal recessive cerebellar ataxia type 1 (ARCA1)  a rare recessive ataxia
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has also been referred to as spinocerebellar ataxia recessive type 8 (SCARS). In 2018 SCARS was suggested
the term  “ATX-SYNE1”  which is an inborn error of protein truncations inherited in an autosomal recessive
manner caused by the mutations in the SYNE1 gene. Given the rarity of the disease we reviewed about reports
of ATX-SYNE1 and described the genotype—phenotype of this disorder to make it clearer for clinicians.
Materials and methods Literature was obtained using the electronic databases PubMed and clinical reports was
selected. Besides  two ataxia siblings who hospitalized in our hospital identified a heterozygote of
SYNE1 gene were included in our discussion. Results Although some information were unavaliable in original
reports a total of 114 ATX-SYNE]1 patients with the mean onset age of 22.75 £ 10.09 years were described.
61.61% (69/112) of patients presented with ataxia plus multisystemic manifestations. 164 different mutations are
identified and the most frequency is nonsense mutation (33.3% 36/108). Exon 77 (10.37% 17/164) had the
highest mutation frequency and ocurred frequently in Asia (10/17). ¢.13086del on exon 77 was the most prevalent
mutants. The variants associated with MND tend to located in the C—terminal region and the variants relatively
and uniformly distributed in the whole SYNE1 gene in Europe. Conclusion Given the rarity of the disease our
findings lead to raising awareness among the medical community about the ATX-SYNEI. In addition to a greater
understanding of the molecular mechanisms that underlie disease it requires the coordinated and cooperative

effort of research teams  expertise clinicians pharmaceutical companies as well as patient groups.

IgLONS5
Ly IR FEF F N FRT B 4

PRFWEE ZER

(WE] B BERHOE LA B st i R o] gk & i1 2 R et , B Wbt
NMDAR 48 o FRAI T E — GBI REZ 0 15 P ik 4 )5 4k & TgLONS S — 191, ki . & Bk, 514,
W “HIEAE 4R, BIMEZIEAE 1R AL, CSF ZARITFHIR A a2 5E 1 B, MR KA
ARSI 22 B SRS . BB AT R, A KR, A TYURERT, BRER
THUrEs, BG4 T TR G TRRERE AYT, BE MRS, JohiE, (BAIE12. Em
TR, PEiEAE, RAGRAL, BHEAES. 2 AFREEREA, Mk MR /RRERie Bk,
MEZEHIAR A CSF 4B A%, JCLr4uil, CSF AR R AT HSV-1, {54 A2 v R aEn
B, ZEAEBURHEEE, MIEA CSF H IgLONS HUARFIPE . HRKE T S ity 7 WA o A, 50
UGG, ICACIV T IR, A IERGEME S, WAl ZSEAHIBERS, MMSE 3743 17 43 BEARMEI AT
i (G S A BRI BT . SR ARSI HSV 54T IgLONS S Z (M A 7ERE & o
50 PLRIG IR BEAE BT BB R I R 5 A5 S Ak B B s i 4%, BUiRSE ALl R R Bt
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IgLONS & il e &2 &M HSV 2 HE—Fogr i 5512 8

NMOSD
Ly FLHF EHE HAFE R b

PWRFWEE ZER

[BE] B WHLBEERTERPRENMOSD)E—A T E AR RS S | bUR-BiAN 1
HRX 2 2245 (CNS) 2 PRSI . 5 MSARLL, NMOSD ERE &, SEYIGRARES S8k, 7]
AEZ A58 . NMOSD 2 K& R E HLHIZ) 609%-98% ., WA IRE, $4EE K —RA NMOSD &
H, (RRXT A NMOSD e ATSRXELIR . F AR S FFE R, NMOSD RiRIrdtsil =, 18
B K o AGGIRITAIE) IS RPEI I, ISP —. AR, ST, TSR G s
IR K PE . A RRBTRIFI NS B, WAAERIWER . HHET, NMOSD & A& S E A4
W, =5 — AR E R RIAT IR, ASSCHE NMOSD &2 i KU AR S e . I RIA
J7 RIS BRI A T, DA R NMOSD MBS #I2Y K. Fik: IS NMOSD & & KUk
MXMHEE, ZRERNE SERINGSTY . &R AN EZE TR M. AR CEIMATTRE
BARK ARR, SiNRAATRER L0 ) | AR CRGAEIR/DN, FTALAEISTE 40 SHHE ) Bk,
Berk At s 2R L IEWRAE, WIRMIIEE 3-6 M H ; JRPEER EMEAEFEEE . GFAPSL,
IL-6 7KV MHREEERERA, Hl =BEACE4 . ol ™ R RIS AN B A XU R 3R L 4s AR DN 7 8
HEBE RS . IR BRI B . AQPABTIATNE . AT HAM [ B Mg . NFL.
GFAP. S100B 7K. #MARLS N 5K AR 755 R 7K, Riiedran Hih —mEK . CysC,
AR A B, BEEEEYE; WA INERERAL ; B B2 BREWIE MG, &g K
KT BAREARER NMOSD e KU AREIfi A A I RAE DGR R . SE s 48bn . R 280, dy I RiE
G IR B AR ARR S # or ie2k, HR IR BEAE 45 T MARMKIAYT o A8 AR X LW 27 . =
ROHYT 1 BEAE LGB SR R B0
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BeEEE Bk RAF
FLAFEMES —ElR

(WZ] B8 IR EE RS RPENE SRR B (Congenital muscular dystrophy with
early Spine Rigidity) A1 ARSRE S BIATR,, TR HEXT A B HERR 2. ik AR arhliis
(1 ) LB AR B SE RMENUE TR BB E RO IR L . A B0 & ML B i . SR A 17
B BLSTIEAER, = 0y, AR BN BATE Sy, RNV . AR
HBHEBIER, H/NVEREFIENERFERAZ, BREATFIER . An] ILEF A B E BT PO
s ey (ARE 3+, JEME 4) FUESUTCS (3 20) o BRALEHSE, BEMAEREAHRE, »IWLHE
TS K PR AR 4E . B AE . CK: 919U/L, LDH:261U/L; JLH P UL AT 56 55 WUVLSE B A7 . JULIA
MRI Wz LA ZE4 . Belite, BN JKTHLIRRIILA . UL EE T NADH K2 ATP B4 il 1
HIAF A=, PR EZETL, SR A W SEPNT 045878 (c. 1574T>G) , FARIFA] WL E A H)
BONIZRBREEE . ik RACEHIR AR RENVE A R 2R Rtk % 1 SEPNT R
(Selenoprotein N, VAl N, D)RASGEAERMENEFTA R, R LI DR 1 FRvE g g
B KT WURITE Sy, AEBEEA T I A 0 RIS vy A 3] SR R 5, IR JULIL g AR
A7, HASBETEHGE i NS LA R AR [, SRBD e 1 BT 4E52 RIS LT 4E 2L .
HImRERI, 5HARE EE LGS P ERNUE AR . BOFBNUEFRA R 24 film KRR IAH
o, EAER LR AR SIS Wb T

A Lp-PLA2
FAE T2k B

BT E - ARER

(WE] BS: BiTENIMIRRVIGE AR A2 (Lp-PLA2) T ZRUA O 4550
B AEYIBREY) . ASBFSE 2 H ARV IR AR SCHENR S A2 ZK-P- 55 ki P il A v £8 25 105 7
HEBR LA AR 2% P 2R 5 A G, LAFE it PR i A b R 0 iy . ik #E 2018-2020 A
LU 28— N BB e b 22 R ME Bt 178 ke i P ik 24 v S 2 AT Il Bt oMo 383t R85 119 Lp—PLA2 Wk EE/KF-
B E D TSR (Lp-PLA2>175ng/ml ) FIXF B2 ( Lp-PLA2<175ng/ml ) ; JF7EBRFH RS 7T-14 K
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MR Rankin iR mRS)IAGEE A EARR , WIS . MR, . s, DLUEF. &
JRFEmE, A IR R IR . 2 IR A REEE . Hh =mE . A, FEMIERE FH% Lp-PLA2
WK FEBEAR (mRS W43r=2 40 ) BILHLMELL (OR) o 58 LA 390 A Btz h B .
FERCIEARRS PR, I . OB, WLEF. SIRFEIRE . (R R AR B I IREIRESE N R 5, Lp-PLA2 i
ZLAR Y, Lp—PLA2 BEHEANN Ing/ml, SRIMPEMGAS B2 UG KIS AN 0.4% ( OR=1.004 95%CI: 1.002-
1.007 ) o 4 Lp-PLA2 fEA4328A5 i, BTS00 RRATAHEL, e ok i A v £ 3 e XUR: 184 n 73.8%
(OR=1.738 95%CI: 1.030-2.935), Z&i&: TERkZErP B, MF Lp-PLA2 MR BE M4 il ST fa e
WK, S &5 ERERUEHE, BUREANRMTUG. Lp-PLA2 HRJE/K V161 ™ 5k
MR b 7 T B IR BN

DEPDCS5
XM, RFER RERE, XER, MR, A m, & X, T % BEF, Sk

FMNERAFHERLHET MEE —ER

(WZE] B8: HTHE DEPDCS R RANE D) R 245 F T RerILE . ik XF 143
19 Jey KPR 0 O 1 {91 4 ThT P A A AT T A8 ) AR . S TR LTI LR R R . JFAE S
P B R IE A SR AR ISR DEPDCS 225 BEAT IR, 0B 1 6 PR B -2 RUAH S 5 701 M XA ¢
Ro GR: RATE—EA K Bk & WIEMCD) R 6t &2 8L T 464 1 DEPDCS 284%(p.Pro1031His), 7F
O NRIEMIUR R R PRI T 28857, Hod 10 BIEZER A 6 M EPWERH(FS) FS+RIZKFR. K
A4 = A B0 2R 38 (p. Vall51Serfs*27  p.Arg239% Fll p.Arg838*) Fll 3 N4 X 5 AF (p.Tyr7Cys
p-Tyr836Cys HI p.Prol031His), A=¥{ B2 TN AE R /s ik BE 58 By o 5 M SV BE AN 26 1 s e e o F
— LT R B, MCD ZHBU™ H D RES B9 AR I 2 5 T JC MCD 41, HHOCT MCD O LR R AR
& SABA 45K, 5%t NPRL2/NPRL3 B AWML EOIR; T FS/FS+HHICAYHE SR AL B 45
B SN BAL AT TAIEYE ] MCD S DEPDCS 28 3800, Sk [ 4 AN A 1 ASIHAEE X A EdE
/R FS/FS+Jy DEPDCS 28 S 9£ M, £5i€: DEPDCS 28 IR M MR FS/FS+FI T MCD A%, 4
A DEPDCS S5 W HB/DEU., SEERAMIC, WEEAHEP R | RAMI R AT, P&
DEPDCS 7% 5 i R B - R AU SCHEFI /3 I X 2 Y, LRl 1 s R AL

[ Keywords] DEPDCS; focal epilepsy; febrile seizures; genotype—phenotype correlation; sub—regional
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WD MRI
X EB RS BERY AFEx FTEME OETH

IRERKFRBEE —EIR

[HBE] B/ HEIIFEREZENE (Wilson” s disease, WD) Z¥WAZNRERE TR & K 2 )2 3T
RRMEZS MRI URHIE, J735: WD FFIHZhREREAHEE (WD A2 ) 49 ], WD JoAvH L RERR At
# (WD XTHRZL) 31 BURMEREEIEH (fEHDOIRAL) 20 0], HAFEME . PERIRCN, G R Y Wilson 5
ZEATIE 7 ( global assessment scale for Wilson’ s disease, GAS )X WD B F IR EER S TITE,
W HIROK A0k . AR ETHINRETE M B3R (standardized swallowing assessment, SSA ) FIRSHE
KA (video fluoroscopic swallowing study, VFSS ) XFE&MRHEEAIEFTIAAY, FIH WHRH 3.0T #Eri Lz
4% (magnetic resonance image MRI) RGNS FIAWFFEXS G 4T MRI Kty o il B TIAR I A
( voxel-based morphometry  VBM ) J5 i KM Bz BT 08T, BT =2 EARRI 22 5%, X WD &
W S5 8 UM B S AT LB 5 I RGO OGP T 70T . S5 5R : WD X HREH B R XS B2, WD
KL WD X IRALAALE, M B2 IR A BB AN P<0.05 ), HIM B2 )2 BUNTEH 2. 22 57 P>0.05 );
WD XF PR AR B T2 40, X 28 DX AE rp sepif ol . rpse [l S L b o] bt 45 KR, 72
FAPIIITEZE 5 (P>0.05) 5 WD KARZHE WD X HRZH i B 22 4g I e, E20 el sz ghil, 3
Ja AL ] R, R B AR B R R A R . IR BEAR R R ARG, 4518 WD
SBEAAAE RN B2 IR B4, WD R MR B A 8 M e 2 IR B 224 U W e, H R4 AR 2 S5 A o s
TR SR A I R ARG

(X823 ] W EREAEN:; MRS, ETRRIIEEE

[BZE] BW: IR Z M (Wilson” s disease, WD ) KT HE A5 £ 3 K Kz )2 ki F,

LB SEAFIE . FTik: WD AFMAZhRERRAT R (WD Aol ) FIJCAT AL RERR AT (WD X R4 )
49 {0 31 B {EREAEIEE (AEREXTIRAL ) 20 6, #Z4Fle . MEICXT, XOFER QAT A, 42

NG EA N i e 2 1 B e = o U R NI R S SR 7 L R 5 o Vi - NS a0
( approximate entropy, ApEn) 4347, 438 WD 525 7 M D) Rl R fis b 22 Hh AR B T ) el s
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LER . LEXT A ApEn G5B BN 5SEFFIR R, A RE AU g X ApEn B 5 (P
<0.05) ; HEMEGFMHEBUNTX . AU b g X AHIX . FAZAEME#IX ApEn #5 (P<0.05) . WD
XTHEZL ApEn 85 5L R . AR LA, RO R B BUN g X ApEn 345 [ 327 R B0 50
X, XU e XA AR X ApEn H75 (P<0.05) . WD &054H ApEn Z5 R B8 5LF AR A, [
PEFIH Kz [ A5 I S b e X3 B e (P<<0.05) o 2LZHRIRAT, SRR R4 bd:, WD %t
W2, WD SR ZHITARIIIX ApEn $4 TR, WD X RELXUNE X . SUNSHIX ApEn 3% FFE; WD
SHRLUIRMAR IR . SUJEHIX. ApEn B35 FFF (P<0.05) o ROFHEEEES, SHEExT R R, WD
B ApEn AR XS4 R WD AFRALBNEIX . A IJEHIX ApEn B3 TR (P<0.05) . HEM
FOHE, SR LAY, WD & ApEn A R0 X R [ WD L4l sUmas X . SUiIx %
51X ApEn 3 TR (P<0.05)

S50 RS KU e X R R X, WD BB R RN R TR, WD IR B e i
BRI Rz S A R A G

[ S8R ] JFRDREARE; BWREEAT; STU; I ALkt sh Jiaatr

CR G N N R
GNP S E R

(HE] B PPRIREZEEIA B RER IS RPN IR RRE A, It sh 2105 ik
T NMOSD WGy BE R . ik BB A 6 KR 12 B NMOSD 25 I RS,
FExt HAEA 0 AP SR T RE ) 2 B RN AT . R FItE NMOSD 254 NMOSD 119 1.8%.
H AT 2N 1Y I G NMOSD g il h 2otk REECEE (83.3%) S AQPA-IeG FAMEEE, B&
ZIAIOC R R (37.5% ) FIgHIR (62.5% ) o S HECE NMOSD i filAlR], KREESKHEHE NMOSD 3
PSR BE S, AR SEURROITC R 2 R, AR FANFAIR R, 12 BlEEIL R
IS DX D REPEN 78 22083 4>, HirpJ& T WS (MAF<0.01) 19 4015 4>, BDE— PR AP
PR DIREX AR AL 1104 4~ 6 DMRERILA R F IR L 50 4>, AT 10 NTHAYEER ., X 10
LR AR MYO19, FDFT1, LNP1, PSPH, TAS2R46, MUC3A. MUC6. MUCI16, PRIM2, J%ZLJL[A]
FESHEA SHEEREE . F5HS . HRERERS . BB G B DNA & fil# 5
g5 MM NMOSD MG IR R S S HURRFITC B 22 55 LR R AE NMOSD &k ke B4
B BEAE NMOSD I A R B A AT, A, (R55T . BB ASFE RS 5 NMOSD 1Y
Ko NMOSD 49 F] RS2 22 AR R AL [l /R By 285 2R

(iR ] Stk MMEEBERIEREN; Sh D4y
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RO BRSO REE AFE RVl HEN
ARG AENE S —ER

A PEA R B AR AT A58 ORI IAL, AR 2 Bl i a# . 22 FUmE RAF h — M 208
BIIR AR a Y TBL, E 2O I R FIEEREOTFE 0 — AT TR, SR Wil (rTMS) AR
TR AR, PTRAEEE (S1Hz) S0l (<IHZ ) I i 2 2% a5k, A s2issh, vIMS
A DA SRR B B A PE R RS, ok AR A ORI RE o WFSEIAHAIRAR v TMS Al o 4 15
W B 2 i s TRV MR8 T T80 o AEL R BB S N T iU M A RIS RTR T o il TS AR T
XU A B B AN, 0] LScsE 58 25 AR T o fir 4 RE 0 . W ol i TR A | TR A 44 1T
JE, UEERFMIEF M. TR, Ry ATIIRE . TR E4ERE ) . TR HERERE S FMARAE
R, BEER SRS AR . HWANRIER ., BRI RN . (TMS BRI RERHA
R B i R R 220 TR MR IR 25 IR N AR . ORI X2 TRl R SR, S )= - B
JZ PR AEA, A T, R YR 2 T A RS FE A AL, SR LR AR AT K
-, I R Y R SR At ) T SR S A AR T DU I

DIM T

MEMRT EWET BRHAMT NEAE R Zht

L) RARAEMEE —El; 2lEHAEARER

(WE] BH: ST R, BINE R824 (the Aryl hydrocarbon Receptor AhR) [
Ficfdk, HA LR T 4000 (regulatory T cells, Tregs ) ZMEIIFE, MIMAELE ZF B B G n
PERE . SRTMIUAT —LBEAIF A SIS B B e i VAT M A ot e R 5 1 T 40, iniidad i
FEAMH] Th17 400, 755 AR it 2 BB SR A e MY . ik fEX I, JAIBISE T3 3-—
ML E (3 3'—diindolylmethane  DIM ) , —FEIRITAIGINE, X SCHE A B S e vk I i 5
( Experimental Autoimmune Encephalomyelitis EAE ) H1 19 Tregs FE AN HI I BERI M, ko, -
AT ARR #5500, CH223191, DARGHIE DIM S Sl id 3G AR X Treg f= 500, 455 FATAK
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BL DIM JA¥7 P % EAE B9/ EARRE , XMEMIFARE LS Treg 195310, R RAFTE R MEROE
BT Tregs MRE MERUMHITIAE . X LEIETRIY Tregs T BES AN Th17 UMY =6, MR MEANARHA
TRy, T HIRATIESS T DIM S&iit AhR ZHEERII . 518 ATAHFER I HEmsI—DIM, 7E
EAE B b i 0P P E I ROALRI AT 13— P94 R . DIM A BAE N —FBiia s T I 2l 2 Kk iifk
E Y B SR RAE
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(MTTrP)
Y ORITR H&Z

FrEmARER

(MZE)] B®&: i WHO SEit, JEBURMESFERRC S 23.8%, Ho ik s h
9.3%, AL N 10.8%. FEACIBIER, KMBHFLINBARE , 45 BF AR K
RIS . ZEE ITAER I E b & s (MTeP ) JRYF IR MR BUS BT AL, BURRAY I Bk
CH. F7ik: 1. BCWIilr, HEBRatAMESom it . 2. WA POt hi. 3. RYa4 e
JEER, SR A bR R TR SR IILA o ASTRIAR AL A0 fih e s i 5 LA [R) R ) Sk AR5, WKk
AN ST LA 2 BFL R AL . ROTAL. SUSHLCL o SREBL, Z2200) . kIl SRS
4. BATRZIAE, #ERITIAOFHNC S ERC. 5. EIRITHEA BEMRNAYY, DT Bksh A i
o W E R, S IR—IrfE. SR T 2 FINATT R K T2 U SR R 52 ], A Rk
SIE 20 B, DwskAR 150, = SOM A PR S B AR 3 0. IRYTET VAS P E 7.15
Oy, AT —IrRIRTEAY 3.23, P8 3.92 7, BEAYTRIAORI N . T R SRR AL AT
REWS S SN S PR i sz an il . Bl A a7 IR A MRS 2 LA P LU (1) sl sl
FAsfiA s (MTeP ), FE5ES DRI RIRHE RN, & ZBEARRS LAn] LIRS, Br A AR PR Zefi HL
SKRMLIA R K AOIRAS , ARERAUARIE S LA N 3R, ATRE “M 2 - R 2R Jmaci ™ 1
PABEMES, (e 2k MR A X EUR P B HR AN, (2) BHilfid e s (MTeP ) S 52 S df i il (it
Py, TR MR AEES , (A i e AR BP0z, /MR AR R A KR W RE - Ib Hh ok, iR fB 2 1k
Y=, B R RS RICH, fet 2 B . (3) il (MTeP) FIEFsmaaoa] U it
PEVE TS M2 DR, IR B ZAR X, SR B, BELWr i 2808 B2 AR A 5 5, fe ik A I A EK
FIGHERRAE LA HZUR BRI, ATk B R AR

1
VA AT

IRERAKFRBEE —EIR

[WH=E] BE: SRAETRENE (AHD ) 2—FEaRISB ARG (HE ) , 2RI 2 i
FRHEARSN R AR RB , 5IF ERAZENE (RUR LB R R, A4 1 ] AHD S35, FFHT
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AHD IR RFBLRCR W MR 505 T3k RAE—B1) 37 2 LB MIRIRGER, 456 Gkt ot 4
R BEANNIELG A RRE R, IR IE ST . NRILTERIE | iCi2 0 PR JF
Hkfl MR 427- BTG HER . s DU S JE o 2 MRS 5 XS W R, IR AR ) 2. 7t
o KA . FEIERHERTT, Hoz shfReht X/ MK LR TS . 48 AHD 251 PRI
KR getErom, ARy EE SRR A T IO S BRI KOW R K .. PO
ARESEA RIRY T T B

2
MEE SH=E= #H4EE H &

IRERKFRBEE —EIR

[WE] B&y: AUV 2AL T BIENCT/CPT)X IR R C B2 2 RO IR I 835 21 T
e R 22 ) R SR R (L o, 38 A3 BT A [R5 R JERE h Z2A  B(ELAE 2 BB PR S 3 rh (L
PR B R B2 . Frik: HeE 2 BB 46 B, BT IE PR (18,
C7) . Rz (M5, C8) . MEERMEFMERMZ: (SE—HREFEIZEERAL, 14/15) , HTRHMRIE
5k 2000Hz, 250Hz J 5Hz (%) CPT fH, /i AERZERSH R, &R CPT %1 DM BHTE
2000Hz, 250Hz. 5Hz —FPRE A TS0 CPT (H22 5 HA SR X (P=0.033<0.05)2 5 %1t
RN, Hrh SHz SR ORER, Ik 54.4%. 1IE R SRR R I LSS P=0.030<0.05, A48t
X, Hib 2000Hz F1 5Hz S8R EH 54.5% 5T 250H2(32.7%); A2 = R4 o i e s s
P=0.032<0.05, BSit2#E X, Hrf 2000Hz (41.9% ) #15Hz (65.1% ) S 3T 250H2(39.5%); B
EAHER P 2 22 3| L BTC R S 8518 it DA BZS R0, AR A GG ph 215 (B AE 2 BUREIR
W hRIAE, Hrh 5Hz S 3t , Uil CPT M5 Al LUR BR 2 BB PR B R 2o 7, ELE IR
o S5 L 2 70 v/ NEF A SZ A0 R B
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7=

JTRERKF

(WE] B FTE T DRI RS LS. Ak BB e R R #E 1 T
PEAZ L VERRIR AR IRE & SCR =AM RS, R BE R4 b, W W, et TR
34, REBE LA, 7 AEMENE. GEE T 3ERTHHII S TR, RO, Wy
BPBOUEI 2, FEATCIC ) TRE, DUIICIZ i N 32, RN 5 ic i o i = sldiad i, 1c
I A B INERS, HHEFARMIT AR, 1 ARERT s shlgE, R T% . x5, 17
AN, AR RS R >, fE SIS, ROV ULESZIN &0, HEil, K&
R, BRETSIRBEREEINE, IS ARRAOE A AT, 8 R 4 ), Ho 2 RTE TR
BEEHRE, Mg RGAR.: 21201, RS T, WaBs, SURE TR, MHRM LiEshiR
e, M TiEshIl W, fg RO, S, A LRI 5-%%, AR 5 S, WLk i
B, JESEXTRR, DURCIERCRTRER, 5 EIRE  ERAR IR AR, ST R RS, R,
HHRELA, Romberg ERAME, A7 RAEPAM: . SEEAHBIK A . IRl 1.SSR: BUF L SSR R
JER, DEHERRAC . 2. FREUATRIN A« OUIARE R L FH ) DL AR M 1432 Sl s s R o, otk
BIHK . MAOELEERERRIITIRE . H5 . Wrigids. Was g Rz sha i B 5228t
MMSE20 435 ADLI10 43, fifixi MRI &/ i boi2s4n, #haaiforid, 2 SuErtsl | R EHEE
R RAE BARSAGA LGSR, MRS A TR MR T . 4538 IEAT MRS R —Fhd
B UL ARSI & ARZE B AE o FRAETE I R B T MR PERR U A a5 45 . PSP 11
I PR 5 A 1 PR T £ IR P v o B4 R 28 70 5 1) S v

L L AFHMEE=ZER; 2HMMNAFE —MEER; 3.9 L AkFH¥FiK
(=] HE: B HLA-DP JE R FGA M S B BERIG 25K (NMOSD ) 1l A& 05 ARG IR 2
RIS, ik AUBETEIREE NMOSD i 86 6 (&t 52 14, Zef@dl 34 1)) . &k Madifh (MS) H
#5215 (2 20 ), ZRfi) 32 ) ) S fRRR X AR 29 ], e HARNE bR R AN (45 B 40
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KA ) 3R HLA-DP 7313835 KA MR- Z 40 ( PBMC ) HLA-DPB1 mRNA 43587k, 4%
8. HLA-DPB1*0501/HLA-DPB1#0501 . HLA-DPB1*0501/X ., X/X =FhJE #1434 2 HLA-DPB1+0501
S S ARUTE AR AE NMOSD . MS B At B2 ] TCH gt i1 225% (P 2058 0.96 F1 0.71)

NMOSD &4, JUHZZE# I NMOSD /&3 51 1 B 4112 11 HLA-DP 73 KKK 35 5 TS #
4 (P 43514 0.049 F10.002) , 2t NMOSD S350 il Sz 4l % 16 HLA-DP 43 F3RiE KT 3

o TR B4 (P=0.025); NMOSD 2 PE I fNZZ /il PMBC HLA-DPBImRNA f{%% Si /K2 5 25 5 T
X HRLL(P 43528 0.000 A1 0.003 );  MS & 2 R R/ Il B 41 F PAA% 40 i 3 i HLA-DP

5 F R ik K ¥ & PBMC HLA-DPBImRNA [ ¥ St K F¥ 5 HREXT A X EHEE R
HLA-DPB1*0501/HLA-DPB1*0501 , HLA-DPB1*0501/X . X/X =Fh3ep I oM E I B 4035
HLA-DP 73 FFRKKFBA G257 (P=0.017) . it PilaLb4ni HLA-DP JE R 5 1 oy 13
IEZKE AT BERZM NMOSD F 55 8 SRS, T HLA-DPB1+0501 25437 3 K B0 AT G 52 Mt Bl 52 126 20 it
HLA-DP JEHFE 55% JorF kKo

[REiIR ] WPEEBERIG RPN, FEBERE; ARAdiEhin

XFE ST H W
IFNERKRFRBEEZ =ZER

(WE] B ST TR AR b b ks T LR A A2 QY & A o8 B
FEILH A, MR RIS ik /34T 2018.09-2019.06 4F-7F
Bt 2 W BE 173 B3R O U5 P Bl i P A v AR AT SRS TR DG L [CYP2C19%2(c.681G>A) |
CYP2C19%3(c.636G>A), CYP2C19%17(c.—~806C>T)SE KM, HRHEAIMZE 5 /A ie AFHE A A B (A
i AR AR, DSBS PR DL R SR, S5 R: 173 filh, P 3 1
1.73% ), IEHACH 67 B4 38.73%), HRIERET 75 BN 43.35%), 1A% 28 Bl 16.18%), Hrlalftif
75 BilrR, CYP2C19%1/%2 RAFZER 63 (i 84%), CYP2C19*1/%3 ZRARZREHR 11 Hi(5 14.67%),
CYP2C19*1/%3 WpAE4iAH 1 FlG5 1.33%). 1210 28 B, CYP2C19%2/%2 ARG 27 #i(/5
96.43%), CYP2C19%2/%3 S5 1 B[S 3.57%), &1 TEABIFAI AR T, a5 i H i
BK, PRIZANFEARE LLE PR ks T e T4 rh i, S KEMAR S, M 16%
BE U, PR EMAS IT RO AE, WEEHIL B/ MRS . BRI s LA
CYP2C19*1/%2 G878+ 5 Ry 32, B MAS T i QSN WL T CYP2C19%2/+2 S/ ali G Ay, RIS ]
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ARG IR PR ML PE RN A P T AT L MRGRY T 7 SR BRI T S BRI, 7RSS DR ARSI Fr) B Al
b, ZRE VG EE MR T 2GRS, SRR AR ISR, LTI IMBIRT T S, AARIIE
M L4 AR

LI MEMAFWESE ZElR; 2.2/ A

(FZE] B8 s —Fh -+ 8 mhms GRS IREER . /Ml 52 2o FERRN L Kk
JXAEBE Trousseau ZEA LRI K SCHRIZ T, SRVIIATRENLH] . AR ARHIE LRy MBS . k. 20hr
R FI A BN TSR IKEESLR) Trousseau ZRAHE 1 ], FFREATAISCICHRIZ ] . &R . LIGbhsk
MUPERRAS PR, e RAEARTCRIR , Skl MRIAEAERBUD WU TSR3 2 K INAEAE, £ D — R IAN] &
Mo PR ARASARNR . BRSO AL R S R A B A AL O AR . B B
PN 2RI, BT 25 RIS . OISR, R R HEER MR P K L R R T B A R s A
HERBEAAR R BUS A R o s R SRS SBUSIN Z R, SRR TsEa &1 Mi,
EfPt— T

RS
P AFMEE =ZEK

IS IR LR S IR L 45O RGP, RS RS, JTHLB A2 R 50
ZRE W R LL B KA, 290k 88%, HUCH T KM . NK 40/l M 40 HIrE /N
M NI AR, SUREMRAT/NE M, I RERBANEAR S P2 A/ ME R . Fl1H6E
1 BRI A AR B A0 R A 1, DII#E—2L 1% CSVD 5 IVL MRS AR . B,
72 %, RURVEMERIRESR | JBUAMHE 1 ARABE. 2 AU BUSORKR N IIZLIb AR, 2 1B pe
MZEE FIRET, THAERIRT, ACRKAE; 1 ARTEZR PR SR A MEE, PRZARNE, 5§
S a RN o A2 A SR CT . A3 M TSU: KB R TR 5 DX A 7 32 LA L8 e A
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Bio ABEE THUM/IMUCRE+MITEIRYT, Epedfd Bl 2 K GTCS, 2-3 4R, T/ LPivEin
0.25 bid JAIFIR A . JRBERENA 2, B iR, BAT ), ARESTESEIR, A
Bt FNIGEIRBINHE— L0, 5635 T A A L BTERiZ T . LDH:515.000U/L, CSF: [ 4 &
£ 8x10E6/L, S 0.319¢/ L, OCB. —ARIF . #EVE CD RINMAHr(-), dHiE-7 K3 Fe 4
Jfl, ApoE FEIAIN E3/E3 R, MHLIA . 189% . IKEASRAR . SUMBRCES . SUN R Py . XU i
WA LSS, 2R N R 25 AR T TREE K. &8 PET: RIS SRR aE S . &
/i HR-MRA (DWI, SWI, MRS, DTI, 3D-ASL) : Z&Fkt (FEWARE) o KARIGKRHIE R
FFE RN AR B U R . I IR LR — R D, /NI oA, AR A B wiRie
CAA-RI, MEFEE, AIFMH, LDH &, % EE] IVL frThE,

A S

PIRFWEE ZER

(WE] T 50ros A S 25§ 28 0% R P (NMOSD) B E AIRIT R, R
NMOSD Ml RIZiaFEAEIESE . ik FRATRILT FEHLOGE 5285, BETF T 51 44 NMOSD 35 (FHrf 19
ZBE M RRETNAYT, 32 ZBE M AERTIFNGST ), MR 55 4, RAY RERpOIRS &
F (EDSS) FIAEIGHE 1 PE5r (mRS ) PFA NMOSD f& Ay AR AL, I PR ™ R B B A el 1 3¢ ( PGI-T)
PRI BCEEAREE , SRHT 168 DNA J5 kA iz 38 TR AR, SR FHVBOR (0 35 A I 50 28 A (e JE ) 1R S
FERRWT R . 43HT NMOSD SBEMIERE | ARG 55 1 1 B R S A = WA A AH O
P, 58 . NMOSD HBHE AT 5L WIRYT 5 2E(H E ¥ Erysipelotrichales ( F}EE22% H ) , Bacteroides ( 42
FFEJE ) , Victivallaceae ( YA WAL ) FEEF . #AERIRIT R LA S w R TR, Rk
R &
BHFNEIT 1A, 240, 3 MABITI R 25, PGI-T R4 R FH 25 4= A P A2 F 6T 1
AR 3 AT 2R, BFE 2 D HE AR ATEEEER (P<0.05) o AMAHCHESII A, &
A DA AL FRT R J  BE n R S A- R 2 SRR & i B VR IEAR G (P<0.05) , AER & 5254
R 2R R BAE SRS IE DG (P<0.05) o £5i8: NMOSD FB 350 FH 25 A4 0 J5 i i A 31 st
FEEENRIIIR & i B, AERARLANGE, I S YN IR A RN G

[R@iR ] WMEERERIE RGN, B, mAm,
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--ALSP1

PWRFWEE ZER

AR PR TR AE A I ERIRIM R ALSP ), 2R UL/ AL . IR R4,
GG, FELGMEER . sshyige ks, B R SHARINR L AR MRS, s
ERE, BB E TR, FRATTHGE ALSPL 1, DU T#E—25 AT s

BEH, 56 %, BHMEA “mIUE" FEL 6 45, Benr Rk “SkRHT” BERIAYT, Tl i
150/100mmHg 247, AWM 20 434, 20 S2/K, KW, FigEd . SRR, Bpdx, Hhdsi
Iho PRI, FIEAE . AR 5 AER, 1212 FRE LAERABE. 5 4ERATS il fE h R sk
A, RIIMTIKR, A BUUR, SRR RREEAZER, ARG A AR, 12l
“HEREAE” , TRPEIRIT IS A BE . 3AERTAE R SR AR SR JTINR BRI . 1ARERT Sk
. BIBAE . FREMEERINEE, IR 8BS S, R POKMER%, fRmidiZ g TR, HE
AR —Mmat, fEFEZ S, ERERR, PRI EE, e TR, Se T RE ER,
AL MR LSRR XA B 2060 U BTBi e . 1RIT IR ol . SRR — 2k et

FRIEVESY 42.5 4%, HWABPESY: 58.75 7). MoCA: 164y, MMSE: 244y, (#IH=£p7 ) I [ERF
IR 60.77umol/L. K4 30 .07umol/L. k#B MR 41+ 5% +DWI+SWI+DTI+3D-ASL+MRA+MRV /R £ &
F BT AL . JERRIN . 55 5 54 fk I CSFIR BERIAM LR 5847

WAE TR/ NIRRT . ALSP I A B kb4 5 5 CADASIL, KPR
HEHS . AU B SR TRYE , (H A A SRS

EBV 1
wRE F F MHI4a
W ERKFHRIIER

(HZE] B WA SHRREERE R IR, 12W, 167 KBE. Fik: 48 1
BN SR IO M A R 28 B EBV 5 8 B 2 (B AR G LA B SRS > o G5 5R - i A DR
Y SIRARE, ZJREIRREER, KT MR OSBRI IEER . NGBk T2 kAR, A
BEAREmAL, B CT $Rn . XUMZRBEAR . /NSEIDIREER . 1l EBV-VCA-IgM, EBV-VCA-IgG
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B . BB NGS Kl i AZSE 50k 4 1 (EBV ) Rt P8k 231 4%, LIS A1 CSF H3E e ety b
PE. 2 ADEM, 45 TE . K. UWERAIT G, BEIAE. &R M8 EBV fia L n] S i
MiBEBEREIR, SRR A SRR, 5 ADEM EA%UIMSE, BUIBWIRA TIE . ARk, bR
HRA TR R A R S

[REiE ]  SMEEMERESER EBV EE M

ZE A S

PIRFWEE ZER

(WE] BHW: SESTY4KE (HFD) ol DMESERS AR A, 0 nT AR RE & Wer= A Je ik
RIHFR(SCFAs). FRATABIGTIRYT HED Q0 far i 3=k T3 B A B2 A= o e ot J A RN ek 52 309
ML, WT-MssiThaE. 7735 FIFH 16S rRNA 17 AR T AL SHAM 41 ), BRI £A( 1SC 41 ),
ISC+HFD £, ISC+SCFAs fR/K#4, 1SC+#54=HZH(ISC+PB 4 ), ISC+7il B REFZHIZH( ISC+TRANS 41 )
M B B REHEA T 04T o 85 SCFAs IR X B N A T oA BRI, ARSI, SPAARSE
XS T A TN . e, AR ST N BT A R R A, A SR T
#lo  PCR array FANE/INE AN SAEGBE R F, XIE T X (SVZ) M P A S T TR0, I
] Western Blot #1 RT-qPCR 5 Xl A T8 . Fohe, /MR B4 i_Lis s 2T 4m it 1 4
PEYERE R, WM B b . 858 HFD WG, FLRREEWI R 8, 1SC+PB LR
FEEBRE I AN, ISC+SCFAs ZH A1 ISC+PB 2 SCFAs /K- MBI . HFD, SCFAs #1254 B 1 0 F
e TR B LM AR T S5 s SR T BE . SCFAs (20t T /NI R AN I AL AR SO . SCFAs R4
T SVZ Nestin+4fi i Lb G AIE i, (EXS AR T 0B A2 . SCFAs L R/INES A i MAPK 558 % -
ILIR1 TNF MAP2K3 JUN MAP3K1 TNF SZ{RFHOCH T4 LR RGE . [R5 BDNF Fil NT3 4%
MR TR AN IRE SCFPAs it fE#E/ M B 4031 BDNF K& NT3 fEibphss %
Ao 18 HFD RHGIEHEIAIE = 25 1, W SCFAs Fr i, SCFAs 38 5 28 e A e k2
REMKAL, THX —1E & SCFAs fEiE MAPK 8 BTG, 25/ INBe A0 b 288 35 TR o I S B
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Leber
U]

PWRFWEE ZER

B, Bk, 238, WA CLIBMAOTRELA, ARSI 20K” ABi. B#E 1 AarE S ARM
FFME, BRI RS S, KRR, TUMEY, LRRBA= 51, ThiE
8, OB, EEMAAER 0.15, AR 1.0, TR, M FREIEHAIE R, 20 K]
AT IR AR, M REREE, ZCMRALA e B, A AR 0.08, F7HR 0.5, 2 H HirH B AR
MPIE L IX IR, A /28R 0.03, AR 0.3, SNsEkis%IE “MmzR” | FHIER 1g od thiliih
J¥ 3K, JRUCHBR AR 90mg FTAR qd HZ B, BMSRAIHS 7T0mg MR qd. HBE I MGEAR B3,
BAIEE. T MR, FiBE MR, NMO-TgG . B AL . S pe X A Y AR BE AR 12
Wro ek L RS DA & B m.11778G>A FERRAE . LA WA Leber BRI 205 .

GABABR
o=

1L RERAY; 2AETARER

[#Z] HA: K90 GABABR HUIKFHPE A S BetEI R I2IE SRR . ik M5 14
P GABABR HiiAPIYE B B e Mk A& IR RRBL . S & igyrik s, &R BEN 21 24,
W “REREMWREIRANTE 3 K, R 1R kK2, BEH 3 K TAERZRAEM, DtEE ., SR
B, WEZORRG, RRERY 2 SEhE AATSRR, MRISASREIRZ, 1 KATERE PRSI EM, FA R
B AR SRR BUR BB IO ZANRER, FREE 2 BhERE AT, ABEAiR. b
WY, WHIIIREIER, XAV, S 2R WL RS E, WL V 9, RERAEARS |, i
TR BIE . AR 58 32 Ik 2 A /5 P9 . 190mmH20, A 8 #E7% 1 40 H:40%10°6/L; fifiii MRI
ANATI BRI Ak . R S 1 SR S S A 2 AR A B bR ; GABABR #t
fRBAYE (1:10) 5 I GABABR HUikfEME (1:100) o ABi/G B PR BN AZVE, A AT RERE
i, DOICAZ S mrE, HRTRE E, FZRHORAS R 1400, RAREERER . IRIE . BB,
Wbt GABABR HiiRi R AR, THIERT 1ok, #H S Kigwa, RETFRMEREN 20ke 75 K
Frbki T, HAL OO . P E S HRAYT . BRI AT, NIRRT R, R S
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Bio &5i: $TGAABABRBUAM & IE—FP5 v -Z I TR B B ZARBTAHM C—Fh B SPiik -0 %

PEfR e, WA R RO A S B R R SRR, DA RS TR SR ORI

RAERFZFRIM, T2k Lw, DONHIDIRERG | W AME . KT 25 o 2 R R B &

B, EEEBNGIER R T RE, TR UG R S I 58 0 B 5 5 RN A A W52 8.
[ 4837 ] T GABABR HifkMiZe . Wi &1

7=

JTRERKF

(WE] BHM: WMZAMEREEHNIEIRE S FiEk: 845 1 P2 IEREEZH GRS
W, R E ST IR SR BE, ot R, 728, W CRASGEEE TESE 3 4F, InEE
FIERME3 A4 7 ABt. BET 3 FATF G IA NGRS, #FbrfiaE, ARES A, Bk
JRZEVURL, tRizshiRez, SBistis, BWOnERe, TEEZE 125mg td 1GY7 5 BURR BT IR
fife, ABATERZE R LA SR AR W A, 3 AR s shR g, AAEEI L, FHFITHRE
PP, PR S AR 3 ok, A WS RE] 1k, A TR, miieA AR, A
IR A A DAY, Aefk: 2120 TR, TSR FEEAE, RO ZR, SR, UK ) 255
RS, AU A S SRR . R s, RSl riaE, SN, AHGLA, FPHAR
B, BRBSEHIEAE B . MMSE #4325 4%, MOCA 1¥43 23 4%, HAMDS 4%, HAMAI11 4y, H-Y 430
5 %o ABesEENEBEAL: LTI IAMELNUILE KR (EAS-EMG) « SUNATT TGN 2R 3 (40
TR S AL, ZEM 1 Ab, KEZAHEA ) 5 2. RESCRINE . £ FRORTE ML IR 6Hz 15
APERERCRAL, A b B R L (RS WLAE S BRI Sl S S B, IR R LR AR 5E A
45, ZBRAE, MMSE P43 25 4r.  MOCA #4323 4. HAMDS 43, HAMALL %3, H-Y 705 9%, 4
B G ZREEG PP RAERMN, D REMESTIRERE, R RRER . N5 R E
ARA = Z RARAE B2 RGN, H AT E Z LIS AREE A AF R 2R B IE PRI 2434 MSA-P
VAR AN 55 T g R 4 MSA-C AL, MSA HRTHIEA N —Fh /D S TR o — 5 filiA
B, HIEAARRE 2N I o - R U O BT IR IR, oo RGBT AR

[X@BA] ZREES.
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18F-FDG PET
oA a4 x A Kk F
T AR ER

[HE] B8 FHER TR BAR(PET/CT) X R KB (AD) 06 TPl f (e
Fik: X 10 Bl AD HFEF 10 FIAERE . PEIFISCARR BEVERC A fil e 4 A\ K 18F-FDG PET #474)
Bro BEIBOSUMAT | S T AR ml . BEET L B BRI W RO EOGER X, T
HIF LA ) EOSHR X ) FDG ARAEAL B BUE SUV) S RM/NME FDG B SUV HEZ A2 5, FExF
B.op HE AD QAR FDG (IRAIERLEE 5 6] SRS petR A i R (MMSE) P46 7 Luxt b . 45
FR: B AD BEMNGEHATIEE FDG AR BUCEHIEAR E A BUAXTFRM:, B AD BFE MG
it T ARETH S FDG AR AR, B AD R e B Z K. AD ZH U
/NG SUV TG (ZEM 0.61 +0.17, A7 0.69 + 0.11) H 5 FAT I Wamifi( Z2M 1.25 £ 0.10,
Al 1.26+0.06, P < 0. 01), AD ZLAGRUNFIAT [E1/NR ) SUV ELIE (M 0.78 +0.20, 44l 0.83 +
0.41) BEHE XA Bt 20 1.12+0.10, 5 1.17+0.11, P < 0. 01) AD ZHPAUMFLH-//]N
i SUV HU(EZEM 1.11 +£0.26, Al 1.12 +0.27) B H X FRAAG( Z200 1.28 £ 0.25, 4540 1.29 +
0.29, P>0.05 {HIREEZER. &it: 75 AD BFS, Wt FDC MM, HUohTin:, B
BN, S ATRESF A Braak I HR. AD BFMNN B VEMFERE (VT REAAE SR RS Y
E-EH, (2 FDG BRI T BEE A HIThRE R T REMIZ SN E . ik, 18F-FDG PET s 45 Bh T IEM
AD BEWEE, FDG AR TE R ARL ) 5D g B R EE A G, - HARYE FDG BRAKAER AL
AIEl, PET fiki Al VR e AD 5 HAWSE RS 1 T .

H2S IncRNA-CasC7/miR-30c/BNIP3L

ko %
PRFWEE ZER

[#HE] B8 SR EMEREE IR, KR AREET,, HARPLR A+
7% HAT I ARIAEG, Fb i —IUR S A 220 288 UINSE, iA 2273382 — i miRNAs A AR S
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RNAs ( IncRNAs ) A4 09 # . 7EX W58 b, FR AT 0k 40 B 452 B R /) BB B F 50 T
IncRNA-CasC7/miR-30c/BNIP3L ( BCL2 #HEAEMEH 3 ) {55 d@srenasmh e, #8575
Ry M I-H3E-4S83-1 2 3 6-PUAMNE (MPTP) 4bBE C57BL/6] /N EEST /N FUA 4 70 1) 31
YRR, I HIERALE (H2S) W AGAYF (40 ppm H2S, 8h/d, #54:7 K) . F MPP+i%E SH-SY5Y 4
MRS JEfi ] NaHS #E173497 (200w M NaHS, #52:7 K) . W 7R . ieiu m e i+
RIRIATIZ 2N ThRE . R TUNEL 352 GEA I/ N A SH-SYSY A% SR ph 2o T
M, SEMF PCR A1 IncRNA—CasC7. miR—30c 1 BNIP3L H935ik7KF, SeEiieil CBS, BNIP3L
F1 PINK1 2 HKF. 5OCEBHEN miR-30c 5 IncRNA—CasC7/BNIP3L Z AT R, SR WA
H2S ]S AIA 4 A6 /N Rz S i A 2 e T2, NaHS AbBRAT 0604 #F0 /N SH-SYSY  4afifd 4
T BRALYIR S T A4 AR CasC7. miR-30c. BNIP3L il PINKI Ay3EikZeii, H2S Fif
IncRNA-CasC7, T IncRNA-CasC7 3 ¥4 miR-30c, miR-30c &Ml IncRNA-CasC7 1 BNIP3L (1)
ik, gt FATR IR IncRNA-CasC7/miR—-30c/BNIP3L A5 2243 23455 30 J% 2 5 A4 B0 1 R Bl
fiillo BNIP3L & miR-30c f—MTINEE s, S 562403, XM TN — P EZE R, 78
AR A TP DGR E

MR
X B XNEE KR4

PRFWEE ZER

(BE] BH: 5= —0A SRR A 4 it 8 24005 (GFAP IR 4N ) Y #y
L MR, $2EREXTBURIIAR, WS W2, Ak BEL, 31 %, Wik, KEME, 7
MR B AZIRYT . CSEHER MR (B 1) o BEMEZERI R RSN 160mmH20, A (CSF) 4
T 162 x 10%/L (R ERIAIAE Y 3% ) , ME R /KF-h 3.05¢/L, Wk i ¢ , kS By
BT KRR R R HOOEA I, W R BT BRI E, SRJE D IR (50mg/d )
RINGESR, ARIURMER. 3 AR ERE . BEEEZ T S0 R RSN R T R
MZYGPEIRYY ,  TRIE bR S H ZEORARS 20me/d Had 21 10 iR s . REREHTEE . 3 A5 A A ik
T REIEIR R (T 2) o T B G S i /e PR BOR R ELIS 38, =B E R GFAP SR 40 .
ik, AL R TN CSF-GFAP Fifk, L5k, E8R: %W AZWI A GFAP
B AM , kS M s AE SR, ORI . SRR TR PRFINIARUNG RN 4 (F it = 95 Jit
SRR R TP R GFAP IR AN A2 i vl REME R R E 2 .
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Optimal tissue reperfusion estimation by CT perfusion post
thrombectomy in acute ischemic stroke
Zefeng Tan" * Parsons Mark® Xu Anding’ Bernard Yan®

1.The First Affiliated Hospital of Jinan University

2.Melbourne Brain Center Royal Melbourne Hospital Victoria Australia

[ Abstract]  Background Modified Thrombolysis in Cerebral infarction score (mTICI) =2b is defined as
'successful reperfusion.! However mTICI has never been correlated with dynamic perfusion imaging post
endovascular thrombectomy (EVT) for acute stroke leading to uncertainty of the extent of tissue reperfusion in
different mTICI categories. We aimed to study the proportion of tissue optimal reperfusion (TOR) post EVT across
different grades of mTICI. Methods We performed a retrospective analysis of acute ischemic strokes with large
vessel occlusion whereby mTICI =2b was achieved post EVT. Computer tomography perfusion or Magnetic
resonance perfusion was performed before and after EVT. Tmax+6 volume reduction of more than 90% was
defined as TOR. Comparisons of proportions of TOR in different grades of mTICI was performed. We performed a
logistic regression to test the association between the extent of TOR and favorable outcome defined as Modified
Rankin Scale (mRS) 0-2. Results Seventy—seven patients were included. Median age was 71 (57-80) and
median National Institute of Health stroke scale (NTHSS) was 17 (10-21). The proportion of TOR in mTICI 2b
2¢ and 3 was 52% 80% and 81% respectively. The difference in the proportion of TOR between TICI 2b
and 3 was statistically significant (p=0.039). Logistic regression showed that age (OR=0.933 p=0.008)
baseline NIHSS (OR=0.839 p=0.003) and TOR (OR=5.993 p=0.014) were associated with favourable
outcome. Conclusion The proportion of TOR was significantly lower in mTICI 2b compared with mTICI 2¢ and 3.
We suggest that mTICI 2b was an unreliable definition of "successful reperfusion" and mTICI2¢ should be

aimed for both in future clinical trials and routine practice.

16

2

FaH X & KR O EZBE Sk #H AR

#4

BMhAERAFETER

[WHE] B9 HOTEENIC EFE AR R, aES R A LR, ERis sl
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HLAL (QMUP) b & TFHEAR A3hik (IPA) J3#r. Fik: X 2020 4 1 F 28 2020 48 7 H7ErG 7 BB fl
22 RHILHL B 2 B AT AR LA R A A ERE LG ) B AT LB 53T . QMUP AT e i — B
o L PRIz Bl A B R (R AF S BOIE B AE B3, R R 20% LA 38 LRI, R I% 109%~20%
HNTTEENURERE o IPA TSt iR = B T B (NSS) G st = BRI g stk =
B gk LA iz e (LIRSS, T8, s &Rt ) | DL =R A XA L
WIS, &R WHATRENTC & 1661, HpBE36], Lotk 1341, FHFER 4041925,
RNS fICA538 st PR @Kﬁ 88%, AR MM R (61%), IREEMALKZ (50% ) . BIHHRANLA 58
B (=013 B, Mg AL 15 B, BPUSKL 14 B, JRETUL 16 Br) |, ERECRESTAAAESE H A HEAL 7
P, QMUP Zr#h, i LA MUP B BRASAERIAME R 0.0% + 8.9%, FHorh =l MUP B FRAR {5 [
A (-5.0% +11.2% ) o FBULAZAEESE 3 8 (5.2%) , "TEEUEMRE 38 (52%) , 4
HRH 4 ZHBHFH (25%) o T8 IPA 53, Sedriiie = BIZW LRV 3 9 - (15.5% ) , NSS—ifghtk

EHZWT LR 6 3k (10.3% ) , L8 —1G3htE= B2 W IR 3 8 e (13.8% ) , ﬁﬁiﬂ'z}@%
Ar”ﬂ%/)ktﬁﬂmﬁ PERLE 13 3 (22% ) , 730 A 7 24585 (43.8% ) , HRZERE T QMUP /3. 47
FAEALIC ) BB TR WL A AT, TGI8 QMUP Z3Afrif 2 TPA 204, 3R WL 2 m 28 M fILI: %n 5,
IPA A5 QMUP o R, FEAE AILTC ) 28 25 ML AR TG A2 W JUL I P 40 3 e i !

A comparative study of CT perfusion and Multiphase CT angiogram in
predicting clinical outcomes in endovascular thrombectomy
Zefeng Tan" Parsons Mark > Anding Xu' Bernard Yan®

1.The First Affiliated Hospital of Jinan University

2.Melbourne Brain Center Royal Melbourne Hosptial Victoria Australia

[ Abstract ]  Background: The relative prognostic importance of modern CT perfusion parameters
compared with multiphase CT angiogram(mCTA) is uncertain in acute stroke patients who underwent
endovascular thrombectomy(EVT). We aimed to compare the CT perfusion parameters with mCTA of EVT
patients' outcomes at 90 days. Method: We retrospectively collected acute ischemic stroke (AIS) patients who had
anterior circulation large vessel occlusion(LVO) within 24 hours after the onset. All patients underwent CT
perfusion for EVT and collateral status was assessed based on the mCTA images reconstructed from CT
perfusion. Logistic regression analyses were performed to predict the clinical outcome in 90 days. Result: 141
patients were eligible for EVT based on the current guidelines. The median NIHSS and onset to recanalization

time were 14 (9-19) and 6.3 hours (3.7-11.2) respectively. Modified Thrombolysis in Cerebral Infarction
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(mTICI) <2b was the strongest univariate predictor of worse patient outcomes at 90 days (OR 6.439  p<0.001)

followed by baseline infarct core volume on CTP (OR 1.076 p=0.005). Baseline NIHSS score (OR 1.075

p=0.005) and age (OR 1.048 p=0.005) were relatively weaker univariate baseline clinical factors associated
with poor clinical outcomes at 90 days. In multivariate analysis mTICI<2b (OR 8.255) acute infarct core
volume(OR 1.020) and age(OR 1.053) were the only significant baseline factors associated with worse 90days
outcome (all p < 0.005). Conclusion: In patients assessed for EVT by combined clinical and CT perfusion criteria
according to most recent guidelines the size of the CTP infarct core and recanalization status were associated
with clinical outcomes. However the collateral score assessed by mCTA was not predictive factors of patient

outcome.

Ri#E FAEE W W ARER -
B EMAFERIER

BEXIX JF, 774, WA FLGBE . Bk 10 RRNE 3 /N 2020-5-30 KK pe 2i2E
HUE . 2020-6-7 LLHTRERIR TR 28 ( COVID-19) JEHMARI AR Z NRE, 2020-1-21 FRFTERIY
PRI B A . I, 2020-1-22 MRPGR RS A 3T BRI BE ( 2019-nCoV ) BERRFEME (+)
W ARIITEE = NREBE A BT, 2020-2-11 JAAHE BT

2020-5-30 RS pie SR 10 K, Bpelimss, &IAGE RN, SERPei2. BEAA s L .
RAERAT . Bp 156/68mmHg, HR 99 K/43, MZRVEAE, OISR . Sohied. mps. D-—R{A&m
SE L CE DI, AU, UASEE . WS T (¢TnT) . HHLLHRE . OIPEBIIER . Mk
CT 41 WU RSt asyy, HRRMERZEM .

2020-6-6 kA, O, KHR, MORVINE, WERBETRN, AN B OMER . AR %R
%, T, LEAMAKIE, 2020-6-72019-nCoV(-) . PL “H EMEIBERTL" . “HlaERn
YL WE. ABES SDS: 454), SAS: 46 4. HAMD : 27 4. RI45FHE LB («TMS )5
57, FRETADSIAES (PSD) 16Y7[1]. 1697 10 KIFBEOBAIREME B, 2. EahrEdk
3%, SDS: 40, SAS: 28, BSI-53 . APRBERS. AR, bk, W, 457 3CHkE 75meg 1 I/H; M
Wi 25mg BRIk AFAHBL. HEGSWT: IIARE R . A ERATIREEEL . R IR
Yol 2 BUBEPRG . RS 14K,

2020-7-7 [Tz 4, BEES . IR, REL, O MRIEANLK ., SDS: 46, SAS: 37,
BSI-53 (<), AkLLLA T RIS T5mg 1 K/ H; WEFRE 25mg FEME—UX,
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R R wXE M F OFAER
BHA¥YWEE —ER

(WBE] LTE58M: LAumtEmsivs, s e Zm XA, ABTiass)
RERYMKEL o X PR DIRETERE IR Z B . 3L 2 R (MG)TERE RIS - B R Y KA e . Ao
BT MG EBRFE ST AMGE MG A SRR R I X6 1M 483 A A s i B T Ve AL . MRS
iE: 1, $ HBMEC 4324 X4, MG, MG+ZE M, MG+NAC, MG+idFik GLOI, MG+BBGC,
CCK-8 Fill s se, R SEsA il e, /INETE UL SR 4 i s 4E , ROS A5l 4L (b i 8ok
-, WB ASHIN i A B AR AR SR 1Bk o 2, XS IR SY B PR 2 BB R LR 1M A AR o REAREE 43
R4 X, MG(500 M/L, ImM/L, 2mM/L), PRI M E TR H&E JLa R Cavl His
DY OIS HAT, FAAN 40 HIRE T 4 41 XHE, MG, MG+AG, MG+NAC, A& ifn 447 55
R OH&E YR cavl FETEY MERIN A AL . RT-PCR 434S A A G IR F-A9 mRNA, WB 52
BAMEN . 3, % HBMEC 434 7 4. X, OGD. OGD+MG. OGD+MG+AG. OGD+MG+NAC .
OGD+MG+ GLO1. OGD+MG+BBGC. IR 5550 A1/ INE T i S 9o 46 I 4 L 30 A% RS BE 7, ROS Al 46
ABIBUKF- o ELISA KU VEGF & # . RT-PCR Al i 48 A2 BUAH OGP 19 mRNA ik, WB Rl ifi 757
AR A FRAAE . WA T: . &8, GLOL. AG B NAC A LM MG & -8 2t i
M A R, X EEIHPET ROS A pkiss . A0M IR T3 R A A R -3 . 8538 MG W BRF
AT DAZEf MG 45 R0 B S5 AR A 52, AL W] 5855 AGES/RAGE/ROS B AR I8/ ARG . 3X
W R R B IE s RS A Rt M A 5 rh a7 B LT R SRS

(kiR ] WHROTEE,; 258G N-CBRERERR; CAM; R4

I WHE Eys K R OB W

BFE R A SR E R

(HE] B: HshlkIeZ (cerebral artery dissection ) I REFIE R PIIAYT 5 25903097
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JTRk. Ak EPEIRER 2017 4F 12 H % 2019 4F 6 J 7 BRI B Beth 28 I RHA G sl ik e )22 5
SRR I A A R B E d  AAE AE AT I PRARFAE I B 3 o S A YR T AL (RS
Prin /M2 ) MEGRaIT Al (FRAlff BT MR 25 s biBezi sy ) , X ABSE 0 B E TR,
66 DA 5 J5 38 3k 26 6] 7. T A= AR5 B i 4 it F2(NTHSS) HEATITAG . T FR B LRl R B 3 vh A
W R EFET AR MR LT, R 36 BillNshkie 2B E 4R 42.88£8.16 %; H
L RE 76 (19%) , FHEE 29 6 (81% ) ; SishkIZEE 15 6 (42%) , HESIKIEZ 21
(58% ) fil; “a K83 27 B (75% ) KAEHIICI BIEHE, 9 B (25% ) K HiA WAk 200 i o b
i85 15 (42% ) Bl RRI A EIMPER A, 9 B (25% ) kEFEIR, 10 (28% ) BRI A K==,
M 21 (1% ) 5 21 1) (58% ) (HEHZAYT, 15 6 (42% ) B2 M PIEYTBH . S PIRYT
FGWaTT Ja B NIHSS 11533 T B B AR B IAT  J0 tH OWAR A i =i . 4518 Iishfike )2 2
A B, I RZRI LA P i A v RSk SRR 2 0L, IS NIRYT S 2R T 2 ik B ik e
JEARIRTT F B

microRNA

x

B
B

FUR
EHAFIESE —ElR

A B AR T R A B R p R e, R R E E RGE T R R T AR RS, SR I R R
FHVE 1 0 A e A 2 A S ST AR S D, SR, M o P A7 A A v A A 2 ) A 5 ok
TERPE . 11 MicroRNA (miRNA ) iy T HEAG MR AC b 2k T AT R 1o 1 57 i S Ly ) Py R~
PERYFE R, (IR FTRETE —ERR e ST A UERfPE . SAMIA ISR RN, miRNA X mRNA A%
ZF| CRBER” BISERER  TiNAS R IR S LI B R FRAT T AT RE A A — 2B -, fE
A By P RIS R R TR] . AR VR o A SO A GSE46269, AR MACo 15
PR RS, RN TFRE: (1) miRNA 5 mRNA 76200 R e B Wk d0 6, (2)
B FaA bR Be sk (3) 1A miRNA PSR Y080 (4) ik miRNA;  (5) %
& miRNA HZHRESHT I IE . 5T miRNA 4508 B 70800 « K045 R P78, miRNA X mRNA fYi
P AR i 2 b 2 PR 5 B S B AR TR) (p—value = 0.003505 ) o ARl miRNA fIIIE25 4L, K HS K
fRUERAL . (e, JEbmict =41, 43518 14, 16, 316 > miRNA, ZEHEL let-7b, miR-145 1
ek R B AR R R A AR C MR, ST R IS5 TR let-Tb Y5 IR TR Bl 2 AN RS 5
miR-145 AJ3E 40 ) MAPK 388 B X5 5l il P G 2 v KRR b 28 T A L D e SR Ib O g, A SC 4 R —
2, FREE T 3 TR RRUVAZIRAE miRNA B0 miRNA 7ERGASH &4 . KR BREM T
R AT BB S BN AR S e i A AR TR BE AR AL, IR — 2D RPN VE T o MO T AR B R
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fiE miRNA VA G 2E R B S bRicty, BOISEnI T HATZ A, fe—2 R bl LA IRZE Ay HL
BTSRRI LA o

IZ2E FaR
EHAFIMBESE —ElR

(BE] HH: LTzt (1S) S A SR EREN:, KR T 3 kFHLZE (MCAO )
BRI T2 N Bt M i A b A s ie g ORI SE o SEHE—2 1, i A i & R B P R
AR, QAT TR 43T T S R EAT PR o B B ) S R S AR IC Y, SRR I RS P IR S
ZRHEZMMERAI, MicroRNA (miRNA ) HeHLA5 0] SRR S, 2B o A 1S 76 P A i
B FhRcyn) BRI Y — M5 AR AR A NCBI GEO 3l 21 GSE46266, 2
B 6 AR UK ZH 20 miRNA REEMFEE . T g, SR TR H Al STEM 2R
J, TFRRARA (] s AR SE A miRNA BEE . 7ECEERE b, SETHIERGEE, FIHE S0 SC B
DIREMLSS . &R RBAEMH] 7 MEAGIFAE B, KUREMS G & R AE . Bow e
. MHERGEE . KA R OB A A GBS . cAMP X Hippo {5 5@ B — M i B, 42
IR AR AT BETE 1S &SR AN RIS [R]G R A8V E T, I B AT AL LA G300, A4 S I D 4%
£5i: miRNA T IS (W S T RBE L A AR | 3L AT PIMYE DG 22 015530 I i 7 T 2 L Pk )
P

@]

u

R FREZR OMIEF

P

PRFWEE ZER

(BE] BRFMEH: W FIIRERIEIEERE A BHIGH) C (Cystatin C) &AM
LA 147 RS B A A 175 2 F AT S EL A <7 T LI S ik ) ' D RN o . 22 TBIE S A 5 I A A 1) 7™
HPE RIS ICR . FATPHAG AR Cystatin C7KFXF SPEIRHRSETUS KA 2 IREIRE IR . ik 3
TP 1715 2008 4721 2020 A=W AIFE P IR R 5 — PR BeAEBE RN T2t AR Bl< 48 /M) i Ifi
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P RA R S BRI IR % (diffusion—weighted magnetic resonance imaging DWI) #fi%E .
FEREILAR AR (MRD) I, 04 8 5 AP B R DU B2 (length multiplied by thickness — LMT)
YENAESE A S R RGNS Cystatin C (BRI AM7 40K BB 2 M VUZE . A BEist A T2 6 [ 57 14
WFREBEA R (NIHSS) P74, WRAEIFEair A, . J=41, DL NIHSS=7 YOI 3
A H BV mRS #EATIIREREEIE Y, Hih mRS=3 TG 2. A1/ HT A e TAESE A BTN
[Fi] Cystatin C ¥R -5 A BEHi 15 ™ Sk LIS MG, G655 : FRATIRLIRE T 328 44 2 e THE5E &
L AFRE N 35 B F] 92, ABERT Cystatin C REEMEE, T NIHSS $F4M#E (P=0.006) , FHALHEHFASEL
#K (P=0.01) . 3 /A& mRS PF438E (P=0.034 ) . FREJSHY logistic [MIH4MT BN, 3EH
BEIZE € K5 ABEHESE AR SE O ST A G (OR=3.674, 95% B {5XIH] [CI]=1.871-8.024); &y
BRI C K5 2l AR PR TS S A 56 (OR=2.668, 95% 51X [A] [CI]=1.370-5.196), £t
XIRFFE R, 2P THEERE T, Cystatin C HGE WA e g ™ 8, HG X2 ik &
2z,

1
AR TRE S B AR REF
B 7 ALK % KL E B

s 5 FORE AILIC 1A R A OCHE , (S e R A DS E S WARTE . A 1 6 2 BEAR 62
WRGTARBHE: ) FREUTC 1 BB AT o IRGE . 75 % 55k, RICNIRK FEMMUEE =712 A, Y
B, WiEE, ARG AR, MEERE. TR BRI B . A R g G R
R, )30 R 7 R AR A5 B8 2 s ke 7 . MYE T Yo PUARPHTE, U Sulfatide HUURFIME. 8 K Hilk
( Titin.Ab ) F122 Je B2 RS BISGE LA ( RyR.Ab ) FEYE. $ZICH SRR EALRE (NSE) 17.6ug/L.
R CT s Al AR B . S B, A2l BN EIRBESE 1Y, Ml g i A 25 5R (A7 Ml ) /N
o TALIT IR RER G o /NS T LA S LG 7 AR BRI, I PR LA ARG TR A, X T i £
L HRA KW s A, BRE DL, ot T N (1 0

218



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

Circ-Fox0O3 E2F1/mTORC1

BB XXk Rkt

LEHAFWES —Elk; 2 RERAEHBEER

[(FE] HK: I cire-Fox03 FEMA TS ik 5t i e . Ak DIA b B im %
LB, MCAO/R /NE, AR T Mfsum 3 N 2 4 R ( HBMEC, bEnd.3 ) 57 iM% 25 PR
(OGD/R) BEUHIFFENT4E, RAMBRIANIZSE (FISH) |, HBEsOtER AR, 5T cire-Fox03,
HWEAHDCH F LC3 78 CD31 Aric i i A P Bz A R 3RaE 7K o 78 LAZINER S5 M L A5 P B A4t i 3R
S B BB R, SR FITC—dextran 38i%, BN A 4IEHEFH (TEER ) S5 AR, M
cire=Fox03, H W 7E Lo 57 B e i 58 495 b A9 VR A 5 i ad AR st 38 cire-Fox03 19 720, #R1T
circ—FoxO3 X0E B WS N 520 . BeJe, 38 RNA pull-down, RNA 2568 i (RIP) %5
BRI, 57 cire-Fox03 5 AW E 1 B2F1 Z [ FAEAEH, B E2F1/mTORC @&42%T A W
PN, 855 Cire—FoxO3 TEMN ML P 2 AR rh Rak 1, JFFERE A WIS . Cire-Fox03 4 H
WA, 0 06 I ST B I 3 (AR FITC—dextran 83555 ) 5 (4P AN P9 K2 20 0 14 7 s o
(4547 TEER Fa5E%% ), $2FH B8 1 (Cldns, Z0-1%)3FA/KF. Cire-FoxO3 jl il 454 E2F1,
P mTOCT 31k, AETEE AWE N . &8 Cire—Fox03 752 P IGAE 5 i M N B 4t v 3k |
P, JfE I E2F1/mTORCL 3RARM0E AW N, P4 U 57 B 58 8Pk . Cire—Fox03 ] Ch 2 PEfR
I A A S i o R v, A S i 2 Ak T AR A A

(kiR shmbEmAb; mikbtks; Himiib; PR RNA-Fox03; AW

ERUE ORARR ® F KRR
BHAEHES —ER

[#HE] B9 Saie@ual R, RTINS 075 T 00/ INE 5 20015 LR TR pL
i, B HAENG SR AR 75 B RAE SN P ) 7 TR . T3k LA CSTBL/6 HEME/NFONFTEN R, i 4k
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e N R PR K Bl ke PP AR, SE G TTC Y CRail i ot il 3 A A6 A AR AE AR AR, Sl ok
RT-PCR A I T 5 R0 e 1L 453 £ ] Psf ] 5 PR ARAE P 28K o PRk 5 5481 (12 h ), 3R
BTEERZHLN, (] percoll % FEMSJE BT BS B AINE, SRS HEATHUATRIC, T 40 7 PEAR
Ly6g CD11h'CD45™ " 4ijfd, RNk H AR/ NESRANML . 753U 40 A b i A OB 4 e, KA 40
W%, @ TnS 56N, XPALTIFHCIRAS Y DNA #EATREYT, D] k) DNA B, PCR ¥ 35
AT AR E R, X257 GO (Gene Ontology ) , Motif & EEEEIR AT, &R MBimiifg
12 h, SRAEHFRIBACEIR BN, 8 WO F ARSI 12 h i/ NS0, & BEPT 2 20 i
Z B G 0 O R AT 22 5, o AT Il ke i 453 05 L F A DIk 18 843 A4S, AT XS IRZIT kY
DXER 18 041 A, PHAILFIFHAIXEL 24 817 A, Motif wHEAMT IS, HRBR LA 5 2 A5 S HE R 1S
PIIRR XY motif 7355047 7 672 FI 1 021 4>, XFHRZAAMIA 3 366 FI 3 429 . iR LA 5L TFik
KIMFES 5T “inflammatory response” Fl “myeloid leukocyte migration” SEA:H2gad i, 17X REZH )
5 “neuron recognition” SR REASE .S58 MBI IR AL /NI B A M HLAA R SR R DNA
DI, XA B S T KLF3 S5 n] §E2 5/ IR R AR A 76 1L o

ok ERAR SR O B Hak

EHEAEIEE —Ek

(WE] B SRR AR I S5 P50 IR 30 75 R o3 s )
WG, A B AAREI RIS REREAR . BT EALT TR R BT T2 25 0 S T RERE A FH Y
20U X M AT I 11 R A5 AR 2 B N AE o TR0 Skl 777X 0 e ok A 3 DA e e e L 25 i) 22 2]
ICAZBE T IER . #RE T80 K SD RRFANL N HAL: BFARLL. XTI, 4)541).
EEPARAMBTTIR AL (2 JRIAL. 4 JA4L) o SRADSUM SIS S kA ZE7: ( BCCAO ) 748 A (PR v K LB
A, IBITH KRBT BCCAO ARJ5 24 /N R #RIK I S Budf T (0.2me/ kg/day ) , HZETH 14 K,
Xof HEZH D03~ 25 AR AR K o 07 MIRTF S A FRZE FYA P 4 K BRORTT . ARJFRIZI. RIG 1. 2.
3. 4 JAdE 6 MBS ARG (CBF) KOBUMHESIIK EAT; Morris 7K 28 BRI F2H K B 25 (] > i
TZHEST s o NG ORI H2H KB 51X CD34, GFAP, NeuN F1 Caspase-3 HYFHPEZR RGN . 45
R EEPRMTTIAY T AR FRALR B SUN Z JG . Ey . SCIRRIX Y CBF {EF BCCAO AJFHH R T
Fe, SARFABEMNZES (p<0.01) , M/EZE LT, (BRIP4 CBF TARE 1 3% 2 A = A
K-, XFHRLAANITE 2 4 &, 6T R BUHESH IR BLAS HEX IRZH K p<<0.05 ). HAAZ511E], JA77 4L CBF
(AP S FIHE SHIDK I i BB 8 Kok B 7RI 7 2 R L) b ke v R 0 L o R sl . b, JRd7 AL
MEIHIX Y CD34°, NeuN'4ifs st AL 2 (p<0.01) , 1fii GFAP", Caspase—3"4i 00 %} A 4H
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Wb (p<0.01) o S8 FadF ALy T ol gt 1 AR (PR v U ML PRI, ] e B (AU 7T (2 i
SRR B M A ARG 5 Bl A7 T 400 1) B2 P e o AR M 35 A A P A s 22 R 0 1 P ol e B T A 12
AP T K R 2 TRl AR5 3

(KR ] FREPAMIT s MRTERCHES: s M R

TR IR
EHEAEHEE —Ek

(WE] B8 WorartEirhd s &2 A $6E i %5 2 5 R s i B 20 58
WHHERRGFHLS . Fik: DL CSTBL/6 HEtk /NI S, 38 ik e Bk T Jey kP Bz 2 M A A
B SEGEEOCZ IR . /N BTN 7 S25 TTC Yt WA ik i M AR O EE ST . 76 1d A 14d, XFA5I3E
SRR X, Fefii | 908K A5 221 i XA T A B IR c—fos Fll NeuN ik, HUAMN (MIBKERSN ) 250
BRI T R Y 5 T SI-MOST REEAFAEFESG Bl . AR b 2870 58 SR 28 g Ak =
Yegby, ot Foin . SN A DX o 22 O 58 S SR A ARk o AR AR )3 gk ST A e
WA AR ZAR (NMDAR ) #lI#5] Ifenprodil 2572 Ak, FIH Western blot {6 I i . SfE K X
5 NMDAR AHXGE BT Ras/ERK [FRIBIKT-. SR Jakbth i 2505 R0 Bl . S0 35 R Ak
c—fos FEIRIKF-WERE I, R0 i . XHUSRE R AL NeuN Fik /KRR, SI-MOST S/ Jey sl i f
[0 F o . X S50 R A 28 e 98 43 S/ . AR S . SRk B 2SR f5 NMDAR  AH G 6 & 1
Ras. pERK 43F7E R Ffiii . XS R FGAIE NN . T enprodil 751 2 K2 R o e fe, FERmG . #
BESE KAL) Ras. pERK AUZAIHR. E518: JRkbik iz ZHE50)5 R0 Felii . XUNIES BE S A7 FE i 22
JeiA, [l . XA RS S R AEE PR e R i o DA PR v R A i 2% — e i — 5 i i I
] N AZ BB Pt A% A
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L- NF-KB

FiEdk RAR T S BEF
I ARFHER = ER

(HE] TSEMEM: BRI EHE AR S 2 AR R 3 T ™ 5 i 2 D)6
g, ARV L-BTHxH IR e SR SR E AT, (HASC LBl roi il o i & A
oA v B SE AR TP o ASBIFSE B PRI LBl AP A 75 D PR s R BRUAG dhe i 463 475 B 1t i Jo7
FE(BBB)RIR . Fik: FRATHHSE LR AfEiR N FIARS R ok 22 A TR PR . ARSI I A ik
ML N AT (HBMVECs) 5 & (HG, 30 mM)SFH 24h, R FH b s i SR 25 /AR VE (OGD/R) B
B, FERSMESRE RIS G I IGAEFE(CT) . R i BRI B IR B I v ST BE IR A T R (STZ) il 25 1 2 OB IR
IR (T2DM) K RS, I 57 K R Bl ik P4 ZEMCAOYRR AL, SWEE LBl iz {FP B X BRI i A 4
(CDIIFEN, Z58R: K L-BUHis B 21408 HBMVECs A 'S % R0 (1(TIPs), DAV ER LA 5 308 355
PE, X EMHZEF -« BNF-« B)p65 A&, BERWEIME T MCAO KEUW I DIREE, 0T it
FEARFR, JNEE T MCAO B TIPs (RREAR TS MU 5E BRI, I L-B0hiffoiimsids TaxppfEH . S0
FRIF AR MCAO ARAIFMASNC R B HIEL OGD/R BAUAILE , BEIRAE MCAO KE KBk NF-«
bp65 . ML RERN 43F-1 kI, WS MBERFEAR-1 BFRIAWD, L-BUHnpbl al DL X fp i
Mo #518: L-BIHpHE N NF-« B {55 50 PRI 0G5 B AR, AU PR fin 28 1 i e
AT, 3 SEAEE T REXT L-Flh {7 b PR s £ I il 4 R b B WA E I 5L

Liraglutide in Acute Minor Ischemic Stroke or High-risk Transient
Ischemic Attack Patients with Type 2 Diabetes Mellitus
Huili Zhu Jieling Liu Bing Yang Xuefang Chen Anding Xu

Jinan University

[ Abstract]  Objective: Diabetes mellitus (DM) is an independent risk factor of stroke recurrence in
patients with ischemic stroke or transient ischemic attack (TIA). Multiple large randomized controlled trials

reported that GLP-1 analogue (liraglutide semaglutide or dulaglutide) significantly reduced the incidence of
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cardiovascular events in patients with T2DM. However the effect of GLLP-1 analogue on acute ischemic stroke
is still unclear. The purpose of thid study is to assess the effects of a 3—month regimen of normal treatment
combined with liraglutide versus normal treatment on reducing the 3—month risk of any stroke when initiated
within 24 hours of symptom onset in minor ischemic stroke or high—risk TIA patients with T2DM. Methods and
design: This is a multicenter prospective open label parallel group trial with blinded outcome assessment
assessing effects of normal treatment combined with liraglutide compared to normal treatment. Randomizing 1708
patients 1:1 to receive normal treatment combined with normal treatment with liraglutide. Study
outcomes: The primary outcome is the percentage of patients with new stroke event at 90 days. Secondary
outcomes include percentage of patients at 90 days with new clinical vascular events the score of the modified
Rankin Scale (mRS) and the ratio of patients with mRS = 2 points at 90 days. Safety end points include
hypoglycemia events pancreatitis symptomatic intracranial hemorrhage and adverse events/severe adverse
events reported by the investigators. Conclusion: Liraglutide treatment could result in reduced the stroke

recurrence and hypoglycemia event in acute minor stroke and high—risk TTA patients with T2DM.

34
TEE  RAW B A Bk

ol A R % — E

[HEZE] B sEHEse MK ILEE R 34 A ( Spinocerebellar Ataxia 34, SCA34) J& SCA ik
B N — A28 B ETIAA H i ELOVLA4 ( elongation of very long—chain fatty acids — like 4 ) J&[H 58
ARG, SR YR SR E . SCA34 B IRIRIE T 1972 FF— MR M S, 2015 4 JAMA Neurology
e ARGE T 2 B ELOVLA A[EAS A8 R SCA34 ], H AT E RSN SCA34 9 3R 474 5%
W ASCHERPIFRE > SCA34 KR 2 £ BE MR IRFAE SO 2Rl . ik WO 2 Bl TR0
MAEH TIZHIZHR A Rl —ZK R 1 SCA34 BFIIRGERE, ARk, AR dai R, S50, i
AR F A S EEFRMEZE R, TR G SCHERAA T30 . EER: JEIEE7EIm R 34 3RI N 3 2L
. AR WE RS IREGREAEAR, HOUEA R RRI . MUk IR AR 2 4
BEA R/ NINEG R, BRI R Bk SCAL. 20 3. 6. 7. 8. 12, 17 RIERHEE I
) CAG EERIARML IEFEHE, SRl il y AL ELOVLA FERFEAER A4S LR (c.766 ASG
pIle256Val), 2K R, RISGIEEZ 0. ZBFELE ELOVLA RN S 24 E 9878, JeiEFH 2.
ZRNARINL AT, B AR SEUERE ML I R R R LB Y SCA34 RIMFF &, H
MR ELOVLA IR N] (e 766 ASG  p.1le256Val)7E PUA B 22t it R WARIE , HAZ 87 S 7E
N A TRAG, ANJE TR R R 280, I % ELOVLA JEPRE, o AR T A ml
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AED SCA34 MBT A BURTERZERLN . Sk Z BB A MR ELOVLA R, HICIRIARAEIR, %
JEIZANE TR I EOR AT AEAN S8 4251 b ol 2 MERGR SR I Z R

kImIR  RIEF
P A¥MEE = EK

(WE] B8 S E A S AT ZE IR MR IRITRCR
TG . Aik: XF 1 B B ARBR I A AE AR B SuUifs e 28 A IR R GERI A T 0 b, FF Rz
WIARSCSCIRIEFA T ) o S5 5R: HFATIE S B ARBE I R I AR h 8 R AR T 55, PRS0 . BEis
K, BB GERA, T, Mk, Jo MR, TERTEASEARG. 22 AR, IWAMZ
ICU, &k “BbEE, FIHX0E, SUBESFRSFR, SOCRSRE, ZMBARIT 1 9, AMBdANLT 5
K, RIIFEE" o 3k CT Bt MCA WAHPIRMLE R (T o 2k MRI T1/T2/Flair 7545 ]
MCA 2&E{E5 (TR, #ik), AR MEENINGR GBS e sl (87 ), MiElikeT
THU/MRE . BEEIE . EIRMAIRYT, FAEHLZERIN 10mg FIKIGYTY . BEZELIKE, AIAEN A
B, BRAARNAE. i MARNIRZEMIGIRR I 2R ZHE, 0 H B ZE R TN, (H I A
BE 77 A RIS E R AT 75 & il s iR 2R sl g e M im AR T 1, nAS ekt sk, mlfe e Asdim, Skl CT. M
R I fEAERIZWZom s U B RIS R r dhzdis i TG e E 2 CEZMER .. AR
T ZEY WMol A SRR AT AE . HEWI AT B2 S, SRR 28 T /NSRS, BESS, R TS
BRI R Ty, RN E IEH IR s, WE/NIlk, ZF s ik msis sk, AN )
Jik o

W M
P K F RS = E K

(WZE] B0 =B H A AR R FTEEU(TyG) 5 e A T R (BRI ICU ZET R A oM
7% BIYE eICU BF9E, WA 4 STOBIAAE ICU 2R B, WEERFIE X S n— R IR SR . B
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RE . MERNERINE, AIFBMIENL. GCS W4y, APACHE4 P45, 23 I I A 4 B 25 16 =t H
TITHE TyG 5%, 38 30 Logistic 0194347 TyG X BAEA R FI ICU JET- R TRIMANE ., 455
TyG F8EC S HEAEA B HE A PG 1ICU JET R, TyG HRECEH IR RS, TyC HRES EAEA
HER ARG ICU JETSRRIE LML R . WA TR, TyG H5 40U FAE Bl M2 Hh s A e
FICU SET- R TUGHabR, (HIFARERE B A TG bR, 818 TyG $8EC T EAEA b 24C
A BERT ICU SET- RS2 IE MM R, T TyG F840, A/ A P ERE TR,

RAB M & R R

LEHAF¥WREE —ElR; 2.E@AFIERWERFT R

(WE] B SNMEEMS TR RS 2P0, [H R Z 20/ ARTE SR i S 7R
AW ABESE B IEPRST BRI B AT K 2 2 e/ MIMARIMERT . 3% LA Balb/e G RGP Z 0 IS
XI5, FEEE RIS OGD/R BEEY, JEEERIMMA . RGBS ST . 90K EE /38T ( NTA )
FAR . Western blot 2K 2 TCANBARINIL . RAE KN . BAIbREYIS o K5 PILLINBAR 55 S R
R R R Z AR 2 e R, R RTE i e B T B HIF-1 o 7K dfad CCK8 Al 4
MIAEAER . LDH KR A0 EEM: . Western blot Rl 0 B8 T-AHSCH K fEALEST . BRiEs D
IR R . R ML ICINBMARZ LAY “cup—shaped” FEAR, Fif2K/NE 150nm JEREIN. 5
XFREALAI L, OGD/R AMMASNIICH] B 2251, {2 CD63, CD81 A £, SxHIRLMLIL, OGD/R ZH A
ZIUAMETEERRAR  HIF-1 o A, AT KT, MEoom e B ES . — RS RE
b SR Z TN AT RSZ AR 2 TR i, IFe i OGD /i BN P& TR Bk, T3
F . S AE AR DCER P10 SRS N IS fil . PR LR YE K 2 25 bii . #5i8: OGD/R Wi T
ZICHMNIMA I Z . SMIMARTGE OGD/R 75 i/ NEURACZ Z Mg ocHiti, H OGDR JarIM&IT
HMIMAXT P2 TT R DR VR FHA 0T RREH S

225



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR

Milano-Torino

TEE FERE K A Wik

ol A R % — E

(=] BaY: 8RS UIZEEMRMEIL ( Amyotrophic lateral sclerosis, ALS) FEALIG AR -
1Y e 24t Jay R W A AP B9 Fa b e — S SBR[, oK 2= R 43 ( Milano-Torino staging MITOS ) J&
—FhREAE I TITAN ALS SRR IE R IR R . ASWFSY H MR R ITE0 10 MITOS i J 5K 1 A= A7 2 [
R VL RG] MITOS 43 Wi e e 2 . ik fE BB BRI, Wk 2014 4F 12 A & 2016
A1 ATl ReEME S —ERiZ 1) 100 4 ALS BB MIGRER, HEALE 6 A, 1240 18
AR 24 A A BT TR . A0 HE ROC 2 N AR LLASAERE YT 6 1N N MITOS 434 gk e e s
ALSFRS-R 14 FFERBEXT FREVTZE 12 S H o 18 A H A1 24 A~ H B BRES /e hn i Tl 5 . PR &R
1S53 #r LU ARG 6 1~ P MITOS 233 0E AR LK 6 4 F Bt FIrAk () MITOS 4339156 T AN ) ) B st ]
JSURTFEE R TR R, X FE 7R L4010 MITOS Z33A5E R FI AR B MITOS Z3HAE R ALS B
MG IREE S . EER LI 1004 ALS FBE D, FEREDEE 6. 12, 18 FI24 P HI, 530l 46% . 72% .
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JRFEEEF ALSRFS-R N R AR EEAE 0 1 0 ZS SR 4 r i 5 S BE A R B8 b B AR MERfA M . BRI R
WA, e 6 S H P MITOS -t kL, LIRAEREDT 6 1~ A BT AR Y MITOS 20
X T4 8 bR TRIATL R0 . BEDT 6 7 I MITOS H B#E R R ALS H 5 1050 MBS AR 2 T AR ik
R, HIEZHM HAMA . HAMD WArE R . 458 B ] MITOS 438 8 nl 4 S 0 8 2 1 ik
244 H B AEAEES R O AT SRR bR, FEIG RIS TP ALS SRR SR RIS AL A 80
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SRR o 34PN PERVIE TR FFHINAE ( PEFS+ ) 166 R ™ B A2 BE A T4 TP A S S5Ok B
fif. ( GEFS+) F2LJLEAENIFEZRAURN (SMEL) Z[8], ‘B TR =B AR, EEdsE—FhhE
HEMIARERE, AR T — ot . Fik: BATRGEMEM BT T SCNTA FEP 28284156
SCHk, #EN7 SCN1A R SAREHRE ; MRS PEFS+BE S WbsfE, K i 3L ARG IR (5 B A 3] —
s FIHBFE AT I 757, Le#K SMEL il PEFS+RAS 7 FHEEZE . SR AT 1727 AKX
FOHEHF SCNTA L[N 5738 bR T 1257 4> SCNIA JEHZE7AE . Hidr 51 AN PEFS+H 2 hifidr
H 47 4~ SCN1A JEFZAE; 47 NI ZAR R, 55 R4 R 32 4~ (68.1%) , (i FILXKMERZ, A 13
A (40.7% ) o GEitFem, BIERAM LBIAE SMET Fl PEFS+HP A S84 X (P<0.05) 5 FLIXAYEE X
GEAR T I EL AR 3 Z R TES T S, ALK RS AR D (A B Z A G EE X
(P=0.042) . £5i®: PEFS+FIRE/Z SCN1A 87455 [ —FRRaRF A AR , LI PRANAE B2 R AiE AR A
[T GEFS+£1 SMEI,

NMDA
&
EWAFMER —El

(WE] WRBH: EidX 64 Flfi2ht N-HHE-D REZIR (NMDA ) 24 i 35 754 7 ]
I R AT, FESaaliR T B R MBS ARG R, 25 m 0t NMDA 214G 58 K [ B iz
PEBUR F W2 W GRS . BRR ik W 2014 4F 4 A £ 2018 4F 12 A EH R KA B S —ERE
fIFT NMDA 2RI 48 58, FHHah G Bl SOk ) 25 1ZR B TR SR ey T k. 858 16 64 Bl
NMDAR iR &, AFRIXIEN 2~71 %, FIEH 22.91 £ 14.17, FHFE NPT NMDAR fili R £ & A
B, BRI LE S EBUREAHIML, 70 NMDDAR 4 IR IR R b, JLEA S A4 A
SEAfm], FEmUR AR BEhREeG . iRk . P IUGR SN2 R, BRI RERZER . L
HALER EFS I RECN 4020+ 40.97 (KX)o 7EBUSHCHHEZEHITEHIT2200r, 50283k i
MRI (p=0.006), Aff ICU (p=0.036) . M 4% (p=0.039) , HELATEFR (p=0.000) .
i R A (p=0.008 ) | MRE A AL (p=0.000) . FFLRIAITETE (p=0.000) AIHES TS A
RIS, ZIHE Logistic [FIIHERIpR, Wi A /E ( «=0.076) . AfE ICU ( «=0.048) Sk 4niEEL
=20 x 10°6/L ( a=0.100) 545t NMDAR i 58 35 W5 AFAEGe 27 o S5i8: i NMDA SZ A & — it
kR, HArieW EEAKSEDU TR, Sk MR, RIMRZE A AEDUIR . MR 0 A Kt
NMDA ZZ A ml PRI G , MR s Wifr 7ExE R, B UTWE R E Im R4 . 2
IR POR, I I B0 AEE & BRI, SCnTH BhEL 2T
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Quantitative functional analysis of splicing mutations in SCN1A
Cause Epilepsies with Febrile Seizures: Mechanisms and
Correlations with Clinical Severity
HENG MENG

The First Affiliated Hospital of Jinan University

[ Abstract]  Purpose: The sodium channel « 1 subunit (SCN1A) gene is associated with febrile seizures
(FS)-related epilepsies. The mutation types of SCNIA such as truncation splice—site and missense
mutations are important determinants of phenotypes. In contrast to truncation or missense mutations in which
the resulting protein abnormalities are known the consequences of splice—site mutations in SCN1A are not
studied. It is also considered whether mutations adjacent to splice—site may affect splicing and are associated
with epilepsy. Methods: Mutations in SCN1A were screened by PCR amplification and denaturing high
performance liquid chromatography (DHPLC) analysis and direct sequencing in patients with epilepsy and FS. In
vitro minigene splicing assay was applied to investigate the consequences of 11 mutations at or adjacent to
splice—sites of SCN1A. Results: Three mutations in invariant splice junction caused exon or partial exon
skipping including mutations ¢.602+1G>A  ¢.3705+1G>T and ¢.4284+2T>C that caused skipping of exon
4 vpartial skipping of exon 18 (49 bp) and skipping of exon 21 respectively. The associated phenotype was
Dravet syndrome. Mutation ¢.473+5G>A generated two aberrant transcripts  partial exon 3 skipping and exon 3
plus partial exon 2 skipping. Two patients with this mutation had FS+ or partial epilepsy and FS+ (PEFS+). Two
mutations in introns that are more away from the splice sites including ¢.473+110A>G and ¢.4853-25T>A
generated aberrant transcripts as well as normal transcripts. The aberrant transcripts included one with intron 3
retained and another with a 26 bp—intron sequence retained. The phenotypes associated with these two mutations
were PEFS+. In contrast no aberrant transcripts were detected in mutations that are located in exon and are
adjacent to splice—sites of SCN1A. Conclusion: This is the first report showing the consequences of SCN1A
splice—site mutations in epilepsy patients. The severity of epilepsy is correlated with aberrant splicing level

which depends on the location of mutations.
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TIA cDNA ALDOA
WA ET P A HF XNFEAT X R BREER e’

LEMAXMES —ER; 2.7 k%

(FBE] B8 WS AE (TIA) ZAEE (C1) MR, SO0 %00 i s 2=
IR TIA FetEpUR, ATRetE A Pbn ) W2 TIA, FE CLARA . Fik: REE 19 fi TIA &
F, NAHEL cDNA Fik e ig =% A (SEREX ) S it N £ oIk K 400 N ZAP T R
& cDNA FIRCFERAT TIA FHOCHMFER, 4 B 093 R ALESZ S ARER GST RG8 1, JFERT
JEAEARMRED , TEXIADEIAL 250 30T (AlphaLISA ) 1 i AR SE 4 K i d BBt AZH (HD) . TIA
4IACT 4L (n =285, 92 Fi1 529 ) HYIILH A BHUAKF, KGR GRS PRy B, k17
Gt oti. &R it SEREX MIEREHYE, B4 A (ALDOA ) FIs SI/KEHE (FH) B4
TE RN, 20t BENE SRR IRIG Ak GST HAYE e NEEFRRET . AlphaLISA A4 40
FHE R M4 A S HiA ALDOA 1 FH7E TIA 255 C12H H % i /K P4 HD B THE( P < 0.0001 );
2 ROC 4341, ALDOA F1 FH HiiRRENS F 2 TIA 1 CI % E (P < 0.0001) ; Spearman HYAHE4)
B/~ ALDOA Hl FH LA S5 i PG AS i i fa s R ANAE S . WO 2J . st Cois . s IR 2 [ A AEAH
Ktk s B 2K logistic [FIA5041 B/8, ALDOA(OR:2.46 P =0.0050 )1 FH (OR:2.49 P =0.0037)
HUATK P2 TIA F CL RIS TR, AMET AT F0 TIA EREER, . 45 (OR: 4.97
p <0.0001) ;i (OR: 321 p= 0.0001) ;FIBEFRFE (OR: 431, p = 0.0015) . Z5i: ALDOA A
FH HUIRTE TIA K C1RH ML h KRR b W3 T, 2 TIA A1 CT Rl sy XU T R 22, mT R
YE R TIA B¢ CI R W T0E R G 16T VB AR E bR i)

A

T AEIEE —EK

WO B, Bk, 728, CH. WOCREEMBIAT S TS 2.5 /M7 T2 H 20 H
HA 12:50 TR HBEEBEIS W VRIS J51T r-PA BRI RRIAT R AR GE A 2, <7 B
B, Ak Mg, JIEEW, 20T 2 %2-9. SETERIBRETE T AT BTN Sk IE
AR, RIGEEMBANT) 5-13 9%, RIFHMETE, THUL/IMUATT . Yokl 59, V-VST X5k,
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(HE] BH: 5% “El-0H-Es7 BN, DA ERE SRS A A Al
BRIT ARG BRE PRI, Fik: EE 2019 4F 1 A % 2019 48 12 A 3% 218 Filf7 2tk v iizs b4
A ML PIBIT FARBE NGNS, HEHLA X IRAL (n=109) FIRFFE4L (n=109) . X HRZERFHH R
PR, BIURJS 3 i M IRA s ALAE YR YT RIS KL B, e R . R gl BEAl
L AETEYEL . LA BRI AR AR A, BIYE R B A S h L R I A A
255, XEBFAMRE . BUHURE . BiATifE. FARGE . ASLOHRRESEHA T2 G AL, T
BFLIRTR . TEXEF P EE B, X TR A e iRy . FIRDIEE. 25 . ZERIAL A
SNk A ARG I K AE DB U BR S S S IR APEAL , SRITZ#RHA1E, S0, e A
R 5% [ [ o7, AR FE B A Hh i ( NIHSS ) XA E N ARG RN ARG 1 -5 T0E0, HAs
WAL BRI A REE gL, &R WALBE N ARG NIHSS WS 5= E X (P>0.05) , It
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(WE] Br: SWHET PDCA P3O iize i 5 S VI R A T4 B i e | i
HRYER T PR SRR . ik BERE 2016 4 1 A & 2019 4F 1 Ak, fERSRIT AT
B 120 ], K5 HAR BEREHLECT FE 0 A IR RIS, ¥k 60 9, Hoh Xt Bk 31 4], Lok
20 B, HREAERY 51-78 %, FXIAFERY (6549 +4.82) %, WG B 28 ] otk 32 (], FH44E
1% (66.93+4.03) % PARFER . AFRFE—REORN2ZE RIS FE L (p=>0.05) , HAA L.
AL E P S0E F B SR eI ERE 45T PDCA P HE, BHEH 1 AN H, XFHM4EE A
Bk Bzt Bt i A AR PR S AL LA S B E P B2 . PDCA BT #7735 (1) P(plan)itda): £1%F
FEAE YT P AR S S B IR R ), R TR R S O Akt , 0 3 D PR o A5
B R EHAR BAIRIS ;. (2) D(do)FnfhAT: ARHETH rh g i i vl e S BUBS R 2, B 40 N S
fiftp; (3)C(cheek) it P ARYETR Fp 4R H A TR it s 7B BT XHPE I T2 R4 s (4)A(action)
AEFERT T R P L R AR, e RS TR AW, XA YIS R A,
EERE, HFTIET . SR WA ERSS RS IRIT A BRI B & TR (p<0.05) , MER4
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(WE] BM: WA ESEEARETSRAAE, RN T, &7 55 rEikel e
L sh 1228k, HXAE M2 RGURERIRAS = AR, H AT SC T8 A b RIS S BT
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ATLAZE/N EJVO+MCAO K ERHFEIRT, EJVO A&l iU 270t . MCAO Fl EJVO+MCAO 255 i
B BB ML TR . M T AN T M DI RE N R . ML BRBE AR . S5l MCAO A L,
EJVO+MCAO SINEMLICH, MMk . BRI B4 . e Mo b s bifi. T 2R BRek
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BiAd e TARBGA BAT (R E R A0 . B A NER, RTINS i i 5e B DI RERIE A2 . 4l
PRGN W  P] REE Aod BELASH IR 26 |« SRR G I Pk A2 L o ot A e At A3, AR fon B ke ot PR A Y
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Liraglutide in Acute Minor Ischemic Stroke or High-risk TIA
Patients with Type 2 Diabetes Mellitus
Huili Zhu Jieling Liu Bing Yang Xuefang Chen Anding Xu

The First Affiliated Hospital Jinan University

[ Abstract]  Objective: Diabetes mellitus (DM) is an independent risk factor of stroke recurrence in
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patients with ischemic stroke or transient ischemic attack (TIA). Multiple large randomized controlled trials
reported that GLP-1 analogue (liraglutide semaglutide or dulaglutide) significantly reduced the incidence of
cardiovascular events in patients with T2DM. However the effect of GLLP-1 analogue on acute ischemic stroke
is still unclear. The purpose of thid study is to assess the effects of a 3—month regimen of normal treatment
combined with liraglutide versus normal treatment on reducing the 3—month risk of any stroke when initiated
within 24 hours of symptom onset in minor ischemic stroke or high—risk TIA patients with T2DM. Methods and
design: This is a multicenter prospective open label parallel group trial with blinded outcome assessment
assessing effects of normal treatment combined with liraglutide compared to normal treatment. Randomizing 1708
patients 1:1 to receive normal treatment combined with normal treatment with liraglutide. Study
outcomes: The primary outcome is the percentage of patients with new stroke event at 90 days. Secondary
outcomes include percentage of patients at 90 days with new clinical vascular events the score of the modified
Rankin Scale (mRS) and the ratio of patients with mRS =< 2 points at 90 days. Safety end points include
hypoglycemia events pancreatitis symptomatic intracranial hemorrhage and adverse events/severe adverse
events reported by the investigators. Conclusion: Liraglutide treatment could result in reduced the stroke

recurrence and hypoglycemia event in acute minor stroke and high—risk TTA patients with T2DM.

iﬁ:]’/]\&*l /—%ilr‘i%ﬁ_z ));"‘9_2,:)‘_:» 1 ';%\i";é 1
LEwAFMES —Eit; 20ELEER

(EE] BEE Y 2R B ZE N ZE U R A 15 8 K AHGYT v S EU™ Bk B S 50T,
M AE SR IS NRYT © 2 UE S5 A K I/ BH ZE A5 28 R 3 I 0 30025 o S 17 WL i 30 ok PAD 8 ot A T ol ) ke
PR, FRATTBISR T AN [R1 PR 43 288 18 i sl JOk It A T2 B B 5, DA S e R i B V7 07 58 4 kD
Tk s AR IRIEUE 23 B 1A A 2 SR A P ZE A ZE 88 41 M4 N AT UM AR (LAO ) , 12
PR RIS 28 15 FARIGY Y AR R 220 B Ik (VHD) o 11 1] PRSI 8l Ik 25 45 35 8 ik oA st e A
PAFRIBES (CEA ) , FHor 88 M5 2ot A 45 BH ZE M A58 ZE I AR IR 43 78 - 46 iR CE, 25 il LAA,
6 % SOE, 11 #l SUE. HIZAKGHIFLLRERRA, EairHrel4iM . HAnRmergesE . it
CD31 Yeft, ERMVTIL/ MR, &R fE44H, VHD 4105 ML 4EE A&, HYoh CE Al

233



JREEFSH T RN ERFFASWNES + RS BRAYZIRTF AR
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SRt Z 30 AT LU 52 i e o A Y B AEHE o BB B 5L R SPPL FI LTBP4 it 278
PEXS DMD B FEEAIFEM . J7 3% : AT T 4R IR 5-20 % ZIH], ANREATERY DMD &3 326 A, LU
iRz R IATT AT DMD DR 20 2450, R MassARRAY %R S0 RGN SPP1 LK 3
T XEIT R LS (SNPs ) 1528357094  rs11730582 Fil rs17524488, L& LTPB4 JE[A SNPs
rs2303729 rs1131620 1rs1051303 1 rs10880., K Kaplan—Meier fHZEFIl log—rank K960 0EAk Kz b
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SPP1 1s11730582, 7Eflif] 1 #ER ) DMD R 2828 B WA v, CC/CT 2RI LoA 4R L TT KA
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i 5B T TAAM/IAAM 53 LoA AR TCHIOCHE, 4518 AW AR TIEMISER SPP1 8 MEA A5
rs11730582 %f DMD H & s g B RS20 . 7E AR DMD B RATSE Y, REF SPP1 rs11730582 85
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Paraneoplastic autoimmune encephalitis is associated with a massive
infiltration of plasma cells in colorectal adenocarcinoma
Yaging Shu

The Third Affiliated Hospital of Sun Yat-Sen University

[ Abstract] Background: Paraneoplastic autoimmune encephalitis (PAE) represents a group of rare
neurological syndromes associated with a neoplastic disease and autoantibodies against one neuronal antigen
with an unclear pathogenesis. Methods: We report a case that multiple autoantibodies (anti-Hu anti-NMDAR
and anti-GAD antibodies) were present in a patient with paraneoplastic autoimmune encephalitis (PAE) who
developed both small cell lung cancer and colorectal adenocarcinoma. The clinical features and prognosis of the
patient were reviewed. Histopathology of the colorectal adenocarcinoma was further examined. Results: This is
the first case of PAE patient associated with multiple cancer and diverse anti-neuronal antibodies and with a
poor outcome. Furthermore the immunopathological investigation of the colorectal adenocarcinoma revealed the
formation of abnormal neurons and a massive infiltration of plasma cells in the tumor tissue. Conclusions: These
findings support the hypothesis that abnormal expression of neuronal antigens in neoplasm initiates autoimmune
responses in PAE and suggests a connection between multiple anti—neuronal antibodies and a massive infiltration

of plasma cells.

Danhong injection retards atherosclerosis by regulating cell
cycle-related proteins in experimental atherosclerosis
Yaqging Shu

The Third Affiliated Hospital of Sun Yat-Sen University

[ Abstract] Background: Danhong injection (DHI) a famous Chinese Materia Medica standardized
product is used to treat atherosclerosis (AS)-related diseases clinically. However the effect and mechanism of
DHI in AS is unclear. Methods: The present study examined the effect and possible mechanism of DHI in a
rabbit AS model induced by balloon injury of the right common carotid artery (CCA) and feeding with a
cholesterol—enriched diet. Rabbits were randomly divided into three groups: AS model with DHI (3 mL/kg)
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treatment  AS model with saline (vehicle) treatment  and normal control (n = 10 per group). Peak systolic blood
flow velocity (PSV) and intima—media thickness of the right CCA were evaluated by ultrasonography and
hematoxylin and eosin staining respectively. Western blotting was used to quantify expressions of p53  p21
p27 proliferating cell nuclear antigen (PCNA) cyclin A and cyclin D1. Results: We found that DHI
decreased PSV and intima—media thickness of the right CCA in the AS rabbit model. Moreover DHI
significantly upregulated expressions of p53  p21 and p27 but downregulated expressions of PCNA  cyclin
A and cyclin D1 in the right CCA. Conclusions: Our data demonstrated that DHI retarded the progression of AS
by regulating the expression of cell cycle—related proteins p5S3  p21 p27 PNCA cyclin A and cyclin D1.
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KV, HRETE A R IEAT RN IR AR RTINS ey o WIPESS RIS . ZORifR SIRT3 755
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Retrospective Study of Pure Motor Monoparesis Due to
Cortical Ischemic Stroke

zhihua zhou Weifeng Wu  Aiqun Liu  Shengpeng Diao  Qingyun Yu
Zhongxing Peng  Mingfan Hong

The first affiliated hospital ~school of clinical Medicine of Guangdong Pharmaceutical University

[ Abstract]  Introduction: Pure motor monoparesis (PMM) is rare in ischemic stroke with a broad
prevalence varies ranged from 0.7%%-5.1%. Monoparesis is an atypical manifestation of acute ischemic stroke
and it can be easily misdiagnosed and confused with other causes of weakness. So physicians need carefully
assess acute monoparesis and identify the location of lesions to determine the next treatment plan. Patients and
Methods: We collected 6 cases with acute PMM due to acute ischemic stroke in our center. All patients met the
criteria for PMM due to acute stroke. We collected the clinical characteristics include clinical maneifation
laboratory findings 24 hours holter electrocardiography echocardiography duplex carotid ultrasound and
brain magnetic resonance imaging (MRI). Four out of 6 patients underwent the detection of whole brain digital
subtraction angiography (DSA) and also were collected. Results: The average onset age of six patients was 60.9 +
18.6 years old  with a range of 19 to 80 years. The sex distribution was equal (four females and four males). Of 6
PMM due to ischemic strokes 3 (50.0%) and 3 (50.0%) involved arm and leg each. All patients had no Babinski
sign. Of the 6 patients 5 (83.3%) were right cortical infarction and 1 (16.7%) was left cortical infarction. Three
of 6 PMM had hypertension and 1 of 6 had diabetes mellitus. One of 6 PMM was young adult stroke who had no
special medical history. Five out of 6 PMM who underwent diffusion weighted imaging (DWI) MRI scan showed
hyperintensity in precentral gyrus. Four of 6 patients further underwent the detection of DSA. One of 4 patients
demonstrated the stenosis of pericallosal artery (Case 1) and another patient (Case 2) demonstrated many
moyamoya—like vascular on DSA. The other 2 of 4 patients had no abnormal findings except mild cerebral
arteriosclerosis (Case 3 4) on DSA. Three of 6 patients with upper limb of PMM recovered completely. But the
other 3 patients with lower limb of PMM slightly improved. Conclusions: There had no special risk factors on
PMM. DWI MRI is a sensitive tool for PMM. Our results indicated that the upper limb of PMM might be better
than the lower limb of PMM.
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Persistence with medical treatment for Wilson disease
in China based on a single center's survey research
zhihua zhou Aiqun Liu Yeqging Huang Qingyun Yu Zhongxing Peng Mingfan Hong

The first affiliated hospital ~school of clinical Medicine of Guangdong Pharmaceutical University

[ ABSTRACT] Introduction: Wilson's disease (WD) is one of the few hereditary diseases that can be
successfully treated with medicines. The medicines to maintain copper balance in the body need to be taken over
the whole patient’ s lifespan after diagnosis which it seriously affects the medicine adherence. So we conduct
this survey research to assess treatment persistence among patients with WD and try to identify what factors affect
the treatment persistence with WD in our center. Methods: We employed Wechat which is the most popular
social software in China to carry out this anonymous online questionnaire research. The questionnaire included
questions based on already validated scales: 8—item Morisky Medication Adherence Scale (MMAS-8)  10—point
Medication Adherence Visual Analog Scale (MA-VAS). We also collected available medical records related to
demographic clinical characteristics. We are particularly focused on prescribed medication clinical outcome
and reported adverse events (AEs). All the patients were also divided into the group of persistence with drug
treatment and group of non—persistence with drug treatment. Results: We collected 242 qualified questionnaires.
Only 66.5% of patients were persistent with treatment during the mean 12.6 years of follow up. In group of
persistence with drug treatment better outcomes were observed: improvement (78.3%) and no change-no
progression of disease (16.1%) vs. those in non— persistence with drug treatment (55.6%; and 28.4%
respectively). Out of 161 patients in group of persistence with drug treatment only 9 patients deteriorated (6.8%)
in comparison to 13 patients out of 81 in group of non—persistence with drug treatment (16.0%). The adverse
events in the group of persistence with drug treatment were significantly less than those in the group of
non—persistence with drug treatment (p<<0.05). WD patients in China showed lower medication adherence. There
were no significant differences in clinical type gender age education level low copper diet and family
knowledge about WD between the two groups. Compared the two groups there were significant differences in
adverse events (p<<0.001) and family position towards treatment (p<<0.001). Conclusion: The choice and the
combination of medicines for WD patients are more abundant and diverse in China. Medication Adherence of
Chinese WD patients was low. One third of the patients (33.5%) were unable to persistence with drug treatment
and it had an important negative effect on clinical outcome. Adverse events and family support had an important

impact on treatment persistence.
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High-dose Icariin exerts anti-inflammatory effects on multiple sclerosis
via mediating receptor ER[3 on PBMCs: An in vitro study
zhihua zhou Qiongyu Li  Zhisheng Wei  Aiqun Liu  Qingyun Yu Zhongxing Peng  Mingfan Hong

The first affiliated hospital ~school of clinical Medicine of Guangdong Pharmaceutical University

[ Abstract] Background: Icariin (ICA) is a major bioactive pharmaceutical component of the Chinese
herbal medicine Epimedii Herba which has been reported to have anti—inflammatory and anti—apoptotic effects
in multiple sclerosis (MS) and autoimmune encephalomyelitis (EAE) rats. However the underlying mechanisms
remain unclear. Objectives: Our study aims to investigate the protective effect of ICA on MS and illuminate the
underlying mechanisms in vitro. Method: In vitro we used SD rats to prepare serum containing ICA. We
collected venous blood from MS patients and then prepared PBMCs by gradient centrifugation. Next we treated
PBMCs with serum containing different concentrations ICA. Finally we detected the levels of [L-4 1L-17 by
ELISA and the transcription levels of GR ER « and ER B by real-time quantitative PCR before and after
treatment. Methods: Serum containing ICA and control serum were prepared by serum pharmacological method of
traditional Chinese medicine. Using Ficoll paque density gradient centrifugation to separate and extract
peripheral blood mononuclear cells (PBMCs) from 10 MS patients and 10 healthy controls. The PBMCs were
cultured with PHA (5 pg/ml). 2.5% 5% and 10% fetal bovine serum were added to the medium respectively.
And estradiol (35 pg/L) was added to the medium as the control group. The PBMCs then were incubated at
37 © C 5% CO2 for 72h. Interleukin—-17 (IL-17) and interleukin—4 (IL—4) in supernatant were detected by
ELISA. The expression levels of glucocorticoid (GR)  estrogen receptor alpha (ER ) and estrogen receptor B
(ER B) were detected by real-time quantitative PCR (RQ-PCR). Results: The concentration of IL—4 in the
supernatant of MS group was increased while the concentration of IL—17 in the middle and high dose groups of
ICA and estrogen was decreased in a dose—dependent manner. The increased expression of ER @ in middle and
high dose ICA was dose—dependent manner. High dose ICA increased the expression of ER B in MS group
which was similar to estrogen like effect. There was no significant effect of estrogen and ICA on GR expression of
PBMCs in MS groups. Compared with the control group high—dose ICA significantly increased the expression of
ERa and ERB in PBMCs of MS patients but decreased the expression of GR. Conclusions: ICA has the
same anti—inflammatory effect as estrogen on Ms. Small dose ICA can play an anti—inflammatory role through

mediating ER @ and large dose ICA can play an anti-inflammatory role through mediating ER B .
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Treatment of codeine-containing cough syrups induced peripheral
neuropathy with Methylprednisolone: A case report and mini review
zhihua zhou Aiqun Liu  Qingyun Yu Zhongxing Peng Mingfan Hong

The first affiliated hospital school of clinical Medicine of Guangdong Pharmaceutical University

[ ABSTRACT] Background: Since cough syrup containing cocaine (CCS) can be legally acquired.
Therefore  the abuse of cough mixture is becoming more and more noteworthy. Case presentation: A
25-year—old Chinese man was admitted to our hospital for progressive distal extremities weakness in the past two
months. He had a special history of CCS addiction in the past 10 years. He developed weakness in distal
extremities and numbness past 2 month. Laboratory examination revealed folate was decreased significantly.
Electrophysiological detections showed axonal degeneration with minimal demyelination changes. Sural nerve
biopsies showed severe reduction in the number of myelinated fibres  with axonal degeneration and atrophy. The
patient was treated with methylprednisolone  multivitamin ~ folate and mecobalamin  with complete
neurological recovery and normalization folate after 2 months. Conclusions: The neuropathological changes of
CCS induced toxic peripheral neuropathy were mainly axonal degeneration with demyelinating changes.

Treatment of methylprednisolone combined with Mecobalamin and folate could get rapid recovery.
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Stenting versus medical therapy for severe symptomatic
basilar artery stenosis
Jinhai Duan Wang Shuo Dai Chengbo Xiao Hao Mo Jian-wei  Xu Shu-wen

Guangdong General Hospital

[ Abstract]  Objectives: severe ~symptomatic basilar artery (BA) stenosis is a treatment challenge due to
its eloquent location and the large number of perforators that originate at this level. New endovascular techniques
and devices has broadened treatment options for these patients. The authors conduct a retrospective study to
determine BA stenting results to find a safer interventional approach. Patients and Method: A database review
identified 56 patients with severe symptomatic BA stenosis were treated with stenting or medicine. According to
treatment options  they were divided into two groups: stenting group and medicine group. Lesion
characteristics baseline data complications and follow—up data from the two groups were compared and
analyzed retrospectively. Results: 56 severe symptomatic BA stenosis cases were treated with stents (21
patients) and medicine alone(35 patients). The 30—day rate of stroke or death was 10.8% in the stenting group
(nonfatal stroke 9.6%; fatal stroke 1.2%) and 6.8% in the medical-management group (nonfatal stroke
6.3%; non - stroke-related death  0.4%). Beyond 30 days stroke in the same territory occurred in 5 patients in
each group. The mean follow—up duration is 21.1 months. The probability of the occurrence of a primary
end—point event over time didn't show significance between the two groups (P = 0.05) with 1-year rates of the
primary end point of 10.0% in the PTAS group and 11.2% in the medical management group. Conclusion: BA
stenting is relatively safe and has some positive results for experienced operators. Long— term follow— up shows
few stroke recurrences. Stenting of severe symptomatic basilar artery stenosis may be beneficial in appropriately
selected patients. More optimized stents and safer interventional approach need to be further explored and

verified.
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Penetrating artery obstructed by MCA dissection as a definite
cause of capsular warning syndrome
Xuefang Chen' * Bing Yang" * Huili Zhu" * Anding Xu* *

1.Department of Neurology and Stroke Center the First Affiliated Hospital
Jinan University Guangzhou China

2.Clinical Neuroscience Institute Jinan University Guangzhou China.

[ Abstract ]  Purpose: To explore the pathogenesis  diagnosis and treatment of a case of capsule warning
syndrome (CWS) and to provide a reference for the clinical diagnosis of capsule warning syndrome.
Methods: This paper reports the pathogenesis clinical manifestations and treatment process of a patient with
capsule warning syndrome from the First Affiliated Hospital Jinan University. Results: A case of a
55-year—old man diagnosed with capsule warning syndrome who presented with recurrent episodes of
transient right hemiplegia hemisensory loss without cortical dysfunction. Emergency digital subtraction
angiography (DSA) examination revealed an intimal flap in the left MCA on admission which was indicative of
dissection. And the intermittent occlusion of a signal penetrating artery was accompanied by the observed
episodes of TIAs during the test. After he returned to inpatient ward he had another episode.At the time of the
attack the National Institutes of Health Stroke Scale (NIHSS) scored 10 points and was given intravenous
tirofiban.Notably  fifiteen minutes after starting tirofiban  the patient experienced significant clinical
improvement with a NIHSS score of 7 points. Symptoms were relieved after intravenous infusion of tirofiban  but
stop pumping symptom fluctuations.However new episodes occurred after tirofiban stopped  but the symptoms
improved after being treated with tirofiban again. Conclusion: Capsule warning syndrome with a middle cerebral
artery dissection is rare. We report here a case of CWS with a middle cerebral artery (MCA) dissection causing
perforating artery occlusion. It also confirmed that the small-vessel perforating artery lesion is a clear cause of
CWS. As a highly effective and reversible antiplatelet aggregation drug tirofiban may be an effective and safe

treatment for CWS.
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miR-199a-3p inhibits proliferation of rat basilar artery smooth
muscle cells by targeting mTOR
aiqun liu  Mingfan Hong Zhongxing Peng Qingyun Yu Shengpeng Diao
Weifeng Wu  Songfa Chen

The First Affiliated Hospital of Guangdong Pharmaceutical University

[ Abstract ]  Rationale: Abnormal proliferation of vascular smooth muscle cell (VSMC) is a key
pathological feature of vascular remodeling. The cerebrovascular remodeling is a prominent feature of
hypertension and considered as a major risk of ischemic stroke but the associated molecular mechanisms
remain to be fully elucidated. Objective: To investigate whether miR—199a-3p plays a role in Ang II-induced
basilar artery smooth muscle cells (BASMCs) proliferation. Methods and Results: We found that miR—199a-3p
was significantly downregulated in Ang Il-induced BASMCs proliferation  detected by qRT-PCR.
Furthermore we demonstrated that overexpression of miR—199a—-3p inhibited mTOR expression and potently
suppressed Ang II-induced BASMCs proliferation. Furthermore we identified mTOR as downstream targets of
miR-199a-3p in rat BASMCs which playing a key role in Ang II-induced BASMCs proliferation. Finally the
luciferase reporter experiment was conducted to reveal the direct interaction between miR—199a—-3p and the 3’
—UTR of mTOR. Conclusions: These results indicate that miR-199a-3p is a novel modulator of BASMCs
proliferation by targeting mTOR. These findings suggest that targeting miR—199a-3p or its downstream targets in
rat BASMCs may represent an atiractive approach for the treatment of cerebrovascular remodeling in
hypertension—induced ischemic stroke.

[ Key Words ] miR-199a-3p mTOR  Angiotensin II  basilar artery smooth muscle cell

proliferation  ischemic stroke
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TREM-1 suppression attenuates cerebral ischemia-induced neuronal
injury by inhibiting oxidative stress and pyroptosis
Yubin Liang" Jiehua Su' Pingping Song® Wei Chen® Xuemin Xie®

1.Zhuhai People's Hospital
2.The First Affiliated Hospital of Jinan University

Stroke ranks as the second leading cause of disability and death globally. Besides it is a major cause of
morbidity and mortality. Ischemic stroke is one of the three types of strokes for which there is no effective
clinical interventions. Cerebral ischemic damage is associated with neuroinflammation effects including
microglial activation and release of inflammatory factors. Trigger receptors expressed on myeloid cells (TREM)
—1 are responsible for the activation of the innate immune response and also play a critical role in inflammation.
In this study we reported the contribution of microglial TREM-1 after cerebral ischemic damage in a rat
middle cerebral artery occlusion (MCAQO) model. This study also demonstrated that TREM-1 expression was
upregulated following cerebral infarction in rats. Microglial TREM~-1 inhibition was determined using its potent
and selective inhibitor LP17 which indicated a neuroprotective effect on cerebral infarction damage in rats.
The findings demonstrated that inhibition of TREM-1 by administering LP17 improved cerebral damage and
was characterized by decreased ischemic areas and brain water contents. Moreover LP17 decreased
MCAO-induced microglial activation and neurodegeneration evidenced by a reduction in the expression
of microglial Iha—1 and FJ-B positive cells as well as reversed the neuronal loss. Besides the contribution
of LP17 to ischemic neuronal damage may be associated with a decrease in the production of pro—inflammatory
cytokines such as TNF-a IL-6 and COX2 and enhanced production of anti-inflammatory cytokine IL-10.
Both in vivo and in vitro studies demonstrated that inhibiting TREM-1 attenuated ROS accumulation
lipid per—oxidation (LPO) contents such as malondialdehyde (MDA) and enhanced the superoxide dismutase
(SOD) activity after MCAO or OGD. Mechanistically suppressing TREM-1 alleviated inflammation and
pyroptosis found in MCAO rats. This was achieved through the inhibition of the protein levels of
NLRP3 (nucleotide-binding domain  leucine-rich repeat—containing protein 3) caspase-1 ASC (an
apoptosis—associated speck-like protein containing a CARD) GSDMD (gasdermin D) IL-1p and IL-18.
These results confirmed that inhibition of TREM—-1 protects against cerebral ischemia—induced neuronal damage
and alleviates microglial mediated neuro—inflammation by reducing oxidative stress and pyroptosis. Therefore
blocking of microglial TREM-1 expression provides an effective therapeutic intervention for improving ischemic

stroke.
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