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H SR mm. & AaIT BT atlmig, H—fEEa
RN B I XMEVRPESLE . DUR T BT A —Ff fE [m) Bk EEL 2 o
BAF (BLyS) FIAEMHIFR], {ESLEVRYTY F T H— 297 2L
(HEAELEBE P ER MA . A58 7 WRDJC RS
RIT AT R R R A AR AL, R T MEYR PESLER e B RFAIE
DL EIEE IR YT HE

ik LGN 16614:52 DIRDJC B PT B S VA YT 1) L& i
JWSLE (cSLE) &%, LLA3HIM™ EMEVaEcSLE (SLE-SR) ¥ .
SKAEANE I BEANKZYHY (PBMCs) , {8 FH /AL & 43 bRic ¥ i
MM (CyTOF) #4750 M. R JC IR E B Mt -SNEFA.
VETTARAL A R B Je HoAr B R IE AL

LB IR HYOAITE, BAIM AR A B, AREE
2 (transitional-2) FIWJGEBAH ML s/L, HHric 2B fu g
e FEXEVE B, SRR AR RN R 40 H bl 5] 32 2 = CD38
FESLE-SRAHABAMMI R R IE T 51, HS5BWIENFEE R IEAH R,
MCD7T3RIAAEME A=, SEIRENTEE R M. T4/
TR ~, SLE-SRA T HIAECD4+ T LB 5%, Th14H s

g5 DIRIJC R PTERE TG T vl 5| e i 35 ) e g R AR
1, JCHEBAME . FRELAEAE B2 40 M AN I BR 40 A vT e A2 T3
BlR MEVA M e R & . BRI CD38 LA A AT CDT3A S IR Er i
2% A] B8 NSLERYE 7 H2 AT 1Y SR B

X5 RS BIRE (SLE)
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EXHERHEE BRI RRFE
PTIPIh B8 R Be B I (4 28 51 35 4R PR 15 B A /R S % iR
Bé e R RO 5%

Az, BiE. ZER. apim. Ko
FILAFEELER (RI)

B Pk NHHEH (Class Switch Recombination, CSR) /2B
B 3 WA IgMIm] P2 219G IgASE R AN HTAR L AR IR B AL R, X ST
KRR M e N2 B Y e MR . CSRINAEIIE vl 5 & LAk B IgA
B=jFE (Selective IgA Deficiency, SIGAD) I LA 5 8 428 R FA i
(Common Variable Immunodeficiency, CVID) {3 i) 5 & P S Gk
B, ImPRERIN R By B 5 % 8L R BB . R X
SO B PUAAR T AY A sk e B 3L R RFAE, 43T HL I 1 2R 8 4 e B
PTIP (Pax Transactivation domain Interacting Protein) 1F %4 s%H4%
ZO T, HAEBAMCSRA FI/E MR I . AW 7T 1 P TIPGR
RN SABATR R, RSfENTPTIPXTCSR AR S Hif (i
SIgAD/CVID) =ML, NAH BN )53 T I 7T 3 B AR P

Fik: —. #iTCRISPR-Cas97ECH12F 3/ iR B4 il & H iR PTIP,
I TGF-B/IL-4/CDA0OL |75 T IgAZR A i, FuICSRAE AL, —.
S BPTIP AL Mm% /N B, (CD19CrePTIPI/fl) [RBAHM, A4
ftiIgG1 MIgG3HUAL RN FH KT =, #ECD19CrePTIPH/f/) iR e A
A, FAINP-KLH$UR AT 0%, IS LS gGHiiaK-F, iciZzB4H
Bt Bl%s; DU, ZEAIRRFEARSSE, XTEEPTIPS G A 5 SIgAD/CVID
HBY i CSRIAFE /T (AID. Pax5) MFRAER, il gl A
SATANE MBANMLHE (WidiZB4ifE) ARk,

ZiR: PTIPHRIE S ZHIHI CH12F 340 g 1 IgAZ I 5 4t
CD19CrePTIPfI/fl/]~ 5. g I B4R M 78 44 7 50 N 19G 15 1gG34E Bk 71 2 3
PG NP-KLHAJ% 5, PTIPSRFE /N BRMLIE HHIgGHuAk 7K 1 B EAK X i
H, ieZBAMLLEIE T, Lidsi R iER, PTIPIEIgALIgGIE A4t
AR BAEZOREER, BEXNBARA B EXEE, HEMHAT S8
SMHPUAE AR, X 5IERSIgGADAICVID )5 £ B A — 2,

gl AW RS PTIPTE SRS I3 % 45 R0 A e SRR 2 o A2
A FER R T RE. PTIPSRIA AT 5| KIgGE IgATTIA T B = A i, KA
T B 0 o Wi R iR R A B B R B e s AR T o J5 2 75 AE I R BA &1 A B ik
PTIPE R AR 55 5 R B B R B, HRFRIEMPTIPE Tif@Ees (4
BAFF-R{5 5 ) X G S b 108 . XL TARK 91 BIPTIPAH 5 4
P2 SR B PR R T ST RS HETR T SR I e fHE S BAR 4

KW PTIP, HuikSnied, JRAM%%GkIE, SIgAD, CVID
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miR-1559T S TregABa+E T BR 48 B B it i3 B/ VR
R 5z P RERL BT R

wH. Yk
PR 7 43 4 Pk 2 e

H ) PRI miR-1557E T B AR B e 2E i B/ R ey it =2 HR AR A

F1k SPFZBALB/CHERR, BEMLTAIER 2. BAAH, HRA CTR
RED « miR-15541 (T ERIRE+miR-1554HIFI4) o 1EH IR R4t
AT K, HAR S SIS 4 R FH B-FLER B L MG Iy 5 +3E B UK B S By
REIER, ERAT TR ERHES, miR-155417F T BRIR B HE B 12
fiti RG9S miR-1555 % 71l . WEER/NERAREE . i BCRERSE, KD 2E(E g
B BEGE M) N R S . MiEIgE. 1gG4. slgA. SOD. MPO.
DAO. mMCP-1. JEEmIiR-155%E/K . 4R FR-FLERE A RIS
TRV B R R I ) A N R . T AR B SR E B 4 e A iR i )N
BRI 52 5T 0 2R TR VR A BCRER 28, miR-1554 45 A IE BUE IR,
7EIgG4. sIgA. IL-10/KF &, BEWAREIANE (p<0.05) , miR-
16520 SR L R e gt & L (p>0.05) ;5 fEIFN-y/K E,
TR R H PG (p<0.05) , miR-1552H 4 A 4H 2 R K 4i 1 2% & X
(p>0.05) ; 7EIL-47KF F, miR-1554 % IEH HTHE (p<0.05) ; 7E/#
FRREA e B, FEAIZHSOD. DAO. mMCP-17KF&xf B 4H T m
(p<0.05) , HAFE A MDAOKFHBAHEL (p<0.05) , miR-
1552 B A A T B A8k (p>0.05) ;3 ST, HERIZH /Nl gin] )
Z AR BRI L AN T, FEE AN, FREL R SOREA IR IE, B
H B A B AR A H U % . miR-1552H /)8 B FIMIiR-1557K ~F P&
(p<0.05) , HARZHBHR MBI TR EZER . VU4 78 w7,
HIEIbbde. . ThRERER FI5H 257 (p<0.05) , [T/KF L, R4
BIW I FE fm, WA REFEEHE TR JE/KFE LAlistipes.
Desulfovibrio. Mediterraneibactertd it £ FEAEAEH R] £ 7,  H 718 3 A
S A E AN . 58 1T BRI T DR s B S
M52 S G B RERIMIE R, WMIEEHE 2 ;2.7 BRAR R 7] il
it miR-15542 12 G R i 52 78 37 AN iz e B A8 52 DA% i T8 e 22 A5 Ak T 18
BAEITKF L, EB/NRTIEEITFEE RS, TREREIRITEZIVE]
FEHE F%; J&/KF EAlistipes. Desulfovibrio. Mediterraneibacter
FEX =E AP AR AL A 22 5, EHL Wil T B -5 40 B R A7 AE — 8 B AH O .

PR BV RIEm A TR E  Treg4ifid miR-155
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S H R A R BRS st ERRFE

ETOCTARARFERAZHABIRE R LM IR
MET N KH 5 %R Sz ERE X
RaE. A B, BRWAE. BN
Bl K F RS —ER

B ). I8 T2 535 I U B AR R Gt 4 R
5 LR HIR S0 ) R I 287 65 ) S RO AT RGN, R 58 10 PRR) R 1T 2 56 4y
SHRHME M IR REMERI B R, PRSP RIS 250 S0
ST RGEME L BORIE B ) L 15 7 3R B A2 B N e

FiE: W SLE g i3k4T 3 X3 2K OCTA 3% (bt AN
) , MUK 4.5X4 52K OCTA =15 (Fo S AW o i@
T N B YT OCTA KGRI E# AT 7 E, AR5 B 3= A0
) JIE L L A 2 B, AR HESLEDAIES 4 NAETE 4 (<5%)
FyEshe (2543, 43H A 2ELTR) A o0 55 I 235 R 4 b 1) 22 5 M L
5SLEDAIE 3 A M o 34T 32308 TARRFIE I 28 0¥, DAY
AL PR B LML 235 M) S 00T T R G 20 PR 72 R E 1) a2 D 1
HE 77 o

ghB. YN HT304 RS PRIE )L, FAER AN
14.4%, HAF194 (63.3%) ANict, FHSLEDAI-2KIFE/3 N
4.0+ 6.5. 59FEsIH (n=16) #HLL, JEshH (n=14) [
TN E NI . IS BT, NIREM, SRR T,
BT X IR E BN L 250000 M8 235 B, Ok 2 A o I 3
ML S5 IR BN B T 7 MU 35 . L 55 ke B 40 1
JZ SN I R K, KSR Oy USSR . MLRL 55 ik &%
= 5 A% b, MRS AMEE 7 E%sES
SLEDAIVES IEAHZE (r=0.384, P<<0.001) , Wk#%JEZ 751
B EE 5SLEDAITE A ik (r=-0.495, P<<0.001) , *EE
1 I J2 SN I 5 5 B X oy JETE S Al AN V& B 4H 56 35 1) il 48 T T AR
i (AUC=0.784, p<<0.01) . ML IME 45 S E G BT
YRS RA L BERIE BB ) Lm tE T EAR A RE T .

ZE . ASHIT 7T 2% B AR S A IO S I 5 K S BT VE R e Y. R i
ZLBTARIE T T T B S VB AR B, NI E S T T A
KSR MIHEB RS E KT

X485 OCTA. RS IE. IRE. 1&§3hE
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48651 )L E R LA RIATC LN B LS K IE KRS 4

Z%. MHE. KB4, THEHR L7
Ol K P Al 24 R e

B o) LEA SRR E L % (HNL) Bl ARE: &,
PL$E B2 A

FE [EEE AT R L R 2R AL 28 & B B 200841 A 222024
F12 HBa A8HBIHNL AR JLIVJm B e kl, Sgs HilmpRER I, S238
EQ R VLR R P

G A8 LR B35, L1346, KRIER2~ 14%, FY
ERSO+1% ., i &)L EME SR, 436 (89.6%) fFKH,
314 (64.5%) fFEIMKRA R, 2941 (60.4%) 1F1EHA
(B PR, 1361 (27.1%) &I . LR =M+
BRI AT EFE T =356 (72.9%) , H4H R334
(68.7%) , CIMNIEEHTE214] (43.7%) o 5 E)LFEILTE
HIgE/KFTHE (47.9%, 23/48) . IMIEEBJHE-DNAFHPE
(45%,18/40) . Jili ¢ S JRARSTAARFHYE (39.5%, 15/38) . Hit%
PURREME (28.6%, 10/35) . 33 (68.8%) &£l TIMZEIETT,
HrA26%] (54.2%) T1-2mg/kg.d, 1I£E £ St 40 3R IE & 3T
EL s AN VG AL 2R A AE R LT 58 8 20mg/kg. dif Va7 . 124
(25%) ISz HIHR D ARG, Ao 7 ka Kker, 36T
TR, TR RWH, 26k EINHANLE &gy, Hppit
e N ARG A TURIE, 7115088 A 45 40 H 205 .

258 HNLYEEBYH #8688, il 98 7 SR A7 B g N oo B s BB
LR RAERS, WEERBERRTES NTER. EIFE S R%E
R LI Az fis A Bis R 4. X FPuxduikBatEE )L,
S AE S A e B 1, e gk B Rl A B S0 0% T R X

oA JLE, HAMPIRIEIEMEL R, IwRR S




TN TREE¥2ILNFFAES
Ny EBEF-EEZERABRILBZEAHIS

- AETE:

X H RS I BRI RRFE
¥ ECDCAE R EMAaThEERTT LERYTH

WM. 2 E
JMNERKRFHEALLEET 0

TR

AR, BRI Bt B (Food Allergy, FA) EE1FAE
PHTERARU 22 L, FERIUNIGESEEER (CDCA) 1 (G/T) UDCAH]
PG . AEAF R IR ER S 5 R 2 s S N . AHTE 7T B R IR 1)
Hﬂ?}rﬁ%ﬁiﬁi%ﬂﬁ@%ﬁ& H VR S HLBEEHL

W EA0FI Yt (FAD LA AR R FE I I35 FE AR AT JERE Ml A
AR EALIEEE (OVA) SRR B B, JEmsRE
0.25% CDCAREBRIAR; BidHES . IgERIN . BT NN 25T
VAT RER A SR/ g A I A BE SRR S R4 (BMDC)
%nDei:?{zHﬂﬂ@%{zMi%, g AN, T R AL .

A

Y R ) LIS 2 TUH IR R R, H P CDCAKFFFIKH N
B%. 5SOVAA/NRALE, 40.25% CDCARFZREE L IOVA/N R T
BERMHESGEE: O . BAATREREK; @ G /MR ALIgES = T
f%; O WIEHES G TR B R EE; @ RFETE TR RESE, B
NI 25 R 2 7~, CDCAEYE | igiE e Emorss, RISV,
JEVEE BIYETHHML (T follicular helper cells, Tfh) %2, HILAIR IR
A FRARES . W SR BB N i £ B PR 2R i, RS SZIGIE S
CDCAT] 5 5 SR 1 Al m) i 52 3R A %4k : (D CD103. CD86. MHC I
SERPIFNE S TREEE TN, @ AR F Rl ; @ HHEE
<LZ*va2: RIXFC, SHEARSENEEBMER.

A

SR LIS PR ER (LHZCDCA) Fik N, 1A4MEInCDCA
Re A W AEOVATS F /N B8R A, HLHI AT fg5 CDCAFE K
TR M 98 hE R BY ] R T FL o 1R IAMH <. #E (A2 FHCDCAKF A]
T P SR gE e AL 2> - (CD103. CD86) V4T 14 T ik 2 98 4
R, ZR I BRI BT IR G % VR TT B AL T I SR .

REEiE K LAHRR (CDCA) , a¥iidg, JEERACH, 2R
M, RN, PURSEAN, S AL
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B F it X

X H RS I RS BRRFE
BRIt BEEBE EMRIEIE G4 E4FE LR
XHHETRIIT Lt
FRE. ZhHr. B, X ER. BDEL . BRI
HL T E E R

HE: PRRYF5 &M % (juvenile idiopathic
arthritis, JIA)JSTR AR PR 5 AR EIRFE, AN B A&k
FEPEAR JIA T 5 A8 B FE SR AR i

ik 202341 H 2024412 7 76 il i1 52 B2 B
JLEHZ W IR T BIJIAE ) LEL 201 /E A FE X 5, X AR
S AT AR A, FEEMRIKE, XTHHE S MRS
KTt R E R MR

g8 JIAR LGRS A AMRIZER T AR 1 G
JERE A Y, T B BE K A TR H R AR T
MRI.

510 WLIRIE B8 75 1T A PR VAl A0 A 5 JIAFR AL 5215
FAE -

REEHE SR RMERTT R INERGEAS; MRI
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S BRI EETIFERS
COVID-195 1T I 5 JL B Bl ¢ 37 J& {2 P R 8 1k 3
RIRITHER GRS Hr: —IRABH7ERIE PRI

=] B TR 3
% >
g N T 43 4h PR 4E I

HE: R E R X COVID19% 1% B o ) L2 il 48 3¢ JE 4 i
B AR T A 35 LA A PRAFFAIE

Jrig: [BEE 2018451 H 1 H £20244E9 H 30 HAEMF M T A %)
RAEBEFLIZIN0-18% 2 [6], BEAT UKL BEERTL FEy I IEMP-IgM=1:160
B/ AMIMP-PCR £ 2 FHME ) B IR R B2 Rl, {3 F Fisherks fi k5 56
FPearsonk 7k 511 E 7 2023-20244F 5 COVID-19& & B =17 A1
LU R IR L A 58 A 22 TR JRURG: B o

ZER: COVID19ZERIMPIERYLE20194E BB KIAT, LR KT
=%, {ECOVID19ZEEAAIE, MPEYLALES LR, Toi BT,
COVID19% 15 JG MPIE 4L A 2023426 H i i I & AT, 10H-12H
L NS — B 320244E6 H . COVID-19%% 1% 5 MP B L A6
MEAMER, BLFERHE S THAMNA (P<0.05) ; 1-2%5 4
MPECGL R AL T HA A, >6% HMPREGR & T HARPIH (P<
0.05) . =HMPREGE LRSI = 27t (P>0.05) ,
COVID-19%% 1 J5 MP 5 20U MW i B G bl . A3 B Lu 5] v - HAt
H (P<<0.05) . =AMPEGE LN S22 e EZ R (P>
0.05) . TEAFREE )L COVID19% 1 5 24H >6 % HMPEE G &5 Lb
MP-DNA# &&= T HA P4 (P<<0.05) ; M%7, COVID-19
P15 S5 MP B GL SR SEAR B LU FF A 1 s ARk 4 LY 451 B 2 v
HAb M4 (P<<0.05) ; 7fEIR&EYL -, COVID-19%1E EMP& I
s R G LU B B B vy, H PAA IFIm R R L T E A £ (P<
0.05) ; COVID-19% 1% /5RMPP & 2 e 3w T A 4 (P<
0.05) . COVID19J% 1% [5G HRMPP & ) Lf >6 4 E R4 S b R PR
MBI =T H P (P<<0.05) , 5232071, M-l 48 5/ A fliAs
SR EL R T A4 (P<<0.05) , FEEJTLLE. N E L
lm T HARR 4 (P<0.05) . MUMPP. AfEPICU. JfKRIE. fEis
fE ERRBSIE TR E T =H =7 (P>0.05) .

g5 : COVID-19/5MPE L H IR R AT, FrEEmalk, TTHHE
ZE, RMMPRILLEIBEE S, L>65F A LEm K, =
HASMMP & A R0 IH . 22 57 .

g COVID-197iAT J5 i &S FAR JLE I PR4FAIE
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—l = =2 A
B HERA &R BEETFERE

E TR RS ET (SLIT)ERRFidE )L E T
HERSHTENEERN KBTI RZEHEWE
B Z*. IEHH
] IR T 43 4 PR T

B K PP MR %7597 (sublingualimmunotherapy,
SLIT) JL# i Btk B & A8 N M B R AEA R FER A (4~6%4)
A (10~14%5H) HIITRER:

1 AR RE R FRIR YT I 2 FARE VT ) 52014~6 5 s 2l (i
H) 62 H10~145 FideH (Eiddl) HBJLMZR, Frg L
Sk ARt B RO B A IR AR N B I R, BENL A N
N iaYr (SLIT) +Z5WdH J rai 436 7 4H.. SLIT+2%)4H
DAARAEA K 2R 7 T & IR B iR )y, HCAXEZ iR TT s
AEZGWNIRTT A AN N ER 385 R AR RN S 555771 B A I 243 4 SRR
BRANA ZZ50) . BRER B K S 571 J2 78 &% R e o XSHIEVR T« 553
N HABEVIRILFE V246 . W FHC SRR TT FREIRIG 50 ZWvESy
NI BER ENE L. 1BIT 24 )5 & B T OUREIR, 25 %
BRI RN . 152524 5 FHIREEA VRN 3 B UUREIR, FH 25 &R
7T = R

g SLIT + 254 5 s ali Z5Wia 7 AR L, H24F 5 RE RS 47
[5818 (1.121+1.03) . (4.661+3.06) %1, ZWvE0 [4
H (0.061 0.03) . (0.35 +0.26) 4] BB MIHEET
BARZEYNIE T (MBS 7 N-8.32. -8.65, P{EI<0.01) ; M4
BRI A 14E, 20FEEiigek &G M. SIS &
(FEV1) STMME E 4 (FEV1%) « H /IS & (FEF) .
FEF50% 500 T A e, HWERHE TR, ZERA5i%
B Y (P<0.05) . MEHIBIT AR E T XA, ZRE51
RN (P<0.05) . HBFHFTEWLEIRVE, 25 K97 = E IR
SE TR YNE T A . AR ORI, 2 RIE T R
FESmwrdME, 1524265, mwd EZIEREN, HA KA
7 R A TR A

58 LT BRI AS FAERS B LR SLIT 347 240505 = M e 9%
BT LIRS RIGRER, (BIE4524F )5, SRAEAEERE . %
YIVEr~ M e T T TR RS 2. .

eI R AR B R KRR IR T
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7 =r=4
CXHERD &R P m=2E

B IEETIRAMLTBP2E AEMAZT SER LK
18] B &5 35 RO E AL BT 32

Bl FEE. MRE. HEEr
P R A 2 B 4 — [ B

H A RE R (BO) & — M7 M B A AT i) /)
RIE AR, TCEEWANETE, BULRE. NRIE
AN 2 BOM s R 2=, /NSIE L 2 40 i R) ot %
Pt BOMI L e 5 B EAE . AR, RATUEB T 851
BR - N HLOR AN ) e s L KILTBP2 I ShEeEFH « & 26 A
CUT-tagll 7 B & RNAM 74 € 1 N /INSIE L Bz 40 o 1] Ji
B Y 0 A R 1 5 1 S HLOX A i e g 3L K 1] BE & LTBP2;
I AE FHJIQHNHIF . FRt kAR 2K G 5% 1 7 51 S UTER T3
LTBP2 AT IR ARSEE 1, K ILTFHZH i ILTBP2.
EMT(FN1. COLN)tHR7p 13218 W&, Sk | gy
B N FLOR A ) e L K LTBP2/EEMT [ Sh e 56 ML)
=i BO/N ISR H 25 T JQAFNHI TR, H0 i) e 2 1 5
FyE AT R IE AR BO /N SR I RE 7. ANRIEIE S D)
PR AMAR R, P RIGE A ZEPEL SR R B 5 T
XNLTBP2XTEMT HYIH#ZE/EH . AT ZHZMr, K.
PRANS2EG 2 R TH I 45 32 0 . BB o8 1 K H IR B 1) o g
FERLTBP21E #5808 b 2 4u f e Jii % ¥ I E R, LTBP2
A ABOYR YT TR AE SR 25

R M SCRE 2% BYdEsE+; LTBP2; L%
2T i [) Joig %% f6
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S BRI 121 Esic ezl
2561 )L B & B & I T R 1 T JE B 214 B Ep
HE NGRS
WAE. ER*

Al R PR LR E BT

BE: 7047 ) LEFERE M T4mEE (allo-HSCT) JiRA
ARG I ARE (NIPC) HBE IR IREFIE . fala KR 1=
JF o

Fiik: Bl 1202045 H -2023412 H 78 4 1l ok 2E il
2B BERE % allo-HSCTIRIT f5 K AENIPC B Z i TE KRk, FEBE
Ui, Gt IR RERE, 657 X TG

ZER. 20204E1 H-2023FE12H 324764 )L E 2 ZHSCTIRIT,
250 & M BINIPC I 2 2 47 e &5 Je S S B e peR, H
RBP4, E11E], PALFERTS (2~14%) , FEVFHRALRS
7]668( 330~1252) K, FET-44] (16%) , 3 (12%) HHEFI
NERLE 2, 4] (16%) BFHISEIIE. A, 22
% (88%) HFHEKIAMIEMN L RE RGEME (BOS) , H
31| 5 i 52 A SRS B I U R B 6~84% S ST Iz I ZE Al /N
WA . RIFZHINIPCH i Thge B I e RS RE L, B EH
SONEEEAE], B EEAH445], BT A SR E IR YR,
BT 60 VEE Y5 YR 0 4 P IR - RO bk S 4 IV A, B AHIL-8. IL-
17a. CD8+TitkEdifidym TR E4H (P<0.05) . BEEHM
CD4+TifE 4l il . CD4A+T bk 41 fitd/CD8+T itk 4 A /K K T 52
HEEZH (P<0.05) . Zlogistic [BIH43HT AT %0, W fih va 2 5] Fi
icGVHD(P<0.05) . & 71/ 12 #cGVHD( P<0.05) &allo-HSCT
Ja &4 NIPCH ST &[G R 2

25 NIPC/Z )L #Eallo-HSCT/E M- T BHIRNZ —. &
F V2 B cGVHDRY £ 3 58 N ey H IR 224k . NIPCHY A%
ML A 5E A B . iERIL-8, IL172540 fo X7 R, LA
MRt G 7o o8 B ] AE A2 S RN SR AN AT P ZE I LA

oot JLEE; SR RGP AR A AR I R I A E;
IS REYG: RAE N1
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Prevalence, risk factors, and early prediction
of refractory pneumonia caused by
Mycoplasma pneumoniae in children: A
systematic review and meta-analysis

BT, EAW. THEM. REd. E5M. T2
L & B

Background: Refractory Mycoplasma pneumoniae
pneumonia (rMPP) poses significant challenges in pediatric
care due to delayed recognition and limited systematic
evidence. This meta-analysis evaluates the prevalence, risk
factors, and predictive accuracy of models for rMPP. Methods:
We systematically searched PubMed, Cochrane Library, and
Web of Science until November 2024 for observational studies
involving children aged 0-18 years with rMPP. Study quality
was assessed using Newcastle-Ottawa and JBI scales. Data
were analyzed via R4.4.2. Results: Fifty-three studies
(n=35,275) revealed an overall rMPP prevalence of 37.8%
(95% CI1:30.5-45.5%), with significant temporal variation: 33.1%
pre-COVID-19, 42.0% during, and 86.5% post-pandemic.
Independent risk factors included elevated lactate
dehydrogenase (OR=1.018), C-reactive protein (OR=1.106),
procalcitonin (OR=1.825), interleukin-6 (OR=2.440), neutrophil
count (OR=2.955), pleural effusion (OR=4.469), mucus plugs
(OR=5.456), and older age (OR=1.188). Ten prediction models
demonstrated high accuracy, with ROC-AUCs of 0.913 (training)
and 0.895 (validation). Conclusions: rMPP prevalence is
substantial in children, escalating markedly post-COVID-19.
Key biomarkers and clinical features enable early risk
stratification, while validated predictive models enhance clinical
decision-making. These findings underscore the urgency of
targeted surveillance and tailored interventions for high-risk
populations.

Ji

1] Refractory Mycoplasma pneumoniae pneumonia,
irevalence, risk factors, children, systematic review
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Methods We evaluated the medical records of paediatric patients
with moderate-to-severe asthma and comorbid type 2 inflammatory
diseases, such as atopic dermatitis (AD) and allergic rhinitis (AR),
receiving dupilumab treatment.

Results Twenty-five children (16 boys; mean age, 9.32+2.58 years)
were included. All the patients were diagnosed with moderate-to-severe
asthma, 92% (23/25) with AR, and 64.0% (16/25) with AD. Among the
25 patients, no severe adverse reactions occurred, the times of severe
asthma exacerbation were significantly lower, and the Asthma Control
Test (ACT) / Child-Asthma Control Test (C-ACT) scores were
significantly higher than those before the 24-week dupilumab treatment
(all P=0.00). The Patient-Oriented Eczema Measure(POEM) and Peak
Pruritus Numerical Rating Scale(NRS), Rhinitis Four-point, and Rhinitis
Visual Analogue Scale(VAS) scores were significantly lower than those
at baseline (all P<0.05). After receiving 24-week dupilumab treatment,
the serum total immunoglobulin E (tIgE) and fractional exhaled nitric
oxide (FeNO) level were reduced by 56.54% and 70.47% respectively
at the 24th week (P=0.00); the lung function parameters including large
airways such as percent predicted forced expiratory volume in one
second (FEV1% pred) and small airways like percent predicted forced
expiratory flow at 25-75%, were significantly higher than those before
dupilumab (all P<0.05).

Conclusions Dupilumab reduced asthma exacerbations and
improved symptom control without severe adverse reactions in
paediatric patients with moderate-to-severe asthma and comorbid type
2 inflammatory diseases. It also decreased biomarkers of type 2
inflammation and improved lung function parameters, including both
large and small airways. Considering the racial diversity, a large real-
world study in China is required to confirm the role of dupilumab in
paediatric patients with moderate-to-severe asthma and comorbid type
2 inflammatory diseases.

RBE AU, JLE, Bk, 2784 RAEILN
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MEX. HEE. EHE. LAHE. EEE. EE %
INEL EA
ol K B % — E B

B BT (Bronchoalveolar Lavage Fluid, BALF) %
FERM P (Metagenomic Sequencing, mNGS) &Il H /R & 4
(Tropheryma whipplei, TW) el ) LE M IRRRI . 2. 16797,
FIBEELL T RETUG, B LARHEE TS 200 AR AR .

FiE: BT 2022466 H 22025426 A G T4 1L RS B & —
= B ) L 28 B R AR 0 ROy B 7B TWRH M J 2 Il PR 2R (X710 S 3
BALFHMNGSKILTW) , WX 74 85 il KRR . HiBiG &, 1297
ZINNS S =

ZEE. 7THIBALFHMNGSKIITWHIE JL: O— Bkl hm, Hitapl.
3], FERTEE N8 3N H~14%, TAER N10% . QFER KR T
[, 461 9MER M IRSEEIE, 2018 RA ML PRIE, 1651 NIgA'E T .
P 8B LY N e i ANMA (8252 180 32 DL B S I5a 7)) - @
FEWEIGEREIR T T, 3BIRINZE . W%, H 44970 K Pk W i i
Ro OTEFAZF T, A BLUMEECTYE B, BRI NUNE K
ZEA, 2BIRIUNZ KA. R, 1BIAZ KRR, 16N
ikl OFEACETI, X765 )L EIBALFITMNGS, TW/FAIEL
K5~110377 4%, Hb 145 & JLBALFAU A HTW, H 4641 & JLI\IBALF
FmMNGSIE i #6 H HAR JFEAR (WFR1) « ©FEZWI AT, XT7HIATW
Wi R 5e12; OTEIRIT T, BFTE R B2 N R s Mk, 6418 ) LT
THTWHIRILGIRTT , YWARAITKIAGERNEITT, TTRENOR~4/E, I
WX TWA UMM, Wskfafiis. 2HAFA R, FERBRE., WBIUERE
RIETRTT S5 R I W4 e . ARV A TH, BE VTS ] A2 H ~289- A4,
BEUFEA, 71 LI EFIRGE IR, A6 E JLE EMECT, wikiy
HHENGE, 1632 )L2H EE AR CTR LE T, 1418 ) LHE 4aBE Uy
KEBAG

ZEW: St ) LEBALF ' mNGS &K ILTWIHIHEFlIG R RN Z FE, #
A PERGEREIR, WA OB RE R ; ERCT il 2 2 Al 1 el
A5 WIERE N TWRIHUR Y187 Al B B2 ik, 28 E B g wa ir
s MTTHIN R R RIS K AR BIARITKERGIT, Ngkst
BEAT I HHBE 1 -

SRR GBI L, A RIRREA, B R IRRERARAT A e v
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a3 X B AR ) LE (R MR AR B B R SRS
FITAFER GRS SR
B 4T, E X
EYw)LE E

H HJ:
PRUTIR YN XA 56 ) L B8 5 208 118 it o 25 T TR A RO AT R AL A I PRI o
Tiik:

PEHN20074E1 H 22022457 A /EIRIITE L8 B2 B AF: B 12 Wi 42 28 P i 30 320 1 Je e
(Invasive pulmonary fungal infection, IPFI) JLE AW 7EXT R, FiitiR 280
TR G 0 SV A I A BTG B LI R IEIR . SEIR =48 bR Wi vk, 18T
HYNIER NPT R WA 2 R FmR TR, Frt—P Rt EE A . 3F th & w4t
1T 28] EL 5

g5,

1. U N1090IPFIEE L, F7141] (65.1%) , 384 (34.9%) , T4 E#EL .
871 (79.8%) M JLIEAERREG, IR ARG R (26.6%) ~NF. HHlEEK
HEIEARZETT, HA2007% £ 2018FF KW R BHUK, 20194 5 I B34 .

2. WA HARNIPRUA s I B AR 2 BT %A, 20194 F KB, MBBEFHS
BRI ER .

3. A FE H49 (45.0%) Bk, &FERHE33 (30.3%) £k, BE M FEE15
(13.8%) ¥k, T/RBIEFFHHEG (5.5%) £k, FHAEAIRE3 (2.8%) #k, ERALF:
HE. BREEE. KERPCHE1 (0.9%) F.

4. IGIRERIMLLE I (78.9%) , MWk (73.4%) . WEURIAAE (34.9%) , Jiidi
P E (42.2%) AF, HAS5AEMEHAME, hEEAEEERR MR ARE
FRE (P<0.05) . Ml g 2z R SRR (27.5%) S5oRi8 M R R R 2
(21.1%) BNZ I, 1A E B BN AE =R AR, "SR T S R
IR B, KIKN11.0% 54.6%.

5. Wb AR 1 EURIE T MRS (75.2%) , HIAKIOAIMH(21.1%)
B (20.2%) K (1.8%) ; ZWihiEd, HIEER (100.0%) . KEFFE
(99.1%) FImK;FE (99.1%) fFHZ K E; SEENT (97.3%) . GMitLk:
(59.4%) AL EEFR (50.0%) FHMER & .

6. A B LI E R YIEIT, 86.2% A 7 AR, PUELE 254 LIR 37 HEme
NE. 266 E LA HMGHRRSE R, K2 NSERE Y (92.3%) £)L, HAf
XF R R e L R it R P RTER ST R MR PRI N 245 269 1 20.8% . 8.3%414.2%

25

RN X T 1540 S8 LE AR 22 B R E B UL E R B A E, 24
80% [F1/E s BB AR IR R » B TIRIRR IR SR e S = e e Ve, U B8
LI 91 B AT ST E IRV, FEEE & il B BOR DL e i IR Ak . K2R
FAEEZ PUR IR G s R

R ] LI, IRARTE R R, I, AT IRPRRAE
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SRBEMXSERSHHAE BRI RIFEI
BRI R R — DU R R
XME. B A, Y FHE. HEET
PR ER AR

HE i &% (RV) BIISCAE KB LG IREHME & & I
21 B SR YL I BT IR YR T FTIG R

FEE BT ELH T, GIN20214E7 H £20234F6 A K ER
KM B BB ) L B 22 O 2 1 76 RVELE S & 2 L,
S Ll RO B B m) AR 45 5 . AR = 15 & g i JB e oy
NRVA (6541]) FIRVHAHEA (11141]) ; RV+4H A PRI 2
AT RGBT o BT R4 (306 Mt RA
(811D , RV+4UE At —PRVERI 55 HRV-AZA (63
) . RV-BZ (15%1) K&RV-CZ (33f) , FLEA [ERE FAASL
JEGe . RVEERNE R FIG RAFE K PG 2 7. SRR
Fisher's#fi ] #2122 &z Mann-Whitney U 36 & Kruskal-Wallis HA:
1.

2R AT6HE )L B4, «62%], FAER N8 (3, 12)
H, RV+4IRARRVAE JLFERE R (9H vs.5H) . &k
(32.4% vs. 13.2%) EHIMIES (8.1% vs. 0) . CRPF&
(5.6 mg/Lvs. 0.8 mg/L) . fEREREIER (7R vs. 6K) P
= ($P<0.05) . PrAERAFERBEE T Ao R HLE (TR vs.
9K, P<0.05) . RV-CAHE JLE#H (69.7%) .3 = T RV-A4
(FHE#25.4%) FKRV-B4 (2.0%) (P<0.01) , RV-CHSEH
% (48.5%) . HIMGESH (26.1%) = TRV-A (S
21.0%. MLIIES3.2%) (P<0.01) . RVt AT EERER
JERWE AT B < R EEBREE S R B hr B, Ayt Jekng AT B 78
RV-AZ 5L = (RV-A 55.6% vs. RV-B 13.3% vs. RV-C 21.2%,
P<0.01) , Tmif&8EEREERV-CHE . (RV-C 57.6% vs.
RV-A 28.6%, P<0.05) .

2 RVEYSCAE R A HMRE BRI E ) UREEER, SHEE
R4 RRE . RV-CIERL 5 Ei, S A S AUOE S XY
nFaoe, HZ 6 IR FEEREE Ry RV-ANE A AERURRE AT
e R, IR T 3 R Y R L R G i AR R A v T

R EJRTE; BACAE R i AN KR ERE
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ETHHFFINCTERRIFSILEEEHRXER
15 14 Al 2 - I IR SR iR B 4R K HE R 3R
M. B8, FRab. . THEB. wRE
Pl RFIEE L ER

B JLE EREA X R K (CAP) 24 ER54 LR LER
FEHE B RN —, 1522 R B2 L PR A Wi e 25 7 R Ah
TG ) E ARG 2 —, PR vl ERE T 48 W RORE . IEAER,
fEE N & fE (AD WIKRE, H5EZMAREE RIS G X R
RGPIRICWRNE TS T Rk rE# . A CH 2R ET
MLE8 S ICT B =18 b5 J L =8 BT il 48 1 W 3 0 P AH S 4

FEE [F M4 Hr20234F1 H 2220244510 H 22 1L K22 MY 8 4
BB L B 22 O AR B 12 W ELE CAP 29941 F & HIIR IR & CT
gk, HA eI EsRA (NRF) 17841, Ik 4H (RF)
5141, fFFHANRE % € ma A B WECTHEls, BiE4
TR A A S o 1, 7AYo o 7 I o 1 0 8 7AYo A 111 L W 8 VAT N
MU B, WA BE IR REFIE . S2I6 = Fa b Al
HCTHebr. KH £ JtlogisticBl H 53 HTCTE ESH SN I 2
B FIAICME . R E TIERHME (ROC) H 2R A v 1 28 PEA
TR AL AR (7 P B g AL TR BE

gh BB P2 B AN S RGN T A bl . ULEF KT il e
e ARFIATEL (5] . 52 BAm 4 H AUOUT [RJ B 52 B4 B85 5 R

(P<0.05) . =T HEJLER. A9 itE. wHEHEE D .
LB Wi BAN & BeRS B)>5K f5, =% Rffit4t (OR=1.35,
95%CI1=1.03-1.75, P=0.029) Fixfii[EIRf 52 & (OR=2.7,
95%CI=1.07-6.80, P=0.036) ik s A0, ROCHEZ
IR ER, BEIRKRED . LG EIFR A CT S8 A
RIAFIRIRI 20 24 F AN (AUC) R T T HEs CT S50
A0 (FE% 0: AUC=0.591, 95% Cl=0.503-0.679; i/l 1.
AUC=0.757, 95% Cl=0.685-0.829; #ifl 2. AUC=0.758,
95% CI=0.686-0.829) .

28 A TAIRECTE &febr (i Ege N 2. Wi R) 5
J L2 B RE CAP I J Il 55 iy 25 ) #H o2 HA B AN B . (EX &
FE CAP 58 ) LI & T 3 8 YA B 2 KT A T T0AS e A4 i it 38 5244
2, BNALFEIRR R, 2 SR A%,

. RERE N T Re; HAEM,; W, JLE
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2022-2024F B R X )LEM XX RERN S FR
THREHR: EESE. MAECESIEKREXYE
A L*, RN
i Sk R E S IR E B

HHE: K17 COVID-19)5 A [E B 7 b X ) L 2 il 28 = J AR
(Mycoplasma pneumoniae, MP) 7> TRATHE . KIF N g
et 25 N H Silm KRR AR 5CEL, AP X IR 15 2 i PR T i
PO .

JrE: [N N 2022428 H £2024512 H 10,8921 1 [ 24
IR M X)L B8 RPN G  ,  te H H 22448 7R AT VA R e VR
ARBATPARE R o TR 2 A7 5 nT A5 B B E E 08 (MLVA)
FEXNT23SrRNA. A% MR TR (I LATIL22334T KR PN B 2 i 24 S8 A8 4
M, ZES5WEREE, £R1TCOVID-19/5MPH 4T IATHE 5 25
HEAK, .

g, MPEARRE 2% 811.58% (1261/10892) , 2023410
HRZEKTF (13.24%) ; 221%|BALFF:AHMPRH 416314
(73.76%) , RMHNESIM 25 RAZ % 151593.87%, LL23SrRNA
FA2063GRAE N E (75.46%) , HEP1-1% (89.57%) . M4-
5-7-27 (66.26%) 3mIE: (P<0.001) . INKRFR S8 BN,
FREMG & S FARM 48 (SMPP) (¥ Fiht 1 (OR=1.32,
P=0.003) . FLEMERE (LDH) 7K°F (OR=1.01, P=0.009)
TEETEIEA, (HIERT, YR S50 E R TR
KB (P>0.05) .

25 COVID-19)5 B R X JLEEMPA HI R B # B, KIF
BB 25 % 5 B 5%k e LR T om o bt (H 3 R Y I i 24 SR A8 R
BRI e AR . ASHIE ST XIS MP BT 5 2 I R RS 1T
TR T 73 IR T I 27 Sl R R B B4 = k.

RBIA il KSR KA BEETR 25 P12 73 AL MLVA
/yAl; COVID-19
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a1, BRI, AR2. REM2. KEIHR2
1. BTHE M ER
2. BITKRF

. AHFTETE s T X 3 B ) LB AR Be 21 a0 s = AN [F B 3
f) s R K s (acute respiratory, AR 5 2297 5 38 AR AT 2454

FiE: B4 H72018 - 20234 FARINESEWIERL . 13% & UL T BEE M E
TAEREC T . LB AT T 5 = AN SR i R G B P A Y B R L AR RS
IY AR R S RGBS R R N ImITR AR . B AR BOR R A AR L. SR
RO R BT ZE R G LU = AN BAS TURFE . (H 4D« P < 0.05 #
INNEEG 2R . T 8r{#E R Stata (Windows 18) HAF#E1T .

GER. S N1471201E B ARG B . i i BT (201841 H~20194E12
H, 2440 F) B (202041 A ~20224E11 7, 354 ) FEls G
(20224E12 5 ~20234E12H, 1310 H) 43518673441 ()4 H281+49
) . 43821 (SF¥HEH125+8141) 1359641 (K& H275+1434)) |,
3925 175 1A (R PP 3 TR e s (91 B0 B R T Al S 1 R (F=28.12,
P<0.001) . EARSHEEREKYEH N68.0%, FEI5 Hi 2 Y R E52.7% -
75.4%2 18] (A o HaiGHmE, $440 A (20204E4 H) YR [%
2E, FEELREE (80.0% -85.7%) , iBitEEI AT, BiEEE2MA
(20234F1 ) Rt — R % 2240.0%, 25 HILE =gl (70.7% -
84.9%) . ZEIEEEL LRI R G LB BOE SR . BB HEE T N, k2,
SRS HT LB AR JLE R B LLBIE BT B (BB o ASFRER A H R
ITHHE R 25, WIRIES R EE (RSV) RGN . 52 ) L3 MR IE J
YU B 0 L B I 4, 20204F9 H~20214E10 H ke R Hrak Fhmr . 1% ]
(61.2%) + Ja (49.6%) ¥ RIGEEZ S TEE (28.0%) - RSVEXA
T4, )UK . MNMeliimas (HMPV) £ =AM g s ke g
Iy WIAE20184E~20194E3~4 H . 20214E3~4 . 20224E5~6 H L)L 2 20234F6~7
IR YL E e (20204E LR GL =18 « hMPVE R T41)L. SFb i L E
W2 o BHRRBYRNEE (FIUA) IS RAT G RIE(EH N8.9% - 11.3%, EHEEAN
12.8% - 19.1%, {HAEZIE IR K2 90.0%. FIUA= B #AK) 55 N BEX A P
AFE: BEERTSIUSH R FRaTJLERE, BEYNSZ MKk, HE
1 52w ) LEAS H R G LR .

538 2 WA 9E 254 T T (non-pharmaceutical interventions, NPIs)fg
i H R PH W SARS-CoV-2 }2 H & M TE i 8 1AL 7 . (H il THAR e IR A
o RS, s S DU E RGBT RE et SRR &
WATET BEHME.
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HE: AL SR SN (DBE) 1£)LEPeutz-
JeghersZi Gk (PJS) BIHIEZ W, 1697 ABE U7 97 2K

Jrigk: X20194:8 A 202448 A 52 DBE AT 1124%1PJS L,
BB EAT T BB o H .

2R W24 BHPIS (164 BEM8Y Lt%; “FIJHF#8.51
%) WJLERAT 7 39/XDBEK 2 . DBE T & HLE P I HER %A
97.4% (38/39) , H.189.5% (34/38) N/NzEA. 108D F
JLEE /N B R AR AR S A (>20mm) (G H R m 1048
LRJLE. FEHIE], & xDBEMR N JLE HSEER N
11.54+4.28%, F KKK N12.29+4.26% . 51 IRK AR
MERBERML, o REEN R KERBEER/DN, HAES
X DBE &7 A I I K A AR T 28 — RGBT AT . fEFTA 39/XDBE
FARY, JLELR HIL™ E I RAE .

2. DBER[HEKHIME U H BB EM K ERNKER, &2
JLEPJSH B WIm RZ W Fa T 122 20 2071

XA WS TN BT, Peutz-JeghersZE 51E; JLE; #I
LW 50T BV




S S g
EXHBERN AR B EFRFHE
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{2 FE T BF 7 RE B 1 Bl 52
8 4.
BRI JLE BB

Purpose: Inflammatory bowel disease (IBD) manifests with
chronic diarrhea and intestinal barrier dysfunction, yet its molecular
mechanisms remain unclear. This study aims to explore whether
Wntba exacerbates diarrhea by suppressing deubiquitinating
enzyme UCH-L1 to enhance aquaporin 3 (AQP3) ubiquitination and
degradation.

Methods: We analyzed clinical colon samples to detect Wnt5a,
UCH-L1, and AQP3 expression correlations. In vitro experiments
using intestinal epithelial cells evaluated Wnt5a-induced
transcriptional regulation and post-translational modifications of
AQP3. B-catenin pathway activation and UCH-L1 expression were
assessed via immunoblotting and luciferase assays. Ubiquitination
levels were measured through co-immunoprecipitation. Mouse
models of colitis and human IBD specimens were employed to
validate clinical relevance.

Results: IBD patients exhibited upregulated colonic Wnt5a and
downregulated AQP3, showing a negative correlation. Wnt5a
activated 3-catenin to transcriptionally upregulate AQP3 mRNA but
paradoxically reduced AQP3 protein by suppressing UCH-L1,
thereby increasing ubiquitin-dependent AQP3 degradation. This
dual regulation caused water homeostasis disruption in intestinal
epithelial cells, driving diarrhea. Cell models confirmed that Wnt5a
overexpression aggravated diarrhea severity, while UCH-L1
restoration rescued AQP3 protein levels.

Conclusion: The Wnt5a/B-catenin-UCH-L1 axis critically
regulates AQP3 stability through ubiquitination, representing a
novel mechanism for IBD-associated diarrhea. Targeting this
pathway may enable precision interventions to restore intestinal
water transport and improve IBD management.

888 Ubiquitination; Aquporin; IBD
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(Helicobacter pylori, Hp) B4k Bl AT 24

i 1 H 20204 — 20244 A B Wit if 15041 242 13C JR 2 I 5K
36 FE P I Hp B e 2B LYE A AT 5, BENLEER L5y 24, AL B
Ao ales T10d)F 507 iE RIAF T, B LIRT A %,
BIT R R IR ARIEIRER 4« HpiRFRFAA R RN R LR, AHEIL
FKHFERITE: 1-56d, 0.6~1.0 mg-kg-1/dB £+, 50 mg-kg-
1R EEPERR, DHR, 27%/d; 6-10d, 0.8~1.0 mg-kg-1/dEEE+i
W, 20 mg-kg-1/d7efi % & . 20mg-kg-1/d HREMEFr, HAR, 2K
/de BHLE LR R mF R 1-5d, HREERME, v
= M 6-10d , FIARBESEHIME, Brfspitk, HE[FIAA.

GER FHIATT A S I N91.42% . 89.29%, A. BFHIE
TSR T ZE S . 16975, WARER. ERTER D,
ERAG RN WHBINEL ., BERNRS R, =7
TGt %E s BITE, WAHBIIARRMNER, WRILEGI =
X
58 IR P T YRR R ST VR AT A A GE Hp R G ) LRI R
RER, A RN EAERL, MHpHRERFFNGIT A BRI S,

SRR Wy IRAE PSR AR BT
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Je Rt E 4 gnE (Hirschsprung's disease, HSCR) &
— i DLz i 7 A SR = I e 4 A A i B SRR A 1) S R PR T
WER . REX—RERE T, HIKZIHSCRY 4
e AR LA S A AR IS AR A S e AL A
G . AHI FUIE I X 20451 28 2 2H 23 AN ke 190,000 4
BT LA ERNAN 7, 455 BCAFE 44,5004 7
R (B A sl o dr,  SEIL T X B AH DS A B 1) v 70
fEdT o BATRILTh 7 B AEAS [R5 TR RAS T ) D REAE AR 2=
R E R AN GZE R, HAFERRE,
Th174H i AE T AR EO AR . (R4 a0 S AE IS (R HER
TGF-Bf5 5 MIFNy(E 5iEK) BEEE. PRICHER T HE
RAME b AR REARAN TTh 73R 2 7 ik, 12
AN AR A R A AE B AR A B[R] T IX LR I
HSCRGEEALFIFR AL 78 WAE, JFHe 7T igEin r it /.

JoBE e RMEE S Th1740M0; s, 44ifh,
T 5 R A
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BR: JLERMEMEEH (BD) WGEERHGHLEI M AT EEE. &
W 7T B 75 18 B “VTN-AKR1B1- 111 B4 5l 75 Bk 5 ) L 2 IBD iz &6 B4 4% = (1
ER, HERIGESEA (VIN) S EERE )RR (AKR1B1) K&K
FHLE], NEERAKRIB1IGTT )L E IBDEL ALK E

FiE: @I HZE S RN (5% H/RT-gPCRE)
CLE AR N A D BESERR BT AF 9L . EARELFE: (1)ZEMA/MIRE (HT29,
Caco2%) T, FIFHEMHAVTINAFE, AKRABAFIHIF . 1L L EE A5 kb 78
SR, MIMAKRIB1ZFR A FE. LWELEE K. WEEE (ROS) . BikE
TIREAH SRR (ZO-1, CDX2, MUC2) #ik K& EEHIH (TEER) A%k,
(2)TE4) R IBDA AL (IDSSHES) , MAVINH ALk, AKR1B141H]
FNET- TG, RS I7E A . Hwin Ak REEEEN, Q)RS T
AR (WRF 8. iR iTtiEChIP, 5 2R Mgk & AL
25 R FTVTNIATEAKRIBA #5510 BAR P H LA -

2B ISR HTIESZIBD ) L45 I A7 AE 2 Je e AR 7 o s
AKR1B1ZRIE 5EMmIEDIE 2 IEAS, HE LS SR ERVTNGT 0]
W bRz . HLEIER L0, VINAIRAER E Filg 41 iiAKR1B1
Tk (P <0.05) FHAEsts & m L 24 sl AN (L L EE AL 3 v i
S bR kA B E AN (ROSTHE, P<0.05) , B¢k FRz5
fEIhfE, RINEZFEREEHZO-1. oL H T-CDX2A KL AMUC2E
AW E NE (P<0.05) KTEERMEHEFFE (P<0.05) . HEMZ,
] $ 1 AKR1B11E %) A A B A R M 26 4%« BEIBT“VTN-
AKR1B1-1L B EE" @ (e & VTN AR 5AKR1BAFIHIF]D I E/K
AT PR R o I 2 22 fi SR AL S A s b R B B AiA

GEW: AR R HEIEVTN-AKR1B1- 11 B 4 2 0k 5h ) L3
|BD iz & 440 i) e B A U d % . BRAVTN{E #EAKRAB 1R & 1) 437 MLl
NEEFTFIAKRABA K = Ry iE R 7 M E 7iE Bk, ¥R97 )LEIBDEE
(7 5 B B FE A AT SR

KA JLERAEMER . BOEEA . BREICEM. LR, R
i
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U ETIE

x| AL, Ry, #WE*
JNEHAFMBEALLEET 0

HE JLE =% E% (Crohn’s disease, CD) & —4H% [ &< BH
IR IE 12 Ve 2 EPE IR . I A HE CD 3 Wi Rl e 4 4n g
WNT2BZR A &, 1] H W2 id . WASHE & W)& 818 N AR
WMEEEAREEY, Wikl B WA SR HATGIAZWASHE
VIR . Bl MAR A R IRIEWNT2B 5 WASHE &911 56
o AR B ERFTWNT2BAE A 440 I DhaetE A, i
HH CD I EUR ML H& iR =K 3E

FHiE wRER: OWEIERIRKHALS AL/ L5 BiwEs
ARZ2001 o K FH Ho s 2H Ak Gt 55 20 240 0% 9 e ) 5 Vb
WNT2BE B WA 35 FRATGOA. LC3B. 4l EH: @imiditE
2 I s W 52 Rl 4T 4 T FEWINT 2B 5 WASHE &1 3 5 fir %
% O NGB 44 (HIF) T YFlag-WNT2B)% fi ,
B A I TTE IR FWNT2B 5 WASHE 5 YA BEAEFH 2% & ;
DI FEWNT2B ) SR AG B 4T e gl i (WNT2B-KO
MEF) , XA G HEERE N EWASHE &) 5T 22 & F-
actinffjIL 22 2, ®OMEWNT2B-KO MEF+ W{AEEA1 5F-
actin DA EEA1 5 & /R IEEARFREVITGN4G M B R R, ©MER
WNT2B-KO MEFHEEA1 5ATGOAN L EM = R D YFlag-
WNT2BFif;, i 5 A Bk 7 n W EZHIF+ EEA1. ATG9A
5TGN46AL B - Z; @TEWNT2B-KO MEF 43 5] 4016 PN 441
KDL R mi B WASHE &4, WBH I 40 it 1 W /K-~F . sh )2 .
@iEHLU[A] & A B4 fiCre s, BENLS APIZH: ControlZH 5
WNT2B-KOA ., 4 F IR AH T8 B o A 4E 40 g H ITWINT 2B,
K TNBSE g #i&E 12 EIBDAE AL . 10X A /N RARE., IpiE K
FERE TR RN, K FHELISAK I 20 1718 2 5E R T 1 Rk K7, K
FH 4292 ¢ YE R0 P 40 iz 1 15 W 7K~ o
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2E B (O 7E AR SR [A) 5 5 1E & SR A F AR L, WNT2BZRIA
W%, ATGIAF A ZIHLCIBE LD . @ 4ighput
WNT2BEWASHE &1tz e fir; @it 4 fitn
WNT2B5WASHE &1 R] IAH BEAE A ; @O & 70 P B e s
A SEWNT2B ] i i WASHE 541 5F-actinf) 45 & Oifx
WNT2B A& 5B N REEA15F-actinffi 454, HiE#HEEA1T
B SRR AR B ©RBRWNT2B ] {iE 3t 531 P 4k
EEA15ATGOAR L ENr; DIiLFRIZWNT2BIUHIHIEEAT1S
ATGOAR BRI AMNE ; @ REBRWNT2B H] i 17 1 41 4E 4 i 5 Wi
{ELFNH) ARG IR B R WASHE S W) T #ikiE ey . @ TNBSIE
B2 IBD/N R 7 B WS fid], sOREK-PE s, AR R
T, MWNT2B-KO4A i 9 fE /KT, MiE 5 Wik =

2 CDHEE i A 4E4HIWNT 2B &, Al s ihas &
WASHE &%), FIMWASHE &Y 5522 g 145 6 2 B i ;A
1M§H T B0 [ WA 6 8 1 AT GOALE 2 it o 7 1) 32 #4001 1) 24
i, 5 0

g B B, WNT2B; WASHE &%); ATGOA; HWk
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ETREHESTHADHDE B THMTER R H
AH-EMR-B R ER 5
RAEL AL
A L E e

R B ) AT B i 3 T B R g A AR AR v R e &
IS (ADHD) 2 )L#HATIEA 7328, RN FENTZ80 1 = 5 14
RHE

R REEADHDA (n= 17141, Fi#6~15%) Fifd sk
STHRZH (n =950 MISsMiidERsG (sMRD 5k & i

(DTD ##, FATINR =R AL FKEEIRMPE g O
AR . SR FIEAE ST 204 (LPA) AKHE 2 i T At ADHD#
AT AR 5y o[RS UAC SR HURE 38 47 36 [R] 43 84 1B 22 R DR XU
P (PRS) o RGHESHBAENRIRRHE. 0B DIRE. X
FEINEG . KA AR, PSS f R AE X PRS S 4E R 11 22 5+
HAL T AWNIRIT R

RER: LPASHTISADHDEE 4 AT A TA (T4
1[Cluster-1]Z 5t FEFEK, W2 2[Cluster-2] 57 it AR %
/N o PHAHADHD B WIm R IEZE RN . XA,
Cluster-22H7EINFIThRE . KEM 4RI B ERHE, HA
SRR T TN . IADHD Y4 % IR B S FIFE 25 P8 7T 1
KR FERTG T FE L. WA ADHDIVZ fJADHDAE X<PRS
B TR

RS EE . AHIE 508 i 3 i 45 M 1iE T ADHD B 5 347 4 2K
IR, NFRMRZIEIR I TR A T e S i, $Rn i g
1453 BUAE ADHD A HE 127 R OV TE N L

R4 ADHD, #hgslg s, s, INAIhRE, FKEENIE
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IR 3 2R RS 4 )L 5 B B 2 hn T % R ATk B2 3
[ R+ 32 Th sE TR BE 1M 5 BA S RA 33

T, ALz
Ol KB F = ERK

B Bl 3w BRI RIS RS (ASD) REFRAR, B
YW 2t A ZAASDE N T 5% FPER . H B E A 4 I 58 ASD 53 18k
i R R HE D, H R R 7 6 e B A RS T B I 52 e AS B A

R AHF 50 H0E AT iE MR v S g2 W v ASD I & fE 22 ) LIsS i
BELE, BHAIASD B SRR AR IR T R S SFASD i 1
FEAZTHRE TN, B AL R RN

Tride: AHE SN A B IOMOE 531 R R A i 5 M%) (LCAS-ED) %5,
R 4561 = fASD[F i (Elevated Likelihood, ELZH) F169%11% /& ASD
[ (Lower likelihood, LLZL) 7E12 3 #. 18 Hid. 24 A&yl S 4 )L
KEER (TSP-2) . fIMEZ KW 22 & %-4 )L (ADOS-T) .
MullenF A E &353R (MSEL) S5%dl; ELAL7E24 H3RAS s I R T
2, 2> NEL-ASD4L (N=18) . EL-nonASD#I(N=38); 7l =41
FEAN RIS 8] 5 R TSP-2/8 i R 1) ) G il 22 7+ M 12 A - 18 H e Bt S+
W 424 H EL-ASDFJADOS-T 43 Hs200

ZER. 1. EL-ASDARRSEEM . Tradin L. b5 in Ty FrE12 5 1%
18 Hiy 24 H #4148 2 = T-EL-nonASD4H . LL4 (3P<0.05) ; EL-
ASD 2 8% b UM 7 B (e 24 A % 5.3 5 TEL-nonASD4H . LLA
(P<0.05) , fE12H®. 18HW®EFAWE. 2. IBELMEEM. KB
MR E IR EL-ASDZ b U E24 H 38 T2 1 0, 18-24 A 8] [F
fR) 7= 5 55 0 BH ¥ (F=9.87, P<0.001); EL-ASDZHg it [ali6E . SR {EMAR
A AE =N A S AR AN 2 (F=2.09, 0.32, 1.65; P=0.09, 0.87,
0.17) ; EL-ASDZHMF 3¢ il T 7E12-24 H #A e A8 4 o e, S5EL-
nonASDZ. LLAZR BEAEESII#E X (F=4.13, P=0.003) . 3.
FEEVEA T 2 45 R R 7R . EL-ASDZH12 H Bty E M 43 #0524 H
ADOSH: 215y #0. ZINRAT NS S 7y B IEAE IS 18 H 8t [a] 8 /) $1 5
24 A ADOS-T# <15 #. By 2 1EMHEx (P<0.05) .

gw: 1. EHAB W NASDRIE a2 ) L7E 12 H 08 B H BB S B2
PR A BRI B A A b s EOR RO . WY i L2 R AE24 H R T
Wahn. 2. 12 3 W ECGEAR e Nt 18 H B [m] 38 I3 2 T 24 H #yASD4
A AR, $E7n BB 7 8 T e 25 ASD ) L2 5 30 35 2 fd A 2 5
He 71, FEAECREBRRNT, SRR ASDHIAE AT fi 3

KRB JIMUETE R[5S, SfaFM; KBHE; Bachn L, #E52ThEE;
BAFIHF 58

)///;\\
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1. L AFIBRAWDLAER
2. Pl KFIHEF L ER
3. F Il KFIBA LA EFRE M X

HE: AR MNEZEANRZMAVIN, REFEEGEZ 3
5 (ADHD) &JLKEERIHEGHL, & 1E1fEM ADHDIER anfny 5
BRBEN ZRT 5l KRR, 2Hth K OtHLEE) &
WRERIT. #E. RS2 EAOHFASNETERT]; 3R
FIE Bk R R SR — R M2 K 8 W BE SN K AT
I WL P A2 W,

Fik: SRARAIEZE NSRS M3 O U HiEgE ., @il
H R, IREIR60MNADHD E JLIZ O F EE CGREXNEE.
3E) , 0N FKESAT AN A RGNS, s HolE
(R JLERD EIRT: Q2. I\ N T ol 5 i fa] 5
i RFZESETIRA? Q6. Wi Ry EAD N e PP 18 4E NADHD ¥
FMRK? Q8. AT HZ T H ML B A W55 572

TRl B Hrikdmis, 56 ST IR E T KK T
51815

2R

1. BRF B3 S 2 5 5+

(1) KW BTN RAT A Canbah$] W,
ENPHESE ) B R A TEE Se el T E A, RIJAL. FKiE
REREMNAIHE K

(2) BEEIRRIE ST 8 92%BESE A AHAZ O iR 57 3l——id 5%
HZ N BHSZE0MEE . AT T 2154 i,
Y HAAMT 4.2/ B RRIERR 57 (Q8) , FELHRNL & fE

{54 o
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(1) REFIAE: 78%XKpEHIN T8 G R VERE
RO R, BEEiE AR ki T,

(2) FRAPUEBN:  BUTEIER RSO KGR, Bk
FKFE el & SR R 5 HE70%. KK E N
B RS HEHERIG, IEOLE (Q6: “MAMNG FBE R KR .

3. SiMyEER ) = B -

(1) BRIHMET: R EE R &7 2/ B 2= EHL, 60%
BRI fEHr Bl 2, 26%#7E RN,

(2) RITRGHX: ERAEREMERHEY, ZUKEDRE
PHE . KK S RIFWRES, N12%15 25T T

(3) AMAFEEIE: ‘o=t FH R REIFE, K
%#@j ﬁf‘l LAY R K RETE Y5 4

on H

ADHD & LRI LA A 2 MR BB AL S
FIRGEMER . B TEEANRZMEI N, AR
1. HHEMEGaYE, KEKKIERNANTCRE, MRS R R
AREN . B A BEE a5 R, 2. B UUIR R LR ],
AT “KIE DRI GIRBIRIFTFMR. BN RS) 5 257
‘G AR, R R B CE M TE 77 (A x =
FIETLAEY) Wit “SORIRBEE IR A" T &=, FIR BRI EAE
iR BSIRIRYIE 7, D) ADHD S fE S FREUE
HEIT N ENMEERIBEE K EES, IS EIRE SRS
“ORST IR RESE, ADHDE B A4 8 B OE & 48 58 (R A

R IER R 2 MRS FERYT RIESTEh KRR,
PRIt TT4E
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HTH1, RR1. F21. FWA1 FAA2
1.3k A E B % = B E
2. FYIT 4 M E % EARER

BHE ALK BEIES%E (GDD) S5 #&=65 (ASD) &)Lk
ST NKBZEREM, NEIZCK T HRETE SRR K.

T 202356 H-20255E5 A 7RIl Sk R Z e 258 — M B EBL 2 1
564 GDDH ). 60%ASDHE LU K304 {5 ) LEAE RN %, ¥ ILE
93 N0-3% H K3-6%5H, KRAEFIT NEIEB VAL LB itk (VB-
MAPP) %t =t 17145, X324 JLEA6AME S4T N R GRESR. 4.
W SN . B ECRS . ST PERk . ARS8 SERT . . K&
DHAEAFAE R A VT N BE S *Tid. BBt B5E. #2E. SEEERE.
BS G PRE g RIEAT R T

gE BB —HELMER]. ERERLESGTTFEE N (PY>0.05) . 0-3%5 4.
b T AR RSN, GDDAE L (n=26) FRERZEHT15FEX 25 8
CIRTIEFAILE (n=21) , ZRASiHE%E X (P<0.05) ; ASD#4
F)L (n=28) 16X B HER T ERAILE, EFEASIT¥E
X (P<0.05) ; GDD4 # )L 5ASDAH & L%, GDDZH & LA EE %
ST G S1 0 B BAL TASDAH, ZRAEGH#E N (P<
0.05 , HR14M BB ER LS TTFE L. 3-6%54H: Fr T XE.
AR R 5185 4584, GDDAHHE )L (n=32) RERZEHE13/NEEX 4
BIH BT EEAILE (n=9 , ZRE41H%E X (P<0.05) ; &
THEEE R SRS 44, ASDAE L (n=32) #EERZEHA14106EX
SEPHERTIERAHILE, ZREFg5E X (P<0.05) ; GDD
)L S5ASDA &L, ASDA &)Lt 384 68 114 B0 BA% T GDD
H, ZREFSH IR (P<0.05) .

ZEW /EVB-MAPPHEZE N, GDD&ASDE LR ESR. . EK
N FLBEECXT . AL AERAE . SIERME . it K. DhREkE
BRI P& Y RE ST Tl PE. BB EE KT IEF)LE; 0-3%
ASD & ) LA e oot 5 Mg sk ie S T GDD & JL; 3-6 5 ASD & JLAEAZ e
J1/KFLLGDD & L %; GDD5ASDE JLEEIES e I EREE, W
BT EEER. THEWHEIAFEESITAKERE, FFT5H
2. # e 22 Bk R AT T

REEE ek BIRSE; MR TE RfElS; VB-MAPP; i&ES1TN; K
B
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1. NEFKEWE A L)L E EIT 0K F A
2. MERA¥MEZ ZERERERK LA
3. B AT B F —ERAFMEFF

BB BB AR N BT B = AP IHURE 57 2 5 3R 15 08 1 2 12 IIUMURE 1%
RIEASIERZ W BRI DS AN — 20, 32 8 208 BHPIOMORE 3 RS L&
Fry i 2 BH 4 %

FE R EAAR EDSM-512 Wibr A2 IIUME TS R [0S 2.0 T
WIEER, FRRTETED; 3.\ KCHIMERE R[S, 4.FAR5G5
AOE ) LE X KIPEER (FMRABCER) AR HEER (FK
ASER) KFTHHAMLEAILF A RER (FFRASSQER) ; 5. ABCER.
ASERFMASSQERLE R SEKREL K HFHITSR TN, =1 ERF
FAOE A B — BUHE A AR S M AT GE 1T 4 HT .

] ASERL RAIEIREACH —S £ T E LR (P<0.05),
ABCERMASSQE XKL R MIGIKEAZH —FHE L EERR (P>0.05).
ASEX. ABCER. ASSQEXRZ R 5IRIKRIEAEZKIIFAE— € MFHK
KFH (P<0.01), Hd, ASERI =T 0% HALZAT N ZIRAT
Bt SRR E A B — KRR R (P<0.01). ASERL
= IUAZ AR R PR TR A FH A 0 A BHPE R B b i, BHAEAS H R 1A
88.17%; ABCE R UITG41535 NFHYETR A bR, BHYEAR H % 1£8.60%:
ASSQE R LA /197 NFH TR 2 bnifE,  FHMER H 2 1827.96%

2w ASERERSIRKIZH G EE0—80E, HEWE K347
H ZIRAT WA 0 =M% 02k B 52 lmta e, ASERHMA
H 2 1590%, FKEHASE R R L2 B 12 IIUHURE 18 R B AS 1A R
AT H., ABCERMASSQE R BIRZ H L1 5IkK 2 W T A C,
HEMNSZH— 2RISR Z KT, eI mpb 2 Wi & ) 2ee
HIR. MABCERSASSQERETINEHMANE LEE %, KHEN
FOPAL Bz O M AE T AL, (EAE 2R ) LB TR A B A ER AL A =
zi b, ASERIEARMFH T H B2 B —E A B 2% H oTk &,
TR B 12 IO E B RIS 1 N B BB R RIIR RN R 71, T
ABCE*X. ASSQE X BA H mikM, WiEHASERIENZ=RIELE
B2 MURE B 2 s Y 32 Bl TR .

R AER: R R InR2E
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f=> s,
BB RS LR IThAEREEFA

BENERFEANEMEEA SR AERIER
FRISEE 1B SR IERHEIT A
EYEM. FERE2. AFE2, x| AE2. H4eT2,
7K & X2
1. NERAFHREE L LE B F 08500 EF
2. BHA¥ABEF5ALTEERMUER N G
REEGHEFFA LR F
FIAICRE A2 o o ML TRE AR08, A s A BRAE R AH 20 S FH 1
FEIFRZ —. R ErFENRE MO, R
& IR R AADRE KL AN TE 2 . AIETEH 2 5 (mPFC)
DI RE bS5 HARE A A B VIFE IS, AN 78 R I AN AT iR IR
ME 181 (CUMS) ]S/ MR AEAREAT N, FEE S
50] LK CUMS/ BRI AR FEAT v [RIR, 33 5 1
&M ) 51 i I mPFCHEA MR 2 o S8k 2= 2%, FFFHIE T mPFC
P4 fo 22 e TR R AR [ PRI S % B I 2 e I B B . 3
—&, EAMNERERFEBEHREEIN T CUMS/)EmPFCH
AMPASZ 1A GIUA2EFEFINMDASZAANRE R R IL. N T H#E—
HHIEMPFC N B 2 IR AR S HIARIE Z (R R 5, [ CUMSH /)
B mPFCT: 5F AMPASZ /A FINMDASZ AR I 5h 71 5 AR AT N 15 2]
e, =R E A ER4 /N B mPFCE: 5 AMPASZ AR FINMDAZ {4
YUtlE, FERREEIMAIERE R, S RERIESL 7+
&I L 3 mPFC . AMPA & NMDASZ /A ik, MM k3%
mMPFCHEARFHZE TE I SR S FIFRZ TC I RE, BT G2 i F0AR i
T8, AFEERTRTIIAI N R34 TR L s
UEH .

Regw FEME, NATAI R Z, SRR AE, AT
)




EXHEFEATRRE

BHGERAKRQIBES/E LK AKEMDH1-K205
LR FLERILAIBISRIE T E R SES B R

A
WA A A B M () E B

H i)

MERIE 2B (SAKD ZimRHE WA ELE, HARENRHLE S, WA
WEIT LS o, SRR TG . AT B AR s SAKIH FLER & X
ISR ERE1 (MDH1) K20507 si AL ER A AB IR B S /NE b i A B BE T2 1)
AL, FRFF R —FRER I S AE AR EE . (M@Ilip-MDH1-IN-2) , i i #E A 1
?‘EMDZQ-K205§LE‘VEWFD%J%MEE, MM 235 SAKI

jj‘\‘

1. LRI TS . d e PR A 4 22 T 1 SAKI SRS 15, 45 A CRISPR-Cas93t
Rlmi . S Lytie (Co-IP) FlH )i f e iie € =PCR (ChIP-gPCR) , BT
MDH1-K205 A FR 1L 3T 25 It H Ik A AL Wli4 (GPX4) IR E H R AR RIE TR
FITheEE. 280 BF R KRB /NG bR 40 M0 5 A0 78 H5 R il 2 2 MDH A #1751 1 475 A&
PKFEN, EEHEME T EME (SEM) | FhESeEU (DLS) FIPKH26FR1C P-4
HIESHFE CRif2100£20 nm) « FHHAF (>80%) MABFZCK . 3. ST 8IAE: 1k
AMERLRG K FEV X N B NG F g (HK-2) AT EIROS. GPX41)5
Wi, RNEERHAEBE S FLEFL (CLP) 55 S SAKIN AR, JRiLg kIt
IhEe (MR ZEBUN. JLEFCre) . BHLURH AL (HEY ) Kty TFik

(WB. gqPCR) .

ZR

1AL ETH: #E7xMDH1-K20547 & KA RS 1 B & {H GPX4R R 1A, ki
(R /NE E R AE T, IESEHONSAKII SRS R & . 2 0B 2T : i
% B TR N AT R K T8, HRA A —, SRR BAE GBI
50% (p<0.01) , HEEWIERRMROAS SRR . 3I7ZM: MAhseihR
B, 4K 3Ei ] 2 PR RHK-240 0 ' ROS/KF-3f FiIGPX4% ik (p<0.05) . fE
SAKIN AT, KRB IR YT A TR B BHIK (M5 %45%, p<0.001) , &
hRefabr i B k3% (BUN FP&60%, Cre F[%55%, p<0.01) , H'B4HZURMEIRG
BRGSO L

g

AT B IR E B T AR IS Hi-MDH1-GP X4 % 7E SAKIZRFE T [ o8 EH, I
INTFF R T — T HE A MDH1-K20547 4 F BRI 21477 AE oK BE i . 1290 oK By id i
5 VAL 0 [ AR Ik A B e B MR R 2, A S Bk AR T I 2 35 N B DD RE AN 4H 245343
NSAKIFTRE TR T B AL 1 338 s AE AR G IR 1k &

KA MEERM SR (SAKD ;- FLEMLEME (Lactylation
modification) ; #kFET (Ferroptosis) ; 1iE4 KT (Biomimetic
nanovesicles) ; FRIEMEEF1 ( MDH1)
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S HR R S 5 fEEEFH
&% a77 ) LE R ML S ERI B 3R &
94

RN, B Efe. RFO%. HTH. MFR
FREARERLEEERFZ

B B A0 20 i 22 & 4F (hemophagocytic syndrome HPS)
2B LA FH I 13 A 76 7 5GE 500 TIUA HO A8 R N R A va o A
FHE L3 H7

FEE HE20124E1 H~20234E12 AT R NREFIAK ) LE
W I 40 i 2 S AE )12 B 82 NI At %, MR PR Jofd A M4
o NIRIFALE (n=17) « HIETH (n=65) , WRIEHA
A TICULE B S0 F 4L 70 NICUZL (n=36) . il bl
(n=29) . =25 N\ T KA ISZ :rad7, s AL 495 AT
HRIE T R o CLIBGE VR YT o X R BFE ARG . YRIT R
Ja R ARE AR AE . B S2Ih SR & Fabr S 75 17 LA .

ZE B 824 B )L AERRS.7 4, 50% B E R E1-3% 2 JA];
MR A B1E70.7% (n=58) . %«1£29.3% (n=24) ; J&JT
JE171%568.3% (n=56) JtT1:31.7% (n=26) . IMkFLH 5
AR FER . WAL J6I7 T SEI6 = Fabs e RAEIR I s
2RI TS E X (P>0.05) . JAI7 5 M E A0 4 5 5 s 4l
7EWBC. PLT. PCT. AST. TBIL. LDH. BNP. CK. LT
D-— Rk, BEA. IWSEA. B2 RKREIL TG LR ES
YWAH ST ZE N (P<0.05) ; IMEEALEFAICUS I ZHAE NBE
NN LG EREVES) . sofailsy. PhoenixiFsy. 28 E FiE1E4r
LR TSR X (P>0.05) , V897 /N LG EAETESY
sofaltsr+ Phoenixitsr. ssEEB P HEEHER (P<
0.05) . BILBIFALAE D N EIAH (NBE<3 KA MLki# 4k n=7
N FIREHAZE (NBE > 3RA8 H MRF4k n=100) , J8I7 G ak o
SIS EEA R ENEER (P<0.05) , JFU54% I ik 1540 [A]
o TG A BB R

25 MF AL IR 7 7R 5 BhR Y7 ) LEE W 410 P 22 & 41E B /7 30
T HEIGTT, ek B LINIRIRAEIR . &840 3256 E 4t A TG,
BT A I MBI B A B4 D, TeykvERf o b IR 7R
YR ALER:, B TR — DU B 11T 50 B B A A FH BT AL

BRI W MYl LESAE; JLE; MBI LIAYT

. \‘
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S HR R S 5 fEEEFH
ILEEERGHAZKREFMERNRKEEEZES AL
MEB M2

wAM. F x>
JMTa+54ER

B AT S IR IT LB R e 28 5 Ik kw5 I E R fa s R 2R
T A e E: URE I TRAR Y, Rl IR e f 2B Lozt . 5 A 10 &% 1
Ja AW 2%

J5E: B8 2019-20244F T N T4+ BB R #10-145 )L
T N U R B WIm R EE, IR ANABSHI T A 4RI R, R
e KA MR MUAE 43 B RE A N AR BRiE4H . WBE B s B A
BE24 /N Rk AN TR, IR AT R, AR AR (Lactate
Dehydrogenase, LDH) f55LEg =845, LDALACAFERS. Al Befimad. ke
REEIRARE R . MBS Mo Mm-S MR EE & AR
FRMGR KR . K% H &logisticla] 420 #11%: f XGBoost (Extreme
Gradient Boosting) #4855 > Bk 78 37 B e 43 ) L 28 I &k HR 55 IUAE XU
TR, P T PO AR B AR R, d I Pl s 57 R AR R it 4%
(Receiver operating characteristic curve, ROC) #Z N (area
under the curve, AUC) 1E. ZJEFEvHEBIR TR R, FeathlFl Lk K
FISHAP (SHapley Additive exPlanations) EIfRAEAI 45 R, 5 Hi %t
WA e AR = .

GERR. 1850 i, MERIEL29%1(15.7%), JEMEFEIE 41564
(84.3%). Her4i®E AR (Fibrinogen) AN EAR. HEA
(Albumin) 7KF K Befsi s AR (Total Body Surface Area ,TBSA) =&
M 25 5 e B8 ) LR AR Bk 23 IURE AR A7 G G TR 3K o logisticlal A R AUCHH
0.934, Youdenf5%i ~0.87; XGBoostiBIAUCIEH0.979, Youdenig#ih
0.94. $E/n MBI B I T 2k e,  (HXGBoost A X ik & Il i
RAEMPMPEREE £, SHAPEIFERA4EHE. A& ABRRER. &
e HoE ™ FH e B LR AR MCERIE 1) 3 BLRRAIE

g MRS rAHEEDEREK. AEAFE. LRNEE A
TH THI AR 388 K2 ) LB B e R IR BRIE MO e R [ 22 . 2 IRl Flogistic [kl 1
T A FIXGBoost B L AL A 2 ST A, X T+ ERhE A A T B35
RUFHITERE, (HXGBoostR A Xt ik & ML A& A= Fill P Ge 4L, mI{E Al
PRI PLS R, XTI IR ™ B Refs B L E e NBERIIR 2 . I PR T
Al K TG AW R —E ZEAME

RBE JLEREDT: MEILE; fEREER: TR
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Y
BB RS LR fBEEFH

PR35 AN E RS HaAKkE DR HE/ L ERE
AETREATH ETTAE PRI ATITIE S B A # 5%
RIEE
AR5 A B RAE IR

HH: PR IR S5 I = S s e sh ik B 70 Fe %k (snuffbox
resistive index, SBRI) 1t JL 2 M55 AE TG DI RE PEAL - 1wl 4T 14
FIG PRI HME, A URFERE WP 32t 08 20 25 M T+ B .

FE: KHRTIEE T L, 99N20235-6 H 22024412
HZR5E T A R fid B ) L 28 BORE 2= 22 RHIOIA 6251 e B iE 2 )L, HH
283 ARSI JLARHCU B I TS 75 sk 22 Ui 43 T3l ok 37 1 PR 5% 8
Pl ESBRI, s ERER R S . @I H NS FRE (1ICC)
FiBland-Altman 73 # Ak & — 2ok, 0 SBRIS I 5l /)
P2 (LR FIIBIIKED RIS BFIAE IS

g 8. JLRHCUEIMN S RHE M & I SBRIE 7 7~
0.844+0.17#10.824+0.15 (P=0.68) , ICC50.94 (95%CI:
0.89-0.97) , #EnmBEE—EME; BN E 25 878 £ 2280 Al
60+15F> (P=0.02) . SBRISIMIAMKF 2IEMI (r=0.65,
P<0.01) , SBRI=0.881y & JLIR k4% W1 5 (OR=3.8,
95%Cl:1.6-8.9) . FAEWMM TR, SBRIFFLEET;E 528 KIpHIL AR
2% (AUC=0.76, P<0.01) .

ghif: PRI ESBRITE J LEMEE P A B & 1T,
HARERI(E B R 0T5E, IR NG DI ReFEns I BURIE PR, X H
HATR )R o XU 2% T vEA B B BRI IR =

SR R SR BRI LR 08
SR BE A

. \\

-//j;_i::::i:j::ffjf=:=s;;==::
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BCXHEADKE
B R ATEERENN28RIFE TN
AR AR R
Ol KFEHEE —E R
BB

BRI ASFEVAR 47 (Fluid Balance, FB) IRASXTEAE S )LL)/ (28K
ERIETR, RS Wi, AEES) USRS BRI
WE = 2R

RN R &5

AW 5T 20224207 A 2202411 H ANFEH 1L K22 B 58— = B
PICUFI BB B H NES TR R ERE R L, WERJLFRIARHE N &,
PP R LIRS ERIRES, RIS ISR I S5 S 56 == Fa br 2 28 K A= R At
T-REL R, RINTRARPEPIRS 0 BE &) LSS R I s2m .

MRER

1E202247 H £22024F11 A Al Fegy N 3744615 )L, AL E0E &
JLR R R LR N T (54.5%) , B RIEAR 8 L A5 N 17.6%,
AR A7 AT LU B 952.9% 5 SR 2R IAR A1 ~F- 17 LU 451 9 34.8%,  VRAAR R 7 fr
L5 N48.7%; Hi 2K R uH AR f7 -~ LU 451 9 19.8%, VAR T far EL A Ay
67.4%; 53R 4 I NA3.7%, TRARKE 7 e H40.2%; Fil3
K B THBAR P LU A5 v40.9%, TRARER T far EL ) h44.1%. 251 KRFBYE
0~10%2H 1 B JLICUMFE B K« ALl RSB T Hapd (P<0.05) ,
FB<10% /) & ) L&A SPE O 32 35 1O LU 451 B AR B i BB LK 5852 KFB
HNO~10%AH 1B LHIE AR B 2K T HAWAH (P=0.043) , A2k
ZiHFB210% 4 &8 ) LIAE X LCRRTY AR EE & T H AW, %
3KFBAN0~10%MH) & JLIICUERER £ (P=0.009) . & f3Eu
(P=0.041) KAEREZFRTHEAEMWA, AI3KEITFB210%H)# )28k
WT-FREEFE (P<0.05) . AAfF s 3 RFB<0%A & LI AL
WE% 525 TFB210%4 (HR=0.334, 95%CI:0.117-0.953, P=0.040) ,
A 3K R1TFFB<Of i JLAEF 2R B % 5 T FB210%4. (HR=0.203, 95%
Cl:0.072-0.577, P=0.003) . 4713k R it FBIEIA R &AM Ik F1E5.61%
iF, BB T RS 3 22 R 3 e A Ao

R G R

VRSB B fr 384 0 B AR LAE T XURS: o 58 3R VR AR 1 > f8 e A= A7 A 5 1
I0, B3R BT AR 7 far B AR T UGG 0, B3R BV P fhi BRE
5.61%I5F, *f 52 JLIRI28 RAE T 3%k B AR -

RBE] WACT T WARER Bty AR P ERERR L 45




EXHEFEATRRE

Abdominal Surgical Emergencies with septic

shock resuscitated in a pediatric emergency

department: a retrospective descriptive study
of 100 cases

R
JHEMAFHEALLEET F

Objective: To investigate the epidemiology, microbiology, clinical
characteristics, and outcomes of pediatric patients with acute abdomen
complicated by septic shock admitted to a pediatric emergency
department(ED) in a major city in china.

Methods: A retrospective descriptive study was conducted at
Guangzhou Women and Children's Medical Center, encompassing all
pediatric ED patients under 18 years old who presented with surgical
acute abdomen complicated by septic shock between September 2012
and June 2024.

Results: A total of 100 cases were identified, with a median age of
10 months (range: 2 days to 13 years). All patients received prompt
fluid resuscitation. Empirical antibiotic therapy was administered in 69%
of cases, with sulperazone being the most commonly used agent
(72.4%, n=50/69). Intubation and vasopressor use were required in 28
and 56 of cases, respectively. The leading etiologies included necrotic
enteritis (17%), internal hernia (14%) , Meckel's diverticulum (13%) and
megacolon or megacolon-related NEC(13%). Escherichia coli and
klebsiella were predominant pathogens identified in these cases.

Within the first 24 hours of ED presentation, a total of 72 patient
underwent urgent surgery, among whom bowel resection was
performed in 46 patients. Unfortunately, there were a total of twenty-one
observed fatalities during the study period: three occurred due to
circulatory failure in ED; four patients were assessed too ill for surgery
after resuscitation; ten patients underwent exploratory laparotomy
which revealed extensive intestinal necrosis; finally, four individuals
developed postoperative multiple organ dysfunction syndrome.

Conclusions: Mortality was associated with delays in admission and
surgery. Timely resuscitation, accurate surgical evaluation, and
appropriate surgical intervention are imperative for enhancing survival
rates.

JeHEiA septic shock , acute abdomen, ED, multiple organ
WSfunction syndrome, pediatric
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SIRT13MH /B B ZHBEM 1 HR AL 32 T B S A TE
BIHLHITF 5=
R GE
B E A KA E R AR XK E B

Background Brain injury is the main cause of poor prognosis
in heatstroke (HS) patients due to heat stress induced
neuroinflammation. Microglia are innate immune cells in the
brain and play an important role in neuroinflammation, but the
mechanism of polarization induced by heat stress remains
unclear.

Methods We established a heatstroke mouse model and a
heat-stressed microglia cellular model on BV2 cell line. We
screened and verified the decreased expression of sirtuin 1
(sirt1) in heat stress microglia by high-throughput
sequencing and further conducted gene ontology (GO) pathway
analysis. The expressions of CD86, CD206, iNOS and Arg-1
and the production of reactive oxygen species (ROS) in
microglia were detected in vivo and in vitro by western blot,
immunofluorescence and flow cytometry, and it was confirmed
that heat stress can promote the microglia M1 polarization.
After overexpression of sirt1 in vitro, the microglia M1
polarization induced by heat stress was reversed, and the
protective effect was reduced after interference with sirt1 RNA..
We detected sirt1 reduced neuroinflammation caused by M1
polarization of microglia during heat stroke.

Results HS significantly changed the mRNA profiles of
microglia based on high-throughput sequencing. We
screened SIRT-1 was significantly reduced in heat
stress microglia. Heat stress promoted microglia M1
polarization, which leaded to neuroinflammation. SIRT-1
could reduce M1 polarization of microglia.

Conclusions We demonstrate the effect of SITR-1 on
reducing microglia M1 polarization and alleviating
neuroinflammation caused by heat stress.

KA heatstroke, microglia, SIRT-1, neuroinflammation
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B F it X

W SH R A %R S IEXEEFE
8451 & SE 555 14 B8 61 28 9% 51 [B] R 0 4
R B

W4 E T

H ) 38 368 0T A AR YA VA O 4 AR 54 B 6T 4% (Juvenile
idiopathic arthritis JIA) & 50, (1953 (51 & R AT R REE 23 AT, 4%
VTN RN R S (e

J7IE 5 Hr2019-2024 4 BRI RS Bt 2 21 AR5 2 1 1) B 4% 11
8HIw G, HEFEES. MR, 8. BRIRERI. RFEE M
HEAT [ PRI 5T

R 810 S S S A 9R U, BB 2 s LU 49
A, GG, ZRAT RG], DR T8N ST R
ANBE 28 2151 BELPR 2 BE 98 GE AR B 24451 . 4 B B DAAR V& S5
WEVRTE R T, FoAth 2R DL FR S na (B5k-A 0 I v I B R AR
BHaHEAT, B FERR, 8HE A EAFRIERER
B PR 4% it

REEm AR R R ET R ERIR R I 28k, B2l F5 Ak HoAt
RE, B ThRe ke, A5 %) R A BB 12 82 H R
NPEEGE, FHIRHT. FEMRIG b EL,

FEBRETA] BRI R 6T % ; (R RE A 43 A
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S BRI SIEXIEFE
BREFBHRTAZEEANNANEEEERE
SERIGRTH S

TER. WEE. KB TH
N E - ARER

B BERN R ZE 8P (rituximab, RTX) Tit24 X va v
B i4ia ik (nephrotic syndrome, NS) B 157 B2 Bk BT
(obinutuzumab, Obi, FMAED L) 16T kIR SR 22 4
M
ik BB AT N 5 — N RERD LB 20244E1 H &
202546 H WA 106148 RTX JR97 4R LA E R B 45 G 11E
B, FR8~15%, FHTHI, L3, 255 B2 By 57
Obi 7% (Obi #.yk55)E 5800mg-1000mg (500mg/m2) ; 4#3
MAEESNE M B 44, FFIhRe, Bhee, mkA&EA, Mm
WIEF, 24hjREFEES, WEEEN T ERRTHEE AR
L, AR VAT T R IR R R 22 41

GER RO N100 B, ERRI28%, HA B 7 4, o34,
Obi J697 31 H It 81|58 4= 22k, 2HEB 02/, 6/ B i ofitiik
BTG, 1B S, A B IR E RN, mALEF K
. fEARRITH, 168 HFEObi BN, 2rE
FES, HREHERMARKM.

gk W RTX RIT4REHILE K E, B ekl 2im IR
RfBIMEIE T B R SR A BT Obi ¥RIT7 A, WA AU
YRR ER B AE B IR BIRRELIm IR R M, H et RIT,

RegiE M ZE Py ERMEERSE A B2 R




W SH R A %R SIEXIESAE
RhoA/ROCKIE & 7E 18! & iH # im & fw #1 # B B94E
AR
BRA. ARAS. BB
B ER KT R ERLE
55

B H#% (Nephronophthisis, NPH) & et 44 [t 10045 1 B I 41 &
W, ESBJLELAKYER (ESRD) [ EisfLm K . NPH 3= Z5 FAFAE
BLFE 5 I B B A AL BT T R BRiE B R T AORE AN AR b . R EOR
L2 B SE DR, nphp 138 K 9825 5 1 o LA B0 5 Kl . RhoAVROCK (% %5
I 1) OE S 2 A BRI R AR BRI . A B IR
RhoA/ROCK(E T i@ B ENPH1 (nphp 18 RISREEAH ) AImpLl o BI7E T o

H 5 W 2£RhoA/ROCKIE 4 FENPHA 1 (BTN AS,  #R 1T H X NF-kBfE 5
% % W ) J5R 8 R RN £ 44K R S

FEARHE 5K FH CRISPR/Cas9+i AR # % 1 nphp 122 [A i b 1 MD CK 4 Ay
(nphp1KO MDCK) FIC57BL/6J/NR (nphp1KO/NER) o 8 I % YLl [
ROCK1HIsiRNAFRAH SR B, LA AT FHROCKHIHIFIRKI-1447, 7
ROCKIE 1, 7E4k N A szi rh P ROCK 3] 25 5 o 3l i S22 2 PCR.
Western blotFl 42 2HALZEHIAR, W EEnphp 15 R 40 AL/ B 24H 21 NF-kB
Eﬁéﬁz_éﬁ?é'r%%&ﬁé&mﬁﬁEl@%%iio

==

1. ZEnphp1KO MDCK4H g finphp1KO/MN R H', RhoA/ROCKIHE % BiL H 7
F EEOE, I TERNOAR R IE K43 T A BT A 2L 1) 1.9 15 F12.81%

2. NF-kBi# i Enphp 1 KO R gl s, 8 4+ PE5S I i IR A 7K A I 2%
EFF+, nphp1KO MDCKHH A A1/ R H p-P65 31K 7K ¥ 73l N B A 41 (1. 345 il
2.51% . ROCK | ffip-P653 1k /K437 T 4 4261.9%4146.3%

3. ROCKI1) 24 Wyl FH & Rl 4 o) 3 25 FRAIK 1 R 4E PR FIL-1B+  IL-6FITNF-a
e 7KF, nphp KO/ A MA Y I 105 200 i 1 4 a2 22 06k LA 1Y)
62.6%F164.2%.

4. tEnphp KON, £F4iibE Ha-SMA. FSP-1f1COL-11 ik /KF &
= LT, i AX BRZL 4,996 . 2,075 13.776%; ROCKHNHA R K T X
BB AT AL BRSO R IE

5. ROCKH il X NPH1 /)N 58 B AT H 032 i 2 R s i) AN BH 2

6. ROCK I AN 40 fu i 5t X BIYH R FRR T R IFEMLC2I B R (L K F, I
FIHINF-kBIEH, $75RhoA/ROCKE #3814 il B 22 1 4% N F -k B 2 (1 0 o

ZERAWT R E I, RhoA/ROCKIEHEAENPHA P AMER] oh 8 s, N5
NF-kB 4 SE A2 530 B 0% . FHIROCK ] 23 NPH1 /)N B IF) B 18] 57 48 R AN £
Yetk,, EXTERE R SR . Kk, RhoA/ROCKIE % A e & ¥ NPH1
B 5] J5R 48 i A 2T 4EA Y ) Vs AE B A

R4IF B W #EH Rho/ROCK NF-kB Nphp1




TN TREE¥2ILNFFAES
N EF-EEBEXEBERIHZAHTS

S BRI SIEXIEFE
JLEIRE M & &S 3 M8 MR E 5w BY I PR R 2R
BR TR S

mAEA. BE. 20, FE. FER. BWE. B
Tl KRF B % — ER/DNL B BERIE R 8

B S8 ) LERIEH SR (LN &3 i M Rui &% (TMA) IR
PRI BRAFAE FH 43 BT Hova 97 S0R Szt BT

FHEE BT H720094E1 A £20244E12 3 Tl K2R E—E
BEVRIT IFREDT BI13FILNE I TMAE LG R . L =17, 18
F7 BT AT 15 100 S e PR TR

ZEHR 13GILNEGHTMAE )L, 2B TMARRA 12 (10,13) %,
Ho B2 e h4:9. 13FILNE LI L. ARG RED, H
115G MR . 1345 5 LI A2SLE i G sh B fe % (SLEDAD ¥
7 N18 (18,21) 43, 1065 LN EEESLEG D). 1345 5 ) LA F1 .
ML/ I LR It Sl /K - T v, el B LA g Fr ok B0
LB Fr, 8B E P ABRE ARG . 1361 8L & e lLE,
1205 R 2T m1n CAKD , 281G MR . 13615 LT3
K, RIS T NIVEILN; 1045 (76.9%) N B2 I AK £ B 41 i 55 4%
T, 261 (15.4%) TEREAIE, 1161 (84.6%) /NahlikE BELT
Yo RFEINIE, 40 (30.8%) /INBHRKE s Wer 4k 2= vE i re, 241
(15.4%) Nk s WAL, 51 (38.5%) PN B8 JE A1 h
WA . o R 3 [ [ 57 DA 5T B TS S M FR 04310 (7.5,12.5)
7y, 1EMHEIREOES3 (2,4) 4y S0 R LHHTREYT, BEVT TP AL
8] °941.88 (22.65, 77.03) M™H . 10635 R IR BEE BTG
57, HA1EIEcA MRGENT, 1BIBE MBEENT A LK & . 7550
76 A, 561 (50.0%) X35 42, 561 (50.0%) K.
SEVF AR, BT7HIEILE R, 1618 JLBEV 17/ A Bk E 2 ESKD I+
FET, FECCJRCAM AL, PP sy, 145 28 LRE U5 1164 H i it R
ZESKD.

258 LNGHTMAS JLRISLEZ G a0 m, AKIRAE RS, B
TRER R R EONIVAL, BRI BRI S SR T AT E SR o B L
SEIGRAR, HERFE G, HAAEHRENESKDR K . IR LN &
MLZZs 8 LR B R ) 5 K BE U B B

R TEtEE K MAePERUER; JLE; 6K P
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W SH R A %R SIEXIESAE
JLES MR MAE S RBCTREBRIISH
&8
B 2 /N ok
Bl W E

B i B 2 R 4 R B & (acute focal bacterial nephritis,
AFBN) HIlGREF i . LI E LG AR, IR S AR 2
a7k

FFEE B 43 A v L T T 92 122 B 20194E:9 H Z20254F5 H WG (11741
/)AFBN,%JLEGIIEHE%:*J, ST IR . ARTE. SEIR = Fahn. 19T DA E,
=R

2R 1. BJLFERN2H~106%, PiN4.44%, 106, Fik

7% (41.2%) . FHFE1R~2H, 156 hEMEEmN, 26mEEXT14,
SRR AT QK IRIREI: KHA4H1, KACEBLE3H], B )L TCHE
PRIR e SRR Bast A AR 2 2L R R« 2. SKIR A A 176 E Ak
JE IWBCHH it i, Horp144|WBC & 5>10 X 109/L, 41§1>20 X 109/L.
1700 B3 240G PR S, o A g R7H, &P EERT. MCx
MEETHEATE, HA9f>50mg/L, 7#1>100mg/L. 3. JkE¥: JRE;
FERH 120, Hp KR A RETH, KRS KB S IR dh 141,
Kpads K S I ERE 10, 22 KA ESIFERE1E], E2K
SHYEAF B 261, RIREGFRBAM: . MR, N RBIRAIRE. 4. 5
BEKG A 17H BB W IR R, 1365 EME A CT. WA T
BA0%], HeAE20, AE8Hl, XUMTH . WK REHIEREHE I
o] IR, 261 B S K (LA sy s, B XD, A I
EAE, 130 R RIUTECT S /~AFBN AR TSR, 22 &R BE R R/
TERAIRAR X, 40 SR B IE K, 10 EnA Sie S &8 % .
TR B dan PR A i3] CNZR M. R4, U e e R A8 2 7 4451
CEMNZE . ZZMN-IVEEAE s AN, ZZMNgA5; Mgk, Al
RG] SUMN-INFAFD , KRR e @I REED &9t 2697,
1N ETE B UARERE IE5 .. SiAERT P, BEMmIRE iR #H
TN HPTAE R . RV, JRE. M. CRPIIRE IEH,
B ISR 25 R L B IR TE A o

g W A E B A TFEER R AT, B IR I A0 B AT
K, HoAth RN AN 10 SR S PR bR, S 0 95 A8 4T B e I A 1
FOVHIBTE 0, SRt B B e mT B8 A2 v [nl 75 25 [m] A el ik Il 75 5 (HAE A 3
B RN RE . CTRAFBN B AT 2 W\ 1112 W A5 551 1) 5 50BN S 1)
%, WEmCTHE R RICA B, ZREE. B, Fik. KEE
RZ B, RS S e b sl i 4 51 .

g R SRR AR T A BRI ERCT; BEERE kit L
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1132 SH4A
o SCHE R 4 5 S = EXIEFAE

SIS A “Gh R & MR TR 7R “HEE A TERR
MR8 % e 26504

RN
a5 T B e LA

H /-

MEES I AP AR B H 2 (SEL) JLE/D WL, AU ARE R, A3
B ER T 2B 22 NG EERF RIERTT R (JIA) "HISELR B, PLHATE
=) LEE KGR EHE A JIATZ W A 5 SEL R 4 1) =

Triks
R 219122 A SELR 1 -
GiR:

@ whl—. %, 13%, “REBFEEEESE, ME2H", W R ER.
KRS Al AFWTE. b8, KIENEAREIRIE, BEa. M.
R, m1ALEBENAFIRE. P RE:; Ao9RBEMERERRIE
e AR . BEPCOLBEIEDUARRME, M. Mk . HLA-B27,
Mmyt. RF. CRP. ASO. #iCCP#ifk. IgA. IgG. IgM. C3. C4XRL
IS, PuzbuiRiE. ANA. &%, iie(-); A FMRFEH ) , £
BRI MR- + 38 53 /o IR O /D B S+ B BEMR S “fi 2-7 7K >
MEE NS IR A B B 3 22 (B JEALJEFEZ07mm) , AH SR B s i AR
2", H)LBMI 24.7kg/m2, A“HE bR, VB YME, 2245810 H,
BN e e, EEMfEsERE; @l —=. &, 105, &
ROEH, “REBEEIRIE", BAGE. R, KIEREEEsZR,
L. M. RIETHE L. PrAEEPUA. HLA-B27. Iit.
RF. CRP. ASO. HiCCPHufA. Mm% % PUmids -k WHL 245k, ANA (-
) 5 ARRKRTMRIPFHR G Bed B A RS b Bk M i A 200K
RS, BREKBIE, KREERINEGIFDTFETEKM, AREEL
KT EERIEE 2", A", 558 EEHEMRIR S5-I 1 2 A& P A 5
MBI Z (RJEZ110mm) ", PEHIERRT ERIIARE, K3
T4, Bf. iR TE

g

SELKIAEE A RE L4 18] [ A 1E 5 A 0 20 20 FE TR B, i 2 Wiks
A MRS 32 s X I3 I AE i A B Bl i s 1 22, AR AN g 1T 5 42 >
7mm, NBMI>27.5kg/m2, B )LEIZWibruE; KA 6 )R8 ] H IR
PN, PRl I T O BT A R A, JLE BT E R R A R
A HPUEIR A 22, JLZE XGR AR AR B R 58 . AP g,
L SELFI N AR I 1 4 2 Wi,

SRBRA] WAERE R DT 28, MEA PN RN g 3 20, KR

. \\

//Ji{::::i:i::ffj§==;;;==::
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W SH R A %R SIEXIESAE
ACTHRITILEM A SR ESERIIGKRTTI
ZE PR
AR BT 4T 4 AR T

B Im R g & LR 57 JFiE & (adrenocorticotropic
hormone, ACTH) V597 LB XE VG 14 5 i 2% & 1k (refractory
nephrotic syndrome, RNS)HJJT RCFIA B KM

5 B 3 A8 FHACTHI454IRNS L, 51401, 25/,
F 2501~ 29 1236.07 £32.47 H , H BRI PISH], WMWK
1541, B %2901, BEUIWELT-IIN A 813.22+2.88H, it
H25RT a8 K. MEHE. & RFEEKTE. IFEhEE. &
HERbR, AT,

R TREAERE, ERME [ (0.40+0.65) K/AE] B BAK

TRI7EN [ (4.09+3.69) W/F]Y , EREARITZE L. R
1 E0.15+0.36mg/ (kg.d)) , SIETHTIEEER
(0.30+0.30mg/(kg.d)) HHATHCATFEARTLE, ERBHSRIMHE
X (p<0.05) . 697 J5 i B2 B il 7€ 11.17 =4.65ug/dL 536
7R L5 2 754,91 +3.43 ug/dLiFF TR FEARTH 3G, ZRE
it U p<<0.05) . idsEMAl. B IhRE LT ThREE IR T RIS
ST B AT 22 2 7 . IREIEIRITRTE X L A S £ 57
ANR N FEEON R KL, SPREASFE 5 S 5

258 ACTHIAYT JLERNS R 24 A %1 .

oA L'y _EAREUE: IR TE B RS AAE, A B EE

JLE

. \\

//;=;{::::i:i:jf?jfzzisg;::::
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1132 SH4A
o SCHE R 4 5 S = EXIEFAE

JLE RS R ELBRCERR

1. BT e, Qga2. BEEE2. HH
1. P AFREF LEKR
2. Pl KRFH B FE —ER

Ehiy]

B ME S IR A LB T A AL R R B, AT A R
HRERRINES (¥R ERRTTY . ZAYRIWER .. SRR AESE) 1Y
AS RN T SR LT A B R RO R, SRR AT /N LB
W2 ISR AR/ D2 B R G HRIE . AW I B 7E M PR S
BET@)&%&%&E@M@%& DL e HH AR S T TS

EHLHEEREEEMAOER (SCARED) . JLEMALESR

(CDD . JLEHZEIRER (PHCSS) PVililE ¢ & Em JLE K
fEre . AR DL B IR . VA O AR =2
(CES-D) . EEHFER (SAS) 18N SR ) LE A FI
R, ARG . R HWEE T 8B LAE LR Bt S N O G4y
fiE, PARE LR M R1E B

R

H 3L EE 7174 B LLL R 214 X B IR 3 (O 3ilok B vp
K2 o8 T B ) LB e il 2=t B o8 — = Be LR o 7EIX17
ZE)LH, TR, 108250, BIMMEERER, 35.29%
(B LA AR RBER (8 43223%)) , 23.53% &) LA HIATRE R

(E43219%0) 5, 29.41% ) LE R EIRBK (B9<514)

LAk, 7EACREAT, 28.57%MIACRFEHIARIELR, (HRAKAE XEFR

I EE R RRERR . B BB LROTE 48 1M i 5 A BF RO TS 46 1) AR 5%, )
Wif{'fﬁﬂﬁﬁmﬁaﬁﬁa, HEFA O ge e oK,

A

AW, 12 B A )L A A B R A AR AR FEAR,
JUiE RIS AR R R DA & B R E R B Beah, SCRERIHIAR
ST S S P R W R R LD B BB R R . AT 4k sy Kk
A, FHARFUIESME S IR B LU 38 5 H O E A B R &R
i 28] e HH AR R T TSR

8RR MR, LE A HIAR AR, HIRER

. \\

/;—//’;&
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1132 SH4A
o SCHE R 4 5 S = EXIEFAE

ETHNR[FEINFE/LEHESHR G ERATNERE
1. FRERET. I EE2. RERE1. RER3. B
1. o LA W R — B
2. il KFEF L EFR
SENPEPE A T

Hi: &S5 (acute kidney injury, AKD &G #4E )L
P W RIEZ —, SHAFERFER K FFET VI ¢, FHH T
MAKIE B 1458 5 A 73 2 AR Im R E B, 0T ol st 28 % Tl
JERCHEE, I, AW EEE TS BRSO ) LE
fEE 3= (Neonatal intensive care unit, NICU) FAKIE- 175
B,

Fik: BIHHEHAMIMIC-IAAENICUR H#d<28K i £ L
VENEFEX R o AKIE XONAE Ja 55 2~7 R LB 5 A s AR AE T
=20.3mg/dL (226.5umol/L) #250%. 1# HpgAdmindi&izFl
‘B PostgreSQLE PR ZE, $EHUAFT J548 /N A 2%+ b5 1 -~F341E
VERFERIFIE N, R B >20% A & . S 5dE SR kT 2
Efkh. {HHKERTE (K-Nearest Neighbor, KNN) . S #a&
Bl PRZERS . BEHLARIR . timbhEieTt (eXtreme Gradient
Boosting, XGBoost) Hi%A4 2 AKITIMIAR A

ZERR. JLYIN30801 i, 25%0H ) LAEAE BeiiE & A AKI,
HAAKI 13H42%1(13.6%) 21H2611(8.4%). 31A9%1(2.9%). I
WEL37 N TR . KNN. SCHF =ML R, BEHL
FRARFIXGBoostTH A= ) LAKIF HERE 24> 5 0.75. 0.74.
0.75. 0.73%10.74.

g Hlasse IEACE BT BRI A Late B s, (B4
T Bt — 22 I AR R PP Al Ho A PR RE

REE Mlase o] B B )L TR

. \\

/;—//’;&
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CXHERD &R MizfmSitEE=E

#) FHCRISPR-Cas9%4E = 1€ A st 4 ¥iEHBZ
EEFRXE TR B MR
PRE . 7 AR, FH#
Ol K F IR LS ER

B : o-HiiE i e e ERTE R AR MR RSk,
B N R RRE . AEIX 2B, aflB-BREE (A il g 17 & Hoock
RERNLE], BEHEE B 2Ka, A BB EEE a-Ek
EH, SEHlo-H AR AT IE ARG . CEREE A i iR I
B AR VRITEE S, BRI =B REIE TR . A KRR
o H SOIEHBZ I R ) S K g 7 %2, AW 7 il id CRISPR-
CasOHE AR FEF - E ARIEL, Nia 7 AL s 4t 5 s
F7 A

JiE: FIFICRISPR-Cas9%: R gmiEti A, fEHBZIER [K# A
R XI5 G A E H otk . fEHBZAEw S X 8 i CRISPR-
Cas95| AGATA1-TAL1IL A 45 &7 i, MR 25 i = H oo
51

il T Sangerill 7> & FEK56 240 it +F 7] <2 B H AR =4 F o4t
KA %GNG, HE—31ECD34+ HSPCsH#E{T525%:, i Hillumina
TR B I 7 DPA o 8 20

XFCD34+ HSPCs#ATIAIME T4k, TE AL EE 14K )5 it
RT-qPCRI & ¢/(C+a) %Ki RNAKFEHIZR 1k 1R S0 K56
21K i# I Western BlotF1i7i 2040 i ARG I -2 25 H ) R I8 =21

Ko BTG R SR B A PR ASE s 43 ) 5 L BT 1 OB E I AL 5 2 TS
RAMFE N, 18T RNA-seq Al 2k K] g 48 o 0 H e 3 PR 4 o
7K B 52 ]

STV RO R i S 2 ) SR A gt — D AT AR N SEEG, 7R S R
B4 70N A PNV B A S M R 4w AE I C D34+ HSPCs, FEVEST G
FA6 VN R B BE. AORR . JRAEAD A R M e AR P gm0
AN, FEE R gl AR e hCD235a% LA % e &
HSPCs/ribae 1 =5, AR J5 /N SRAA PN 1 -2 2] 1 R4
TEL




CXHERA K M%FESiEE=2E

ghB. JEHBZEEA ) AESm D X i i B 94wl e o 35 K| w5 5] O\
GATA1-TAL1 I [ 456 7 F M fE ik dmiafr m, 1EKS56240 M 3 i 2 45 24
R, g5 RIRSAL S g R 5 926.33~54.67%:;

Bt —P/ECD34+ HSPCsHt AT ik gmie, ANIFYmiE A w11 g B SR
ENAE5.33~49.75%; 5 4w %E J5 HBZIE K IRNAFI & (/K 234k, R IR
HBZ 2 (A {1 o B ME P 5 X 487 T-TSS | 3iE-278~-216bp X 45, {Ei%[X 5 5]
ANGATA1-TAL1 AL [F &5 647 s AT SEELC-2R Br A A 20es, A TSS7H!
TS50 G R R e, 1215 S MBI 14K 50 3K C(T+0) % 25 B\ K 4
ZH110.03% 32T 2£1.27%A17.20%, HWestern BlotAl i 2041 e il m] W,
TSSTHITS0N f5 45 B C-BR 5 11 2% 17 Ao BH M 24 it

FETSSTAL A #) B GATAT-TAL13E R 45 &7 &, 5] NEboxiofth 5
half-Ebox ) gm#R % Z R LGt 2# 5 X, H5] N2 Ebox it half-
Ebox i -2k 25 F 1 0E 2R 5 5

T 5E 0% 25 5 e AR O N7 A TSS7-Ebox A T50 7 FH itisgRNAFK i 10
N EEAL S, WA KSR, HRNA-seq4s SR B r, K gmiE 5 Xt
b5 3 L 441 B RH 5% 1 25 T3 IR ) B si /K P IS T B R

TENCG-X/NSRIEATAR N SR 25 SRR B0E SUR S AN 15
TSS7-EboxFT504 BE SLILAE /N B TA RAE N, {HTSS7-Ebox /i s &5
BE R I (PR N BCRAR T R 4H ;. TH007 s gmiE s R 45 R B R B 516
JEIAE e TR AR P R ) 4 e R N 38.14 %, 34.00%, 29.00%, 1T
TSS7-Ebox{ii S 4% 48 3 % 5 2831.00%, 26.75%, 29.63%; JIE stk
JG B BEhCD235a%, 45 R T ngmi 5 1)CD34+ HSPCsTE/R N 4L £
A EE T ENCAHA RS 57 . #—2, MEBHE)E /SRR N F-BRE
R IA KT, 4558 BIRNCAH I ((+a) %4 5 40.05%, T50H
10.27%, TSS7-Ebox49.07% , T504 M1 TSS7-EboxZH ) -Bk 2 ARNA
FHHEENCAH I EF. B4, T50FTSS7-EboxZ [fjWestern Blotr]
LC-ERE EH BRI FH TS, TS B AR v -2k 25 1 1 BH 14 41 B R

gE: HBZIE R ) e di i A 3 X 3 A7+ TSS_Eij-278~-216bp, 1Ei%
X35 5] NGATA1-TAL1 3[R 45 & 7 51 r] B ROE HBZ SR [

EHBZ A K TSS7-Ebox I T50iX A ML 5 5] AGATA1-TAL1L[H 45 &
A7 REE A A CD34+ HSPCs K IiAC-BR &R H, WA RSN, HXt
18 10140 i ) B8 B T e S R 3 SR /K P TE e

M) GATA1-TAL1 L [F] 45 A 47 s 5] N 522 ¥ Ebox it 2 b half-Ebox
LA B 5 MRS RO

9 J5 1) CD34+ HSPCsHEE/E /N R AR N SLIIHSPCs A RUE N, 5E R
g, eEEE, HERNGEEASTIHSPCsHIAAN 73 1LEE 1, 1E/
B A Pt B S HB Z 32 [K] A 2500

eggiE] g, FEF g, HBZ, W=C/ER o

)///;\\
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PD-L1 4B K S ER 20 K (k¥ [5) ;8 FT FLT 3-
ITDRZT S MR MR R
HEH. RiFR. BRES 8570 BEN. PR, T3E.
Rk, EALWY
) KE B — B

MARYE R

AMERE R A E (AML) & —FEIE T 1E I RS i B, P
il R AH G0 o A AR v FE T 3 A RRE . 10 %215 % FTAMLYFE
FIHEFFMSPERR R BRI g3 (FLT3) JEF AR, Hh RE5RARKA
RANFEERES R (ITD) , FLT3-ITDZRAES5AMLA K5 A5,
AR5 20 BT BRI 7T E S2 O R S FLT 3-I TD 8 AP AMLZH Bl A 2 22 1 5%
e, EaiPiRN R G iREm =0 AR FLT3-ITD%
AALENPMA RAR FIAML S RIS P AL T EC AR 1 (PD-L1) & 15 2 ;
PD-L1 5AMLIAA RAZ B UNTP53 58484 0%, X Eehft 7R 7~PD-L1 7]
Ae SFLT3-ITDRAZAMLI TS A o<, AEA 471 BH . BREVAH AT HAAE L
B 2P FLGIRE I A PRATE 58 S s B 77 50 5 IR 5 v B A
AL, AR FIE BPD-L1 PRSI AL KA RL, TR0 A R
ST LA PD-LAH A [ FLT3-ITDZEAFAMLAN A, {8 IR =
CEFEMR AR, RS A FLT 3-ITD 28 A2 AMLIF)IT 24

s HEB
B B R 5 ) g oK A4 R TR PR HXT FLT3-ITD R AZAMLIAE F
VWA

1. AEHIEFETARGET. TCGA. GTEX4#TFLT3-ITDZEAFAML
BEPD-L1R R R RIAE, 40 R2E3ECCLEEA 41 iy ZPD-L13%
RRiEE; FIZHIE (Western blot) KIAMLATEPD-L1E£ A&,

2. JE ik R AR IR R AR It B G- TR £ T RE-BRIAME W R iE (DSPE-
PEG-NHS) KRR, 18I i — 0 F2/N-F2 FE BEF T I iz

(EDC/INHS) M4 B ECPD-LAF LA (1) W ER 9 K 254, 9Kk
P B ASTAAS N 25 ki A2 A EEAE, 3 5 BB ARG 25 W T AS S5 30 249
AR E ARG RINZYI5TAMLAE L ZNB4. MOLM13. MV4-11f/]
IC501H ; it 2CAH A I AMLZH AR T2 7K 0L ARV I S 56 0
LW BN A ) 22 . BRI IMOLMA3FIMV4A-11, 5 a7
FLT3-ITDZ A AMLAT fifd 22 KI5 1 AR L I (CDX) FAY I W %2
IR R . IR 4.4.381GraphPad Prism1052 4t 1143 #r fl 4
K,
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MALER

1. TARGET#ds = A YME B B AMLE )L 7 2 4s 45 SRR B
AR & Cox Bl T4 #r & I PD-L1 & B /2 FLT3-ITD R A AML & L)
KT, P=0.048; mFIAPD-L15FLT3-ITDZRAZAMLE L
PARWEER, P=0.045. B&5 M TCGAMGTEXI 7 2#,
7E R I AML R & I PD-L 1 5L K 38 1A 8 7K P A b 1E 5 N 41 B 58 =,
P <0.05. &5*iAPD-L1AJFLT3-ITDRAZAMLE ) IANEFEMEFE L,

2. HITEDC/NHS Jx b5 AR BXPD-L1$ii4 5 DSPE-PEG-
NHSHELZE 1) AR & R 2R AL, 9Kk B B A7 A3 4 RAIE SE 4N
KAHIRAZE 2125 nm, HALN-2 mV, Z58Ede% (PDD %
<30 %, EHHETAYRREL, 5REREIEPD-L14T
AR BRI R N K 25%) (ATO-PEG-PD-L1) &

3. fFEAMLYH s ZNB4. MOLM13. MV4-114, ATO-PEG-
PD-L11JIC50ME Lb L WA R, ANABIER S 9w, 17X 5 3RIEPD-
L1FLT3-ITDRAFAMLAN A R AR B 4. 1 5 R IAPD-L1 11
FLT3-ITDZRASAMLY i 2 F, ATO-PEG-PD-L1%% B F WA e
WHINAMLAI R T, ZR A g% E Y.

4. RPEMOLM13FIMVA-11 41 fifg 2 % 37 P FHFLT3-ITDRAZAML
[FICDXHR, fEiER S 55, 7, 9, 11 RA3HEFIKITN%
2y, = RES BZHATO-PEG-PD-L1. WAfER. WEEREh&Zrh
W (PBS) o R AH: M T EMHE, ATO-PEG-PD-L1AH
IFVRIT R, B BE. PRATAMLYH LSR5 S04, MRE AT /DN,
WHEEE, ZRAFIFE N A AMLY 86 5E I 2 E 1K,
RS EE . WML P YR Mg, s
WNEIT I M as RAE IEH S0l N, a2t sh )ik
AN 2 4.

MR R

E 7S 1APD-L1FLT3-ITDZRASAML S ) LT o 58 %55 I &
PD-L1HuAR R L H LR 99K 25 ATO-PEG-PD-L1; 3 T
1R, ATO-PEG-PD-LA7E4NIEZ H A S P0As AR N fe 58 A R
FAGFLT3-ITDZRASAMLZH i .

Sehdin ArEsE R A, FLT3-ITDZAS; Wi, 25t
T A1

)///;\\
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Microbiome Signature Linked to the Development and
Management of Intestinal Acute Graft-versus-Host
Disease in Pediatric Patients Undergoing

Hematopoietic Stem Cell Transplantation
BAEE. T XUHr. LA
JMNEMKRFRBEAL)LEET F0

Background: Allogeneic

hematopoietic stem cell transplantation (allo-HSCT) is curative for

pediatric hematologic malignancies, but graft-versus-host disease
(GVHD)

critically impacts survival. Emerging evidence implicates gut

microbiota dysbiosis in GVHD pathogenesis.

Methods:

We prospectively analyzed fecal microbiota in 118 pediatric allo-HSCT

recipients (2020-2023), stratified into GVHD+ (n=49) and GVHD- (n=69)

cohorts. Samples collected pre-HSCT and on Days 0, 14, 30, and 90

post-HSCT underwent 16S rRNA sequencing. Machine learning
(Boruta/PLSDA)

identified predictive microbial features.

Results: GVHD+ patients showed marked a-diversity loss (Shannon
index, P<0.01), peaking at Day 14. Baseline B-diversity was comparable
(P=0.23).

GVHD+ cohorts exhibited Proteobacteria/Actinobacteria enrichment

(pro-inflammatory pathways), while GVHD- patients had higher
Stenotrophomonas (protective). Responders regained SCFA-producing
bacteria (e.g., Faecalibacterium),

whereas non-responders retained Firmicutes and opportunistic
pathogens.

Dysbiosis correlated with impaired carbohydrate metabolism and SCFA

depletion.

Conclusions:

Gut microbiota serves as both biomarker and therapeutic target for

pediatric GVHD. Preserving diversity, restoring SCFA producers, and

predictive microbial modeling may optimize outcomes. These findings

advocate microbiota-directed strategies to enhance allo-HSCT success.

1A Gut Microbiome; Acute Graft-versus-Host Disease; Allogeneic
Hematopoietic Stem Cell Transplantation; Alpha Diversity; Short-Chain
Fatty Acids (SCFA)
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FE: 201741 H £2023412 F 78 7 1L K22 B 55 7S E B
A B 30BCPATgR T A= )L 5 735 1E - gR i Hr A= LR AR e (8
YRR BB BB PSRRI e L A R . B AR KD 5l E
A d N —Fe B BT (OPLS-DA) #STELIAL, ik 2 S
(VIP>1Hp<0.05) ; izHMetaboAnalyst 6.03F47 158 %237
i J5 H —tlogisticFI A& H A48,  DIROC #2835k R F AR U A
2 Wi

gEBL. R4 LR M R . BRI AR EHE A B EE R,
L e R 2= AW ). ICPAH Y, KAEBRILAPL (C18:1-OH.
C14-OH. C18:2) BHCAHM T 5, " aEmE A6, (C6. C8.
C10) F#Ik (P<<0.05) ; &AM, ICPHH, Asn. Glu. Pipit
HCZH 5, 1mOrn. Pro. TrpBHCA R (P<<0.05) . 2AXitiE
s T RN, WALRITEE A G TR S kifk B E AL IRETEIA.
RAZIRAUT . AR RS4R3 B E 1. 3.4
=R TR (5C10. C18:1-OH. C18:2. C14-OH.
C16-OH. Orn) A[}EHEX /P ICPZHAIHCAL (AUC: 0.986, 95%Cl:
0.941-1.000, P<<0.0001) . 4.ABHHERBAAIEISZICPE/H 4L
HEREME, PIRESICPER)LEE AR = AAEK K E %G
i, C18:1-OH/C107] g &TEAEMAEYIFREY (AUC: 0.923,
95%Cl: 0.854-0.966) , fHKVES#TiE~, C18:1-OH/C105EEE
IS BB A s ) A o4 (r=0.47,P<0.05) .

g5 ICPULYRFTA LA BB AR M IR . LIS R BAR 1 5
HE W5 R BB AL B i & ICP G A B A J LR B R ST4FE . C18:1-OH/C10
Al BRI AE bR EY), "R IA I ER M XGRS AE KA F
RALEH R E AN T
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T Wi RIAKLEAE (POCU) HSTGAIVSHEJL
(E[E MR REMLLATFIRERET (PGE1) {1
AL

ik TGAE JLMNFAEHHZE ()7 s Xt i ZH A1IPOCU
2, POCUHBX&SpO2iiiEPGE1HIE) H#i%.

ZR. WRHAPGE1HH % (93.3%) & TPOCUA
(71.1%,P < 0.001) . PGE1EzshitE (F2RiizH) B
TXHE4H (0.0540.01 vs 1.66+3.72d, P <0.001) .
AR (/NT5ng/kg.min)  PGE1H Bt 7E
POCUZ ¥ = (40.6%vs 8.9%, P <0.001) . ZH%
logistic[HlH 7 #T Z7~, FHPOCUT &2 FFKPGE1H
H &

Zi: RIAPOCUR LIMEALPGERIMEF : oD Ak
BRMER, IR TFIEE FHPGERIINTR], R/ ME4ERR7
=, /R E. POCUE SEERITTGAR JLAEH
PGE1 ¥ %4, A

SggiE HsHEEAE (POCU) 5 HiFIIRERET (PGE1);
TEMERENIKE L/ ZE R TR (TGA/IVS)
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SSCSE%%RHE%%%M#, REHLAESEBE TN ERE S1ERNLS] .

ISR

B AIMNEIEAFR E A MR AT (AA2G) 5 SR 7T 140
(MSCs) #RRHEMESCSHIERE, FMATHMMINE (ECM) HRMBEE
Wik (EpD) 4> FHIFRIARM, FREHA GG, HAREES. HiTrERd
AN, JFEEEME RS, THEP RAEZERRISWEEEYT)
Re FIALHIE RS, KRR IR . 55 SIMAKEER S 48L& SCSHIH A
TRESERN N, AT KRR NS E S UE E LI IR R B R S L

R R

L RIREAA2GH A8 S MSCsTE % SCS, A EKESCSEECMA,
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THEEE K. HITGSEAE E oM L ufEiRIEE D, $2n T AA2GHIEE T
SCSTEMME IR H R RE, RN Sk B s ™ ML R4 i B s 5
“TEGEINE]" % H W TR oE, HAFERAE R BIEpitE <4k H Bl 12 3% = 4.
RBEFL RT3 &% T . “ECMEE#4---F41 o 1 A5 i/ e Al --- A2 K Al 7/
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SIIMA/KE I e SE BB B A HI0, ARJE AR WERR A B BN 75 AL A,
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P EEE 3 2H ZUE RN
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SIMAZK B /T AR E S BB B ARMEL, (H2 510 REAN IR
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“HA-Tsg6 /S 11115 - B V4R I IM2BI AR AL 25 50 % e b, DA BEZH 1B 5
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Caspase-8-driven NLRP3 inflammasome activation
exacerbates bronchodysplasia dysplasia via apoptosis and
pyroptosis crosstalk of alveolar epithelial cells

RARF*. AR, HIT
JHREE - ARER (ARG TANAER)

ABSTRACT

Background: Programmed cell death (PCD) of alveolar epithelial
cells mediated by inflammation and oxidative stress plays an important
role in the development of BPD. Caspase-8 is an important molecular
switch regulating PCD, but its mechanism of mediating pyroptosis in
BPD is still unclear.

Method: We established BPD model by stimulating human lung
epithelial cells (BEAS-2B) or neonatal mice with hyperoxia exposure,
and given caspase-1 inhibitor or caspase-8 inhibitor or combination
therapy to investigate the effects of caspase-8 on BPD pyroptosis,
inflammasome activation, alveolar development, immune cell
recruitment and pulmonary vascular remodeling.

Results: The expression and activity of caspase-8 were significantly
increased in BPD. Caspase-8 inhibition attenuated the activation of
NLRP3 inflammasome and reduced the expression of pyroptosis-
related proteins caspase-1, gasdermin-D (GSDMD) and ASC. In
addition, caspase-8 inhibition reduced the recruitment of
CD11b+ macrophages and the release of pro-inflammatory cytokines
interleukin-1B (IL-1B) and IL-18, and reduced apoptosis of lung
epithelial cells, thereby improving alveolar development. Notably,
caspase-8 inhibition also reduced the expression of a-SMA and
improved pulmonary vascular remodeling. Importantly, combination
therapy can produce additional improvements.

Conclusion: Caspase-8 is an important molecular switch that
regulates PCD in BPD. Selective targeted inhibition of caspase-8
reduces NLRP3 inflammasome activation, resists oxidative stress-
induced lung injury, reduces the crosstalk between pyroptosis and
apoptosis of lung epithelial cells, and reduces inflammatory immune cell
infiltration and abnormal vascular remodeling, which may be a potential
strategy for the treatment of BPD.

K4EiH bronchodysplasia dysplasia, Caspase-8, NLRP3, pyroptosis,
inflammasome
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F1£:202141 H £22023F12 A 5 /7 EERHR 2= M B iR Ia 2 fr4g Fe
A ) LERE W39 Js SRy AR AR IR <24 FIPEPI 4841, 48 \ [A] i 4:
T, FEARYEAE R A IR R 85 R a3 WA o CEFERARIA Y AE T
MG RIGEHET:, 1261 FAFEd CEFEREMLTEE, 3661 .
N BT PEPIZE J5 1 J8 W IS 4 ArpH 2 iRl 42 (base excess, BE)
g . XHMann-Whitney UL o x24s 56 (B Fisherts it %12
LL 2 PEPI— M IF It A BHE I A SR A W IS s BrpHIE, 7736
HPEPIZ H A H s 4R 1< 43 #rpH X BE{E 1IP341P90

ZEEL (1) 4A8H(IPEPIH A G 21 A 4] 22 81146, 23)8 334
BRR, R BEANRBGIET R, BRIE T IE TR 50N
60.4% (29/48) . 14.6% (7/48) . 8.3% (4/48) F116.7%

(8/48) . (2) HARIE21. 22F123FPEPITI G A B FILT- R
EREGHFE [RRN14, 2/111F13.0% (1/33) , x2=7.41,
P=0.025] . #LT-4HPEPI4J51. 5. 10 min Apgarit4;<343 i L5
YiETARiEA [7/12525.0% (9/36) , x2=4.50; 7/12516.7%
(6/36) , x2=7.91; 5/1255.6% (2/36) , x2=9.42; P{H%
<0.05] . (3) FET-HPEPI 1~4f16 H# S 2 #rpHE K T 7%
‘H [7.13 (7.06~7.24) 57.25 (7.23~7.31) , Z=—3.44; 7.03
(7.00~7.18) 57.21 (7.16~7.24) , Z=—3.07; 7.02 (7.02~
711) 57.18 (7.13~7.21) , Z=—3.51; 714 (713~7.20) 5
718 (7.16~7.21) , Z=—2.38; 7.15 (7.13~7.19) 57.19
(717~7.22) , Z=—2.08] (P{E#J<0.05) . LT -HPEPI4 )53 d
ApHIEHGE N %, 2. 3H R pHE AL EIKF7.05, HAHiEA
R AL T-PEPITEA~7T H i pHIE H A B 4E R 715 R LA R . fAiEd
PEPI4 J5pH. BEE R FFE%, pHELE3IHRIERHIK (P3N
7.10) , BEEMESH I ERHIL (P38—16.10 mmol/L) , [ /5kE
& Hws s EFt,
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BH: PR 5 B MRaErs CPEIMMUERR (MPV)
M /NR T 20 A 98 FE 5 MR EEE (RPRD D X 87 L
Ifmsh 715 B E s K8 R (hsPDA) HITMIANE, LA L
FERRXT AT S5 VR 7 SN, A TR 2 o

5 KA B FIBT5E, WA IG e <30 H A1k E <
150091 -7~ )L92% (hsPDAZH 321, *fHEZH60%1]) o idxA M
Mt HEMPV. /MO EUARPR. @E %0
logisticlal 7> HrhsPDARIMAL GG N 2R, FF PPl /M SR bR -5 A1
IR RTT RIGIA R .

8. hsPDAZIMPV (p<<0.05) Alifi/Miit# (p<<0.05)
DEMRTXIEA, RPREZ S TXIEA (p<<0.05) . ZHRED
MriEns, MR EELZEEME (RDS) (OR=2.39,95%CI 1.45-3.93,
p<<0.001) . MPV<7.85 (OR=3.71,95%Cl 2.29-6.01,p<
0.001) FRPR>0.070 (OR=5.33,95%CI 3.28-8.65,p<<0.001)
FEnsPDARIASL TN R & . 1897 MR, KMPVHIS
RPR 5 A& 25 1RIT M B A% (p<0.001) .

28 e R UIMPVIEE. M/ B0R > X RPRIF & Al {E
RNEFE )LhsPDARISRALSERE R 25, FEHE AT I 2510 T R B R 38
e /N FE 5 AT BE yhsPDAR 531312 W AIAMAAY VA 7 $2 L35 1)
H=WkR EWD
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UVCE & J590n(2.5~232 h) H I P 18 i =5 8l g 27 45
Fe iR A R0 4O Bt (0 >180 &K/min), 4514 ™
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Opening of the Mitochondrial Permeability Transition
Pore Mediated Myocardial Damage After Perinatal
Asphyxia in Neonatal Rats

RIEUT. B ER A
FILARFHEE LER

Objectives This study investigated the mechanisms
underlying myocardial damage after perinatal hypoxia.
Methods An intrauterine hypoxia-ischemia model (1/U HI)
and a hypoxia/reoxygenation (H/R) model were
established. Myocardial damage, mitochondrial function,
and mitochondria permeability transition pore (MPTP)
opening were determined. The results, presented as
means = SD, were analyzed using SPSS. Results
Intrauterine hypoxia induced cardiac damage,
mitochondrial dysfunction, and MPTP opening in
neonatal rats. H/R led to apoptosis and MPTP opening.
cTnl and apoptosis-inducing factor (AlF) levels were
positively correlated with the degree of MPTP opening.
The larger degree of MPTP opening combined with the
significant increases in the Ca2+, ROS, and decreases in
mitochondrial membrane potential and ATP levels. The
larger degree of MPTP opening combined with the
stronger release of cytochrome ¢ and AlF. Conclusions
Increased MPTP opening may play a crucial role in
perinatal asphyxia-induced myocardial damage in
neonatal rats.

<8R perinatal asphyxia; myocardial; mitochondria
permeability transition pore;
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HHE: @0 g B NCEEFE (monochorionic diamniotic,
MCDA> 1 1. II. ARG LA KRR (selective intrauterine
growth restriction, sIUGR) &= XUiG#TA LS/, RER HATRE A UG
AR AR B A — B EEWAS R ZR ASIUGR JE P2 UG B4 LSS = B ss ),
AR JUBHEE A S 7= U B T PR RS v B AR TR

Fk: RIS HT20134E1 A £20244F12 H 76 il K22 Mt 8 o — [ 1x
B 43 W FIMCDA T & sSIUGRIIE P2 UG Z2 A A A LB kL. IANFF &
PRUE A SUIG IR OR 22 4915551, Ho 4 06 i3 7= UG B 2 ) L3E31041

g, [ AISIUGRHA LI A e B KT 1 BUAIIT A SIUGRH A=
L, ZRWAESGH¥E Y (P¥<0.01) ;5 [MIESIUGRE A LI HE A A
W B EMRT 1 BSIUGRHTAEIL, ZRESHHEN (P<0.01) . [[HE
[MASIUGRMA AR EA—SHEEYEE ST [ #lsIUGR, ZRE 4
HEE N (P <0.01) 5 1 5IIHsIUGRRUAG H A= 4k A — FUFR B 22
BEG I FE N (P>0.05) . FH1EESIUGR 208, 5%t 542 L
AR R, Son I HsIUGRIE WG HTA LA B 45 7 1 & A X
=T 1 #sIUGR (P <0.01) , MIASIUGRIE=XIGHAE)LARE /A
AR ET 1 BsIUGR (P <0.01) . BERI2VEAL A IARS . XUIG H A= 4k
BEA—HAEE . WX EIIARS R, ZHAERBIK. B4
REA—REE EASIUGR ¥4 ) LA R 45/ K ARG IR (P <
0.01) . FERIZZN N T BRI R RY 2] i K] & 347 Logistical V3 730 4,
SR ARG, HAEREARS B E S ESIUGR F A IR /K
AR BRI E (P #7<0.01) , THA LA B SR KA 1T
sIUGRY 1 #ISIUGRLE R E 2R (P> 0.05) . [I#sIUGR 5 1 #!
sIUGRTL &M% (P> 0.05) .

2. I ASIUGR. TAISIUGRIE = WU HHTAE L4 mEe 1 BIsIUGR
75 AR BRI AN AR B A — BURE B = 2 sIUGRIE = UG BT AE I LA
R R Rk EZ; [1HsIUGR. ASIUGRIE = AEH 4 LA B
25 5 A] e U IR HE A R AT R AR AR R B R — SO i S [FIE T

R LB LERRZIR: MARE: WAEKEA -G SRR
WA R L)
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HiE: RHE20154E1 H1H £20204E12 H 31 H A Sk K 5 2=
RE s I B R B A LR B = L3318, ARIE R B
W S AR AR R R AT 0, Gt o i S A B )L B JE3
ENFENBERE (8] FRBE R R 3 B WA .

3. 3318HI b =)L, B141915 (57.72%) %1, ik
1403 (42.28%)15]; FEAFE461 (14.03%)%1, H14:314 (68.11%)
%, e 147(31.89%)51; Ik UL BB HARBE125 (27.04%)H51,
B89 (70.63%), Z137(29.37%); Ha#s<32/E30(24% )M
H Bt fE6 H N ARE331 (71.8%)%1, 3H A ARE271 (568.79%)
%1, 31 RNHALE165(35.79%)51. F NB & W R K NI iE
Y, 42961k, [ RTA BRI 260.51%; H A EE T 9896
(22.38%) #lk. 85(11.99%)%I K 4 EHE M ABLE, 51654
(83.33%), L PE131511(16.67%); AEFHIAFE40(52.63%) %1, HiF
NGASE SR 430 e A A B 28 AR 45 46 S 21(27.63%) 1], 4558 46L
Ni17(22.37%)51, HARELT7(41.18%)61; M HE13(17.11%)
%, JHAEREFH10(13.16)%1, EF5248(10.53%)%1; FifHH
ANBEE)LF, EVEE5E573(80.82%) 5, g B
136(19.18%)51l. 72(15.62%)H i F M A KRG K E HIML R,
HAP A RES 151 (11.06%), 4k K 8721151 (4.56%) .

g 107 RS ) LA NG E NG e K
WONEAREERE, BHEEEWNTREZIRHFA. 4
75% 572 )L T Bt Ja BN IR AR AR E A0 KON R E
Y, HAEA/BRIUNEREM 28 . #4380 AR I N R E T
W TE I (73191(15.84%) ) » HAIEA/SBE G S ) LKA EHE
OUABE, 80%LL FoNTTEESE, —A L EYARTIUH IR AR &
i WANEH R R LG AR FH 2R G file 1) 465 40 i S AR, 3T DY B
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B#: IR &% (Hypertensive disorders of
pregnancy, HDP) {22 )L45 /B A B2 %, 81, <1 HDP
XU S W 52 M PR AR R UE AR TS IR A PR ELAF AR R AN 2« A 9T B
FEPRDT HDP X UG i U [ HH 46 Jay B A ) L3 RCRE B 21

ik WFAEIEINEEH 2018 45 1 H & 2020 4 12 A #fEH
12 MBI 22 REFFH 0. FERER TN HDP (HFEE
GRS IR AR AT D o SR Z A E#Z R (multivariable
logistic regression). il 7] 14 ¥4 ULAC (propensity score
matching) 15 2 AL (overlap weighting, OW) & Gt 1A FEl -
g5 mAnET A ) LI AIE -

LR 7 6,307 BIRUGITHRT, 1,013 6] (16.1%) Bz hi
HDP. HDP 318/ 7 5.7 KUK (OW-OR [95%Cl]: 2.68 [2.27-
3.15]). HAKMI T, HDP $&m 1 M B = A0 F R B = 1) e AR 28
(4551159 OW-OR [95%CI]: 1.29 [1.00-1.67] Fil 2.31 [2.00-2.68]),
{H AR 7 #5772 KU (OW-OR [95%Cl]: 0.32 [0.12-0.77]). It4h,
HDP 51 H 444K )L, (low birth weight) /T i #% JL (small-for-
gestational-age) &A= 1) H miHHK (OW-OR [95%CI] 7371 4
1.54 [1.34-1.78] #1 1.18 [1.00-1.42]), FF3hn 17 SRR E A —3
(birth weight discordance) (>15%. >20% 1 >25%) X%
FEXUIGHRAETT I, HDP &= /%7 7 2K (oxygen requirement)
(OW-OR [95%CI]: 1.29 [1.07-1.56]) 1 43%f Apgar 14> <7 4
(OW-OR [95%CI]: 1.29 [1.07-1.56]) A4 ) L BT W 5795 s
(NICU) AfEZ (OW-OR [95%CI]: 1.58 [1.32-1.90]). 4322 Hr A
BB AT SR SE 1 25 R R E

Zh5i: HDP <38 I AUIR IR gRAS Rl 7= B 45 s A A2 ) L3R ARE
A RS, BRI, X128 HDP AR E XU &8, 20
BT R R R, DU XA R g .
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o] Jo P A 68 128 R T 28— N BRI e B A s ) L 25 A T 1 g 48
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Yak

| ££20234:1 H-20245F12 H 2 B 55 — N IR B 68151 4H B 4
W 9¢ T IR AR BEAE 8 LI IR R e kL, AR —R ERE (PR KR aE
W RIAZET) R PREIHR A BRI A2 B 4i it 2 (WBC)
W]z A E A R g 2 X 1150 (ANC) . Cl i H (CRP)
BEES R (PCT) « REREFR K AYBURRE 4 R, MR
KHAEIE. @ttt ER. R Pearsontd < 2% #TWBC. ANC.
CRP M PCTHEGFa bR A IAH I . R FISPSS 21.0% 44347 %4
981, BAP<0.05AZF BG4 E .

zh B

1.685| 4N T 7 5 )L, F<18 G376 (54.41%) , =21~2
%261 (38.24%) , 22~3%H3H| (4.41%) , 23% 2%
(2.94%) . 5] F38% (55.88%) , Z30f (44.12%) .
HZEOM (13.24%) , EZ=28% (41.18%) , FkZE224
(32.35%) , 4729 (13.24%) -

2. KAE B R M IEKT E64 151, B 7= FHME AR AR 684, BHEZ
10.61%. H VDI THE RAGFEMER276] (39.71%) , VoI TR
(KRR 1815 (26.47%) , Vb TTEZIEM13%] (19.12%)
REYL T MIERI2H) (2.94%) , FEEELD 1T BATG ZE M5 124
(2.94%) , WHEFIWITEHBEGLF26] (2.94%) , £ HE
BREE1HB (1.47%) , AP TIRE1E] (1.47%) , VoI TEEh
FEMERAE] (1.47%) , KR EERE1F] (1.47%)
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3.0 1 BR A ZE I3 2 24 0 30 s R 7 7 At P B AE . S fR IR
A &7 LA U ME285.0%, R m P Al fth T JeAhRE . B R
BURNE295.0%; RAEMET . FKREMN2511290.0%. WITTEAE OR
G370 2R IG 7~ T B P AR T S 4ERR A . DR AR A, Sk
HOpiAA . SLfofthrE . SLAIRE AT EE . Sk A5 EUR P =80.0%, TF
FesrE i mfh T Jefth3sEE . B KU E294.0%; B KR 2 it
251%100.0%. Rab 1] i M 24 50 30 7 Sk A Wik i 4 £ 3 os it
>80.0%, Ry FAARAIE Y, WiER R Al A T . JEfh R e . B
IR R BBURNE100.0%; Sk, SLAMERS Y 251£100.0%. A5¥D[]
W ERL, EERLD T EEEGLY A . AR I TKE . WIHEG
FEIMTE Y 25 ORI /s P S P AR s fr 4E R AR . DRz 7 Ak Al P ELEE 4
SLYUREAEF R AH . WAZRE RS R T JEAhRER . B3 E= sk
#1°9100.0%; Bl KRR 2514100.0%. EEELVTTHE RGFEMER
BUBARIG 25 ok fufthne . Skfntis. WhZE R AT . JEAhss
M~ BN R BUZAE100.0%; FoK A< 2T 2515 100.0% . 3 57 6 4 2K
W SR AT EREE 2 ORI R R e . IAFEE R B ER. B
JIHTEH. THER. BT BN HEURME100.0%; HE
. ORI, WHRER. 48558, LEARYPE. ZRYE. KK
H R 251£100.0%.

4. b T TR R . W ITHEEE CGRAED |« YT AL FE M5 A
M, Aguf. Pk 5CRP. PCTHEM =M (P>0.05) .

Wi

1.0 <2 8 1631 (92.65%) , Ji K 5i%EW B iE %)
RER B A5EE, KRB RBIFHTEAEIIMAER. RIWET EEET
EEFERVIME, HES5RKRAKA, ERHFSEAEH, SFHEM
O ME TG, KAl miRn#foKESE A XK.

2.1 THE B R m, FERNVTIERAGIEMBY, Ko
ITHEEE CROAD © BT TR R . AANE 20 & Bk . KA
B KR A R ERKEE. S ihE. BAmrEIE.
THSARM X SAFEARES . RS SR BAEZMA K.

3.4HTR 17 78 ZiBGAEE H, IRFLPEARA P ERE . R AR N B
NN 2 PRSIz e MR A e B 1 R 1 A 2 56 1 1 R 250

A ME R B LA TS, PR gl E 5 CRP. PCTY
TR R, FIRESHBIE R DE . InR EAT & AR Im R R I A
KNAEREFR 45 A HEE BT 259
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EXHEFEATRRE

PMP22 up-regulation associated with m6A methylation
changes in Enterovirus 71 induced autophagy in mouse

o A
AL E Y VEP IR 3T TS

Enterovirus 71 (EV71) is one of the major pathogen that
causes hand, foot, and mouth disease (HFMD) and often
account for the most severe cases. It can lead to neurological
complications and even death, but the underlying mechanism
remains ambiguous. In this study, we conducted the EV71
infected mouse model through intracranially inoculation with
EV71 strain and examined the histopathological and molecular
changes of spinal cord. The results showed that EV71 induced
apparent damage of neuron cells, including cribriform necrosis,
malacia formation and neuron apoptosis. Meanwhile, EV71
infection caused cell autophagy in spinal cord, with high
expressed autophagic markers LC3B, p62 and some
autophagy related genes(ATGs), which including ATG2A,
ATGS5,ATG7 and ATG14. Further study demonstrated that up-
regulation of PMP22 expression and elevation of PMP22 m6A
modification level were involved in EV71 induced cell autophagy.
Moreover, PMP22 up-regulation may be achieved through
elevated m6A modification level regulated by METTL14 or
YTHDF1 in EV71 infection. Our findings suggested that
METTL14/YTHDF1-mediated m6A modification changes and
increased PMP22 expression are closely related to autophagy
induced by EV71 infection. Targeting the m6A modification may
bring new prospects for the treatment of EV71 infection.

KA EV71,PMP22,m6A,spinal cord
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BE: BEEEREAE NTE XTI = A S e S % N B R UL ME SR B 1IE
HEIREUEZ B S IR R N2 R B . AR BB S 2 4%
B AR 25 21 53, RGN IR BEE 5 DR 308 I AR08 5 44 1) 5 o P e
fE, FF R B A& R EATE 70 RS TR, SRR B e RS T2 9T 343t 40
FhREYIME R

FiE: BAHGEOHIEE T 12 RNA-seq B4, 49 A\ 153845141 1L
FEA . S RGBT U AR IE . e B B JE AN R AL FE
i A A I R 4 3 R R A B e, DAFN AR BE IR A, IRAR
FAdamEiik, Tk REN — o8 W, A ROCHIZE FMTAUC
PPAL o S SHAP 7 11t S AR AN JE DR GHAR R F50M ) Bk, 3825 0 e KR IE
M EE10FE R FIBFE ARG i A Al . $2 4% (<18, 18-39. 40-59. 60-79.
280% ) ARG, 3 HrSHAPAE . kA 3R I UM S Y 25 1) 22 e o

gh . 4 I K] ZH A TR AR 7 06 T AR P R B Y R ) TR R g
(AUC=0.9972) , Z&SHAPEINHRIELH 10N % 03K (DEFA4.
CRISP3. EPHB1. ARG2. SESN3. IRAK3. CEACAM8. MME.
LIN7A. MS4A3) , HEfeiB e e i Frfa e (AUC=0.9970) .
HE—H A B3R HAH S (IRAK3. MME. LIN7A) BFAUC/{Yi£0.9793.
SHAPHEH T ~: @O IRAKSHFILINZA R &2 E [ Wy, mMME
FEI A RIS RRIE ;. @ M T AT B R MMETE 2o B DTk B 32
37.2%, MMS4AA3ZE R M SHAPE I IN28.5%; @) Hik/r ERAI K,
IRAK3. ARG2HILIN7ATE sl N 1) R AR DTHR (5 1L i564.8%, 1fi JLE A H
MME D1k 5 1542.3% . KANAE R i3 — 21 56 1F 5 8 35 [A] 18] (1) HE 28 M e Bk
(AUC=0.97) , M HERTRIIEEM% . JL#EHIRAK3-MME N
O (MK E)E0.82) , ZFEAN EICRISP3-DEFA4 T 5 ) fuyi
FERE CBEALTE270.71)

250 AT IO R TR S S MISHAPA] @R ME VL &R
SN T HREAE 4 T 42 N2 B AR08 5 M) = R MRS E . R B3 A K
fE A (IRAK3-MME-LIN7A) 11 fr ¥ i P 25 5E 1) [F] s ¥ 2 PR ARG W) ok
Ao IXES R IURAL 1O I IURE S o P R B, DR Tos TR AN A B B A
TR .

BRI MRBEAE; Pl TREESAS): TIMRRRE: SRRV kA
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o [l fg 7 3tk (X ) L B 37T AR S 1 s i PR R IE 53 4
&/
JONERAFIEAZ LEET #0
TN ER R

HE: g ) L2 B P v s o 1 o) i PRARFAIE % 5 33U S E0RE /=
Bz, MilEARFHH S & &R tia Rk S% .

Fi: INEE20174E7 A 2202446 A 1E) MMERIRZM R E L) LEE
7 O R TE IR IR AR S P B e 451, 45 B i PR S BLAD 4 Bh A 25 40 A st
IRTEHE R ZH (ANEZE) FEESMERFEME G2 (JEANEZL) o [A] it
AT AR LI PRARIE, BRI )L — L. EBIG PR R ILA
SIS SR IG5 SR, N 22 K 2 Logistic[al 343 A1 B A I R S M i &
A SV SR BB o s 1) = fE TR 2R

gEB. FFEYNHEERRER) B LILO8HI, 536, 454, HIHEERES
57.4+31.3H, mw/MEILN2AFR, mR151H; KIwh(a) £ EE
EAEHZ, HHPANEA37H], 551941, “18%4l, EKFi$58.6+29.0H
s JEANEZ616], 553441, @274, HIHHFEE56.7+32.8 k. ANE
HAAAEANEZLH WIRRZBL AR . 875, B MEFRR S E R BA
guitE X (P<0.05) ; ANEZMICUNZE R S5 ERIET- R0 5N
86.5%#4129.7%, IEANEZALICUN Z= R 5L FILT 517 81.6%H13.23%,
W E) 2= e B Gt = X (P<0.05) . ANE4H 54EANEHE M4 &EH .
M/, PT. 4 EE. ALT. AST. MALEF. LDH. IL-6. IL-17A.
IL-2. IL-5. T40f. HHENTA0M. TR, WERMEEASLEE
e ah RIA s B 2R (P<0.05) . JEHE ¢ I 6 B 0E = G K]
EZ [N ZLogisticlrl IH s 405 E /K FREL (OR=0.955,
95%Cl: 0.925-0.986, P=0.005) . MALEFFIE (OR=1.053, 95%ClI:
1.020-1.088, P=0.002) S5ANEf) &4 T E %,

2 MBRRATEWHE)LBILA#R. 2R IR, . ek, J8
V5. MEFEINHMESERIUNS, I PR 25 AL N 5y P 245 I B S ME ki s . ANE i
LM E A M. F4EEAIR. IL-2. IL-5. T4 HE. 4T
MottE. 0HI TN % A%, ALT. AST. IfLEF. LDH. IL-6. IL-
17A. WERBEEAF G, PTEK, ytEchd et i &)L Ilix g
SEIG AT I 45 AR, RN E, TR REA R . 2[Rl ZF Logistic
B3 M a5 RPN, G Ot i 18 ) L I 20 B /KPR, M
WUEF e, 75 e B0 SRR S0 v 1 R A

3 R i G = O W= S G 2 NS R R
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FKHemmiES5emmiER 438 R 45 7%42016-20204F [8 3Rl )L
EEBr AIRREIKE 9 BHIHITRITREM RS

L—L. PR, &I, FAA. BA. AL
T BEA
FYN )L E E B

HR: AGEEERE (GAS) &4 EKVuFE W 520 L5 40 5 14 B LT
T FEEw R A —. 7ERE, XTGASHemmik s kemmikzl
SE TSR MEA T . K, SRS ER T E N GASH 5
Fremmii& 7 1 5 emmik 2050 T K AT 9 SRR AE .

FiE: AR RHemmiE 0T 25 SemmiE T RS, X
20164F 2 20204F [8] T IR YT ) L 28 2= B R 4E 14668k GAS 7 B bk i AT
T M7,

g, TEXTA66HEGAS /T EHRIEAT T, K Blemm127 H B AR
i, dLit2628k, bR B EREI56.2%; HikZemm1fl, 11358k,
529%. fEemmiERIsrAi F, A-C3FIA-CA A& Wk, —FLH1)
R SR B 1185.2% . 2P Hremmiizl, A-CHEA NI ik
IR, O ER R EK191.6%. 17 Bk SR R1Z 22 1 GASE
WA, R R R e L, AR ZE MR S AU 35% . TAE
eI, FHFEMREIR PR BT 25 A E (OSAS) FEZHAE
B E BRI, —EH AT AR S 172.5%. K
M, AFEemmiin T 5 HGASH| kI HER 28 1 B4 2 (8] 71 2 2 1)
M, BRI S, emmfZTIEGFIA-C5% L 5 ARZ &M i)
OSASHEILH T Z A= M A-CA%y 3 ) 542 28 Jiede rp () 5z Jik
Ko i g 2R B M e . FEtemmiBE AT M i FE R, XA-
CH 5ER! 52 28 V% T I OSAS & H & 2 A 6. T30
MR I TH T 78 35 emm28 A, VRYIHL X 70 25 (1 GAS F #k 1 FE 8
B RIAF)798.3% (95%EEIX I, 97.1-99.3%) .

2. TEIRYIGASH Bkt , emm12flemm1 Y & & - E fJemm
AR B DL emmik i HA-C3FIA-C4; A-CRERZE i LI
emmiE. emmiEn M 5B RYYH B E MM, E6FIA-C5
5OSASHIK, A-C45 Ik MRALRGA >R, A-CHL, ENE
OSASE E R ABFFTIRME 7RI JLEERE GAS emmiZEflemm
PR B BEAETRAT TR 22 1B B

RERE AIREEERTE ., emmfES AL, emmAERN R, FATRY,
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ARBREEXXBRZFRBEERERGIER

FobE# . B
FILRFIEE ZER

HE: IxE =M 2ifsk i g m (Carbapenem-resistant
Pseudomonas aeruginosa, CRPA) EYLrE2024 4 5t DA
AN AT S R AAE B. (BPPL) A s e . stz s
PR TR A2 = e SR AT 1 S e A L AL 2 P B A, ARG s oK ) ]
ARG PEM 29 PR PR KRAlRE, CRPAMNYE Z X #2545~
A2, HiF LG 2. A, FRbTAE R KE
P e T 25 e IR B, X0 B AR A R Rl T ™ B
W T R N 24 1 1) H a0 H S Pk, e B B R SR
FItoviE Y. IR, AU E g AE Ry — Mg kg, it
RV A i, 5 T A AERPRENE, BF
R AT FRE RS R R AL A . AN B AE PRV IR I AR U )
BRI H CRPARIBLA il 251

J5i: ATCC27853 72 — Fibnifh i S i PR B e i ik, L
HIRKERXPILBIEFRETELSAL, HRBIH X R KE R Pl
FIKE (MIC) A FWIARE I8, MIMEH | ##kPA-RGEN.
1M PA-SIIIAEAN S PR B 2= LB 75 3 Hh i 2R A M [ B 2 1 AR
. @ GC-MSHE AT AHF 0~ T PA-RGENS
PA-SZ [H AT £ 77, FH0ixE | PA-RGENA 5 & 3 T A5
AR . B AN IEPEAC U e 75 32 v ] 23 A B B i X6 K
R MBURME, BFEPA-RGEN KGR, Al Z£CRPA. Ff)5,
FEAR N SEEG H B8 UE 1% 7 V5 A2 15 L REXT CRPABL I /N A 2. 18
AT S AR IR M BOR, B 5T 1 AR EA R A2 1R AL
et — AR A i 2 20 Ve B BAR L . JE a2
KNI 5, WE THRNERERERZNET=E, Hoth 1R
X A A1 B R R PR R B 2R PN AL A HH 2
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RAAL b
I H RS KSR R 4H

B, W ESME, 3K1E TPA-RGENAIPA-SHFhE L,
HPA-RGEN A K# S 5 PA-S18 . @R %08, L%
H O3 Y, HhS0MAMMEK  MFAEREER. RS
BEESNTER, PA-RGENAF I GEA T i, HAPHE
R, REAARANGRARNRE .. HER. 2R3 RN L&
TCAEM I NEE, REABAEPA-RGENT &&= B Em/>, £
Pt A B TR . ANEMS AR T E R TR
HEEMREBER, ®Eak2741%, XBRTARKBHIFIE. K
KERIREREE TR0 (6], XAEVEREEEES AR 7E30F 4
SRR E IR R EAR T, DR FFEE I T IR KERIR
AR, BEFE10FCRPAREME, HAo & T MHE sk R 1959145,
TR T CRPA/NR T, DR IRBENS A R/ D AT B A AN AR
R A AR B i o A A 2 A KB, AN E RS
CRPAMM PRI & FiF, WANER. RERRMBEIR
R HER. 22 RA R LA TCATE . R FAM &
PGB Z R AT AREHR, 45 R SoRANEMERININ A 28 B8R
ATCATEIR, MR 753171, XX IR RN
IR B ICE R, #— B — AR, NEESRRNIN)E,
PN IR A I RR KB R S =AM, 2530 124t 5%
TN, DR AN P40 N R ISCR R A 1 16. 7765, TR
38N 7 1.266%5, XSEAMEA R RKERIRE LTF, 855 7 HXY
2 B 1A B AR

8. Rk, AT ERE, AW 7L m] IS Pk &
IS 25 S B P B, X At SR Y i Pu A R 24 41 B
JEARTE R T I8 .

BRI Tk =GN Aok R R, AR E YR, K RER,
HRAER, K
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X HE RS R RmF 4
i LERENIFRE S EMAE= AT EMR:

[ A RO B R S A

AG Y. x| FEHE
I A8 H X 41 5 2520045 5 3| 7 43 4 4 e

B RMEN RS, THEAEREH, £2EM28 (MDR)
AR (GNB) DN AL DA RS, AR B T
NICUH'MDR GNBJATE L & m R Kk J7EEE20174F1 H
%20224FE5 7 A 94IMDR GNB & )L, giittEnl. Fr=.
FaRs. PERIEGRER. 27 BANEERE. BRERR.
Fets L PE S22+ . 458940 E ) Ly 125/ MDR GNB.
KR A WA R e B HE (930 584.5%A12.8%) & i .
WA, AR ISR ik 75 25 4 M A B R T EL3 9 R i R A 1
o4 )L, ERIRASS8SHI (94.6%) , 394 (41.5%)
FER R ABEE (p=0.014) K AE/KE<1500g (p=0.022) )5
JURBGL L) 2 38 B vy . 2100 R AR Wi fiE, 11641 AMDR GNB
Wi . F.7* (p=0.048, OR 0.265, 95%CI 0.071-0.989) #
FERTEHA R (p=0.009, OR 6.922, 95%CI 1.625-29.481) &
WO AE ) S s R 2= o 25 K i 2 A T AR i 48 e B (1 B A2 NICU B
i WWIIMDR GNB. 7= J = Fi BEAR K FAGENICU & Lok A W I e

BRI ZEMNAE; A LEERYRE; JLE
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TR R/ X SRR EFEA R E/LERNEE O
F 5N EESFIE: ERSFRIIER
MR 2. FME3. B2 E1,2. HANE12. I K45, EK 44,5,
MFI4,5. %3FE4L5. aik1,2. TER4,5. X345, ZREH*,2
1.k AFEFHRBERINIILEER
2. BINTIILEER
. FEEFHFREIER
4 WHERFREH T EREFIENERI T ETERRFEL LR E
5. %*ﬁ*‘i‘ﬁﬂ&\fi%%llmﬁﬁ%ﬁﬁ%*'ﬁ‘(ilﬁi‘i’?iﬁ#—’%/\l%f%”%

H i)

AW 5T B IR LA 1B AR e AR FERE T 1y E = Sk i/ 2 365 (ADHD) JL
ﬁ'r%é@ﬂh BE AN EN IO RERFAE, FE3E— DT H N AE A2 LH

N N594 4 W2 NADHDK] JLFEEAI1094 X IE (HC) . fk#EConnersZ K

FERETEEAEE (EL) 58E (Anxiety) TEEMIES, KADHD)LE#H—
B N=H: PEELRIEE BT (ADHD+EL+ANX)  fREL{H AR e s
(ADHD+EL-ANX) . EEL#ZH. (ADHD-EL) . ¥HADHD&E#* (ADHD-RS) .
PATINREAT APFE =R (BRIEF) . B4 ER (ERC) AEZIHT WL (ERQ)
AR IRNE B LRI S $ 2l TR RILER ER (WISC) F&
MR O AR 248 (CANTAB) DAVPAL BN FnThiE. AW 7 2494
(ANCOVA) HEATImR M A2 OB 22 Fa b B4 B Lb#se,  FH3E1TBonferroniZ HE 1656
RIE. Hrp, 2304 % E FN 2 T IMRIFAHE, PAATA R & WX AE N fp 7 S k4T
FETARRR4A T RE%ER: (Functional Connectivity, FC) L4 #7 .

ZR

TEFH RS . A AADHDE R ™ EFE R 5, ADHD+EL+ANXZL 5ADHD+EL-
ANX?H?“ERCEI’J [ G ANFe o 4 P 15 43 0. 5 T ADHD-ELZH Al X BE 21
ADHD+EL+ANXZHEERCE 25 1 15 4 FZ 15 0K T HAth ADHD4H. 5 % B 21,
(Pcorrected < 0.05) . ADHD+EL-ANX4£EERQ T 175 2% 18 5 Sl - (A
B BOET B4 (Pcorrected < 0.05) . BRIEF45 3 &7~, ADHD+EL+ANX
SH AR A o i AR AT T e AR MR B I 3 e T LAt ADHDZE R X HE 2
ADHD+EL+ANXZH 5 ADHD+EL-ANXZH1E 1 25 4% 1] 5 ThI 1 R e & 2 v T ADHD-EL
2H; ADHD+EL-ANXZH7E“Hii| 2 15 47 5 T-ADHD-EL4H 5 %} 8 20 (Pcorrected <
0.05) . fECANTABEZ, ADHD-ELAZE NI (RTD fF55h Je M a] & 2K
T X HEZH (Pcorrected < 0.05) , HAtht ADHDV ZH 75\ Fn48br_ b B 4H 18] 2= AN
F . ETHREERE T, S5HAADHDA 55 BZHAHEL, ADHD+EL-ANXZHAEA ]
R A AT AZ 5T 2 A X 3 8] ) Dh e 825059 TTADHD-ELZHAE A N 3R )2 45
=% 5% [X 35 7] (I FC 5 T-ADHD+EL-ANXZH; ADHD+EL+ANXZH I 7E A5 ] &M
%F&f%:&%iﬂé%%éﬁrﬂ%@mﬁ%aiaﬁwﬁ%é%o

A 1 25 A e e A EE e RADHD ) LE 1B 45 15 IX’@ E A 25 R 15 SR ) 4l
FHRE ST SRR FEAE X 5248 . AN [EJADHD Y 2H 785 1= 4% Th e 14 12 1 S 1 AR Ak 7T e g ik
T I RERERAS A L FE A

. R YRR/ 2 AR IHEETT; INEIThEE; ThiEg
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S BRI JLEREZAH
["HRE6-17%5 /N FEEKR S ERS IE KELRY
HEETETR

BEM12. B XH2,3. 4412, ZEML. FE*2
1. B AF AR EF 5N T ¥
2. )7 KA 1A 4 R A B AR G 3D
3. MERASALTAFK
4. ] KA G RER )L ERER

B TR RAE6-17 % Hh /N AR B PR AR A 0 A 15 0
TR R 5 LR K P 2 B B e Bk

FE KAWL A E T, RN GO E0~18% JLEE #
@R ARG A S MNHIE T ARHX A S6-17 5 /2
Ao Gk MENE, RHEY RGN E AR

R gy 687 L NFEE, HAd BAREEILLER., EikE
bR A4 5K B 2w T o4 (P<0.05) ke E 4. BeH;
R TR ORI N B D AR AR T4 (P<0.05) 5 704 R 7 15
br (REFRE. R RABT L. B =%, AR B
R EEULEEZR, ERER) S5k AAFEMR, HiEE
(49.33%) FIAERE (56.25%) L& I s A H % 0 2 vy 4
HIEH (27.77%) AIiEE (13.43%) JL#E; —clogisticla] 955
RER, AEIEEH (OR=1.18, P<0.05) . J§HE (OR=1.07,
P<0.05) . &8 H 4 (OR=1.05, P<0.05) . JEWijm &%k
(OR=1.23, P<0.05) MWEENHA (OR=1.02, P<0.05)
RMEME R GRKE, BAELR (OR=0.95, P<0.05) g
L% (OR=0.91, P<0.05) 2 I 44w & IR B 2%

G HRA6-17 % /N A IR I TR AR A7 AL B B ) 2 5
H5 I EwEAAE . Kk, 78)LEE /D 5 & G R AgE Ty
[, MNEMREAARSRL, JCHRAER R, CUHE NG R
TR )L IR i R A .

RgiE HAG, MEKFE; EErfels; £ KAE
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S BRI JLEREZAH
M ENSThEEI R 32 3 EMEJLE A BE WA
HRtR S o4

i, A4
JMNEMKRFHEALLEET 0

HK: “#>]A % (Learning Disabilities, LD) &850 )| 3 %
2N O NEIRIFE A B IRk RS, 1@ RIAAER . FAE.
BeepG skl LRI 22 ST WM. RIEEERG 1, 296 5-15%) JLE 52
P gom, A EBE K EFRE T REZEINASMATFHH. MEiHaE
TR AIR, BRFERZFTHTITFB . AR SRS
STRE G322 ST AR XE L2 T\ FIRE ) s R .

F: ERTMERKREW R & ) LB T 02024 E 11 A &
2025F4 H )L EARMERIIZ 724822 S I ME)LEE, FIRIE6ER 1285 2
&), YEAMFN S . WRIEMEVIECERE, B0 AR (AT A
BT MY (Mesh&Thee N Z+17 Niay7r) » B4H36%4, D
AR BFFER Y128« FATECEL 74 &) L TR0 5 A0 58 T gE -
Conners B4, WS & /e 17 Z3EREEER
(SNAP-4 PF73) « B XX JivkeE E (RIT) W44, FIRFEA T
BB LB X TR 1 =

8. TEMARMA eI E e, HIIgRAr T
TEEmTXIRA( ) P<0.05) . THiaM 4 Conners B ] &1 5%
%, IGHER5E (34.75+0.07) KT XA (42.75+0.16,
t=72.224, P<<0.001) . FHij5, WHIISNAP-4PF7IREK, Ik
HIPEsr (54.57+2.87) WK T xR (63.10+£3.09, t=6.968, P
<0.001) . TiJa, PHMNERESEREI&TMESE s,
SRS THEA (P<0.05) . WEAHAFBRHELRAN
87.42%, LMK EHIHi=EE NI2.47%, YimmTHIEAH (65.78%,
X2=4.571, P=0.033) . XJHAHSIIZAHAAERITF IR 5B LR
NG E X (P>0.05)

2w Wi ST NGIE AN — M XM AEA YT TSRS, BEfE
BRI R LN AT AR R AR ESGE, A B T1EH
23], MPEIANER JIAEF SRR @RI ZR i T SL T,
] DU B PR T2 ST R LB 22 S R IR KR, AT
B3 AR KA 5 . XACE B TR E A T sl st
AT O B g R AN 4L 25 3E N RE J1 B8 e 1 IR SE LA .

R Wsh&Tge gy AWM ZaE FEE
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Background: Alexithymia is implicated in self-harm behaviors, yet the
neurobiological mechanisms underlying this association remain poorly
understood, especially among clinical adolescents with depressive
symptoms.

Methods: A total of 129 adolescents with depressive symptoms were
recruited at Shenzhen Mental Health Center. Nonsuicidal self-injury
(NSSI), suicide attempts (SA), alexithymia and its dimensions were
measured by valid scale. rs-FC within emotional regulation (ER)
regions was measured by resting-state functional MRI.

Results: Of the analytical sample, 37 adolescents met the criteria of
NSSI and 59 met the criteria of SA. The scores of externally-oriented
thinking (EOT) subscale was positively associated with SA (adjusted
OR=1.21, 95% CI, 1.03-1.43). Adolescents with SA exhibited
heightened connectivity within ER regions compared to controls,
including between the left orbitofrontal cortex and right medial superior
frontal gyrus (z=0.19, P<0.001), left medial orbitofrontal cortex and left
inferior occipital gyrus (z score= 0.16; P<0.001), left dorsolateral
prefrontal cortex and right medial orbital of the superior frontal gyrus (z
score=0.17; P<0.001), right parahippocampal gyrus and right fusiform
gyrus (z score=0.17; P<0.001), and between right ventral hippocampus
(vHC) and right fusiform gyrus (FG) (z=0.17; P<0.001). Mediation
analysis showed that the association between EOT and SA was fully
mediated through right vHC-right FG connectivity (indirect effect
B=0.096, 95% CI, 0.027-0.190). No significant associations of
alexithymia and rs-FC within ER regions with NSSI were found.

Conclusions: In clinical adolescents with depressive symptoms,
EOT-related alexithymia is associated with SA, which may be fully
mediated through enhanced vHC-FG connectivity. However, no
significant association of alexithymia with NSS| was found.

S<#tia] Alexithymia, nonsuicidal self-injury and suicide attempt
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BR: ABFF B RV R IRAS R 3 2 B B 4 fp B 2 5 577 (PTB)
F/NFRGEE L (SGA) ZIRIR AR, PLNEGA S5PM2.52 8] & B HAER
RN . FARW &SR RIEFRE (SID fEWE KRB R NER

Tk XA TR NS T, B 2 E20134E1 H1H 22017
FE12 A3THARE S IE K AR Aiit AR FEEETH P ET RKE2110
121N B/X G~ 1d. RIES5F5 W EALL, RHH—LEZ5H4E
WFeH (NDVD) Rt a0 (EVD TPAS 22 BAAS (5] I BA 1) oA Hh 4
W Tz . FEPM2.5WEHIKEE R HCHAPE RS . 24 R APTB

(F5<37E) . BHIPTB (X268 7E35-36 28 « FHIPTB (X7t
28-34JH 2 8] . SGA CR#E A EHr A )L AR EE KR dE, Z2id H Ak
BH<HE10A M) FPESGA (i B E R E<FEI[MED - 72

BBRIERR R G, K F Cox b XU Bl A AR Y i 5541 22 B Bl 4 i 5

PTBHISGAI R R . ARG TSIE Bk BT rh M ER, e TReis:
RE FiFl T RS S5 S 05 54 BAEH .

gER. WRANTERAYINT 678 863 Zid4. PTBRIRE N5.45%, M
PTBAIEHE N4 1%, FHPTBAHF N1.34%, SGAK % N13.93%,
B SGAR TN F N3.38%. A2 NDVI-500m 44 h1 0.1 A,
PTB =i PTB XU& 4% 5.0% (%5 HR, 0.95, 95%CI, 0.94-
0.96) , HH PTB X% %Mk 6.0% (%5 HR, 0.94, 95%CI, 0.93-
0.96) , SGA X[ [&M% 4.0% (% HR, 0.96, 95%Cl, 0.96-0.97) ,
i SGA KK 10.0% A% HR, 0.90, 95%Cl, 0.89-0.91) .
NDVI-500m 5 PTB #1 SGA )< REM A =N AN A% V). 787 A0
BURME ST, RS EES PTB f1 SGA &AL, 1E3AZHA,
NDVI-500kFIPM2.5%fPTB. i HIPTB. EHIPTB. SGARI™ HESGAY)
KGAFERZ HAER (P#<0.05) o AN HT 2728, SIHENDVI-500m
FMPTB. MHIPTB. HHWPTB. SGA. HJ¥SGAMJCEL 1 1EAE T/ 3N
A EL A 43 5 895.91% (95%Cl: 4.98%-7.00%) . 6.28 (95%Cl:
5.29%-8. 00%) . 5.31% (95%Cl: 3.92%-8.00%) . 5.46% (95%CI:
4.72%-6.00%) #12.31% (95%Cl: 2.03%-3.00%) -

2 XTURMBAFIF LS R, FEafbEEES PTB il SGA
RS FRAR A O o JEAE X 2 2 22 n] 55 PM2.5 5 PTBHISGA K R
BRE R, 2845 PTB Al SGA [ A0l fedk 4wt SISk .
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RERAHENLLSETIER
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2. L KFEGHFR

BR: YRR B =52 T OTCRH R4 5] i
PIXIEB RS s AL e, H BN IR MR AR R0A OTCDI F
BT, HAngr FROUVREEH. 49, mENr. s
ETENRE, HEERRETAFERRIRS], Bt & OTCD#r
YRI5 T OTCDRIG R VA YT B B & X,

ks AT R R 4K SR (Lipid Nanoparticles,
LNPs) #fk#ix AJ{kcircRNA (LNP-hOTC-circRNA) , Jf7E
21 i 7K S R AS 5L 2H M 22 f O TCD-P225 L /)N BB Y | 56FLNP-
hOTC-circRNAFA R A1 22 e BT MR 5T

G KT, TREYLLNP-hOTC-circRNAJE ] & 2 %14
OTCHEH; — kM EF ki S LNP-hOTC-circRNA I 25 F#IX
OTCD-P225L/) f iR A= J520-30 K IFE T R AN ML Z KT, [F)If
o HAR AR R EL UL A 2 OTCD%E iR & . LNP-hOTC-
CircRNATE /N R AR W A7 R B i i S 205, [N ] AR S e A 22
KRR ERIEOTCEH, HA B R4 HEKBA A Rk

ZEi: AT E R ERCIrcRNALE E R H G IT IR R, EARA
UESELNP-hOTC-circRNA%: Bu i il f5 v 2 35 RIAOTCHEH, HH
HE— 25k P 2561 SELNP-hOTC-circRNAT] & 3 23 O TCD-
P225L /AR LI RS T, FRARAET. R, HH SR RIFHKIH
AR e, R4 JEOTCDIE R VAT 1 —Fg 1) S5 mg

R DEIRE TR 26 ERRYT; BRI geKm
¥i; OTCD-P225L/) s i 7
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NS B RCE AN AETE B AT IR IR AR AZ 220 7, iz R 5
IGIRFRR 2 BRI R, FHBEIRKRTIRCR, NRcE A EREXXI
R W 1897 UG TS TR AR 4

Frk: Bl SO S IRIR R, X =R R EE R R
BN CHEFEHLIEE . BUEE RIK. SCBF. tHACBERIAMEACEE)
BT AN R T, it Sangerill FEAEBUR A, RNANIF
Ay T AR St JE TR Ak I sE ), [N ) B AT SR B ER 1A T K Bt

Wo

g8 A A, BARE T A =AFEX R REAE
REXXNEY B35 IR RARFE . 5285 3R L. AL IR bR A s AL 20 7T
ZER . JeiFE KR CCDC134 5 A [F) X Ar #¢.492G>C
(p.Leu164Leu), RNANFHE~1Z2 7 FECCDC134 4 K 554k
T BkER . MESRIERRIGIT 5, Joub® MR E % EZvE 0B B
M.

g Atrdd =R AZMA LI, 5 HrRiEm
CCDC134 % [Hc.2T>CA: s ri 561 35 AH L, #5717¢c.492G>C
AR L ) BB AR IR RER AN T RO, EAFfEZ 7. H AT BRI
W& 77 (EEAE) CCDC134F KM x0IEE, HosH|iE
Hc.2T>CA R, 265 +c.492G>CAE 57,

x48iA CCDC134% K, MiE AEREXXIA,; KA/ Mk
R
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Fik: IE1FIENPP1ERE G462 5 8L E 2 W 2 L4
S M B Bk ATARE B 5 G oA B R e A 0 2 704 1 s 1 v A
SEE SCERIR T R A R BEIVR T T &

2R, Bl HAERREHE. SR, meaEA e, K
Wi s O 15w, 2 Kbk, 28 ) L4e S skt
RE, Jofa PSRN . AT, BEYR. IRISEANATT, R
HEILOIER, MERMREIER. NP RASGEmiEE. T
RS 2, 2 E Y AR B AR T O 28, AR il
Lnl B gA TR R AL B L =B, 4EERDIRYY, BEUTHRCR
RIME SN E, AW R T J 528550 5 D)7 1L .

Zi: ENPP1ZRRF W, AEBAAFRGEIT Hir. 2
JLEABEN KA A VAT AU RE 2. PisiLE . PO ERIT N, A
FE i NOVEARBEME, ERE B AITIEAI1R 200, A5 LAY IR ARk
REXTE AR, FMBEIR YT A 7R T I 5 HL v SRR R = 1
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EX&: Acromiclic dysplasia (AD) 5 Geleophysic dysplasia (GD) /&
—2H B FBNAZE (R 4 i TB5 45 A4 35038 S5 B 250 00 28 I ms » it PR AR o B 96 7
BN WU Z RGO KRE. SR, T HE A#EHAD/GDHIG
PRBF ARS8 b, R A K a7 SR 5 T 3R M A 7840

B AEFF S 72 BB g5 2 Hr o E O FBN1-TBS 2 #4858
A5 AT S AD/GD 3 Fle RAFAE AR AE K IR IT ROR, MR RIS TR $R (K 4

Tk KRN T 8MNK R HI144AD/GD %, WE 7 H AR .
BE. B, BMI. B E . O RO R IR I S5 5. 564
BEEg TEANEKEER (rhGH) 1677 e AR & B s & s 57
(GnRHa) + FIHEMEEIRYY, BEVIHIAF15.85, FEAFALIETT 8

ZEH. 14(|AD/GD & #E AR LWL FER12.86+12.75%, Hi#t
6.77+3.88%, HH-SDSK-5.28+1.13, EEH&EZ K5
(3.25~8.75) cm, & E-18fE=5cmif) L EL7/13 (53.8%) . fiAiE37.3
(37~38) J&, HAEEHK49.7+1.6 cm. 84.6%1E3% Hi LA KIR 22,
BMI-SDS 40.74 (0.01~1.34) , HE/AERE S L N6/13 (46.2%) - SkH
50.9+1.9cm, FIER . A RKDEEFERBRIER, 56 E5 NN
A 5 LA AU n] R R AR B O . 1445 i 43y FBN1-TB5
XA L 9AE, HA i o A 4F (¢.5159G>CHl1c.5285G>A)
W R IR R I B TS B R R R R B e S B E IR R R . 8
15 £ A A OS2 R AE KB YT, thGHYAYT 13440 5] 43.6 + 2.0
F, BEUIRTK5.80£1.704E, & E-SDSSHRLMLL LR EER
(p=0.161) .

258 FBN1-TBSZE Ik A0 Fr i+ E AD/GD £ 35 K3 43 75 48 J5 L34
HIAEKTEDR .. FBN1-TBX Ik 5RARISTY, K551 2 2 R & IR 55 & IR R
FRR AR F R B, AR SImRERI R ™ EAEEM . RAEKBITEMT
HERrR MR, HATREN U B S B E SGEE AR

Je4diE FBN13L[A, AD, GD, TBSZ:MIR, IGREHME, 12EKIETT
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X H RS I o e s =A
ACANERREHF MR/ BEKHTIAT
SEFTH I ER

fEER. =, ZER
977 R RSB IR I3 4 1R fiE

HE: PPEEANEKME (rhGH) XfACANZE: R 2245 535
SR RE /D S s AR R 7 2%, AR L B e el I UR

FE: WL, BEMIERN, SRS, FERERTHIAACAN
FBRA . VRIT TR NThGHE FiEST GEG77I1E0.12-
0.14iu/kg qn) , EMWEN & &, KE. T IGF-1/KF, J7FE
FFEE34E,

BB FIENAITRTRL S S N 55 102cm(=-3.1SD), k&
16.3kg, FAEKHEE (HV) AE5cm/E, Hik6%56H . 17IT3HF
G, SfEFEENE125cem (-1.72 SD) , FHHVIRTF£E7.7 cm/
F, BW1056H, HititR S SLhRERE (BA/ICA) MK
(ABA/ACA=4/3) . 3 HIRdT i H 4 & i=17989.5cm(=-3.7SD),
FAKHEEALSem, F#4% . BIT3FEE, BHOGEEE
109.9cm (-2.5SD) , FEHHVEETFE 6.8cm/4E, Fid8%, H
WS R 5 S ERS L (BA/CA) 1K (ABA/ACA=4/3) , &
i F P EA R R

g AR R, ACANIE R RASE F R M/ B E
rhGHIGT 3G, SEtiEREAER FEXEKL em) , mHE
B et R B R SEBR AR R R, BN K N FH rh GH T g P & 68
SR FA T PR B A AR KIS T AR R R & S K AR VT i 5L
RBEARALT R B SR s LA TT 28

B ACANZE K ZRAY, EKE,; FiERME/N;, SR,
e
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GitelmanZ &S E2HREH K E >

. &
Wk REE SR E— B ER

HE: 1T SLC12A3EE [ 5= 4F Fr 3 GitelmanZi & 1iE 11 i R4
HE R i 2 b, $E et GitelmanZg A1 G AR AR .

Fik: D226 FEN Sk K22 5 22 B o — Ft g 2= e ) LEHZ o
GitelmanZz & 1iE 1 & ) LA 5T B, 70 i FL Il PRARFALE , #E4T FE R
AT, 0T 5 T AT B s S AR R AT 2K AR Al DR Bk, 4 2k PR 4 SR
AT B S PL“GitelmanZg &4E”. “SLC12A3%E[A”, Jyocs
A E e . T 5 EdEE . PubMed. Human Gene
Mutation DatabaseZi#f: = 3t 170 2R, & 45 SLC12A3 % [K] 5847 Fir 2
Gitelmanzg &1k &5 ) LAY Il PRASFAE M2 358 4% 22 4F 1

. BE1UN10Y Lo, HURIWNF 28 H AR, DMK
ME. REEIAE . Wb B8 A E 2R f L AR FE. RE<P3,
AR N T IE T « AR ARG RS, A SLC12A3%: A
exon3. exon9. exon22Z+4 Gk, Wi AGitelmanZi &k,
TR, AE AR A BURER . BE2N105 BE, NN E
SR Z J1 BEARBESRABE . DARARIMAE . {CEEMAE. 2
NEER S, BN . E<P3, WL, UIEK e,
AR TR 1R . R 7~ SLC12A3ZE: K] exon1 44 %
AR, RIFE TN

228 GitelmanZi &14E (GS) & — i e tb R Pk 1A% (1) 5
INERAR, DAREFACH PR B . (RS MRE AR RS N HRFIE
SLC12A3# [N 5GSHR . GSTE K AT HEY S ERE, W
A DAEJLE R, HimRRI 2 AR m ) 7 . AR SOK &
T FE R R RN R A 5 SCHRHRIE s 5 30 AT LA, DA T X0 1)
IR B IHR ], FEXHZ IR e T dt Rt T a4

F4iA GitelmanZi &4F; SLC12A3ZE[A; 4T, K8, /)
SiE
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S ICER MR 17 5l PR 53 #7 B B i

IS TE AR i
JMNEMRFHEALLEET 0

HH: RO RRRIAE (VA 8)LIRARRE = 2Ia S ¥

FEE: [HFYES 72010451 H £202541 F7E) M E R R B
JE a2 ) LB T L B2 oy R R BR IURE (VA BB LIR IR SR
Pl SEIG RGNS R . Y57 3 it N B T 1 g AT 2 2 T

gEB. ATHIE LR, P11, 6. HrhaplhErEA )L
w8 AR E Y, 561K HHTAE LI A2 e IR A,
5TAEIRTAAA L, BIRARGEIRE CHFE 24 ) LB RS A
&) 1 CHK SR A F L H & R K 5 TS . EX174
BEHIVDE RFATAE IS, R BT 210 A A 7Y 2[R AR S 287
Hp DU R NT, HRERT71% (15/21) . {fEfEEEHIBEV
SRR, SEEAE )L B LRREIR BN E, Hh 14 B LR
FRITIMALT:, 28 B)LRVS, MAIMEEIEEZ EAERIA
7 IR BT, 1Bt a A B LI IR RIS R B A
RS, MR B LB E MR e S, HigRED A L
15 335 ) .

ZE: VAR LIGIREZILTC I B 7k, 1mC5. C5/C2EL1H .
C5/C3LUfE M JR 7 kBt B R R I = T 2 W IVA R B R 7. ik
LB A BT i E W2 W VRIT AT . B RAR 7 AT e
B SE R AR SR T, il PR = T B vy 5o 12295 ) - 3R ) A2 W B A%
5%,

REEW R IMLAE: IVDIR, SBE: SERew: A
Ui &

A
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X H RS I NG A
MG ERFTVEMBEEEEEARFIBKZFERE
FCIFHFFE S B

XIAFR R, BR&2. Tkl ZERI.
WEE. BARRT. B HHE1
1. Pl RFPRA RS E e
2. FILRFHMEFE LER

B ). W78 LEE K /> FiE e B R e R S B RER R AR 1S
W HE AR VAR IE A R [ 2%

Fik: B Hr20064E1 H 222024452 H 2 W A iR 498 34 57
FARIGIT BAETR A OEATRE VT & FEK0-18 % B G IR R Rl Mgk
L R/ E R RTORE R A TR AE B e R 2%

ZER: 1440 SR BT Y R R RS N8.57 +£4.25%, RIX
BEI N AE#516.02+5.36%, FEITRTKRFE8H, HE17.5F, iy
BEVTI K ONT.45+4.644F . 2. KRATH40.91% H kB BB R,
KRG H—FEEEPERER LR ZR 5, 12568.18%, FbEEHT %,
EAE T AR 3KACH R 1 A4 R N55.00%, FERIAHEL
=P B RBEREE .. SRS RIIE. 4 55 REZRN
81.8%, FEXRINEIESZEENGEAMAE29%] (65.9%) & HH
—FEIMAE29% (65.9%) « =% A & A IH & B 1 e 22451
(50%) . RS ENSIMAEE131 (29.55%) . 5AHFMESHT &K ILCP
LA SEHAH 7% 5 ARRT AR G EAERE R IR, FefCs s
T EMKKE K. 6. 5HBE/MEBEZMEL, BMIIE® K EEE S
ORI R AR, MR EE R ELEEER. 7T.CPEERG,
FRAKERB MR ER AR EKERETEA EEKBMI. H
VHI = 7K TR B i Y v % A B A ] K

ZE: CPE LA G B 5 RN ENERE. = R ERE R
=L, JFEEREEN A A . N B S IR A A BRI
AEREFHAE T A AR i i — e R &R, SRl 2 EL IR T 7EBMILE
LTRSS, GHEARIAIT A BaE B LR a2 5 g F A 7 T B
Eﬁ%&ﬁzﬁ, MAE IR & BRPRAL A AL S50 &, ik L3

SR

ReE L AEDE, URER, BEE, LR, A, AR
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BXHERD S ODIMERFAH

BERBHAPESRESDHEQEFANEYERE
i B Eo 30 AR m RO B E 2
. 2 AU
KBS — B

WESEE B B R LB g i L i P e o, 8
B R YR T a4, AR AN E (ECM) S H AR, HAF
PR AR PP B A BEATL A 5 00 U B8 S AR FE AL . AT 7 E BN
TR BAAE T R w8 A RO TR

FiE: @M A s FE A i R R 1 e 4 21
(GSE162454) } B m= /b B 1 il i 2 M (GSE147390) L 41 i 4%
SN FEAE, oG, BRcE i E RS
BB RD 2 (I AT Z J 2, REEE WA ER
A ZE S, # FHUniprotll A2 The Human Protein Atlas k%
W =SSR P R i A AN . 3 HSTRING £ Cytoscape#i 4T
PP HT, #fiE T H A FIHRAIER, FEPPA X S/ W B X T 0
WLAF4EAL . oI BRI 52

SR B RN T, B EE(OPN). BRME S
AR5 B F(SPARC). b A KK T-B1(TGF-B1). H4i4:
J& & F R HIF1(TIMP-1), A RS SR EH(BSP). 11
JR & Ho18E(COL1AT). VAR5 8 Ha28E(COLS5A2) % 7 ilh B H
e R AR e dl e B B mR e CHRE/IER RiE &
>1.51%) , HrOPN, SPARC, TGF-B1, TIMP-1T1] 3 kit NG
ARG, FIBEHREE, X85 WEAEOIFECMA R IE K1
SR DAY, mA&TEOIEES. &S

8. OPN. SPARC. TGF-B1. TIMP-1{E N ihEH, #
RE A H RS2 O R T BE IR IE 2 — . IX T 78 B 18 i Al
MR AEYIbR EW,  SohE PR R LoOo ML A8 S XU 1R T - A

REW HARE, VRS, EVERZESN, OULE4El
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Bt 1. B H2. MEMAE2. TRA2. 4Fm2. FHRA
1. b KF IR AL DA E P
2. KRB AR ER

H i 34/ Cheatham-Platinum(CP) 78 & 37 227497 ) L3 J5 & 1t
FENk4E % (coarctation of the aorta, COA) 24k % B
T2

JiE XT20/120064E1 H £20244F 12 A £ F 8 N RER O )L
Rl 52 CP7E IR S B N AR ) L2 JiR & 14 COAJR 51 31 47 . 25 T ]
i, USEERTE B IR TR, FARUAARIGREV R, PRI
RATA JG EBNKE ST A LA I RAE R AT L. 2H TA] LR
[IWaYE N

ZEE 2015 B B I NCPE RS 28, Hi R I % 100%.
HAFEWR12% (8-15%) , HfifkE44kg (15-72kg) . EIZIEE
95 7 BRI AE 1K % R §149.4 £ 26.6mmHg T AR S5
4.2+5.3mmHg (t=7.429, P<0.0001), #7 A B2 AR R
8.18+11.87mmiE N & KR j516.95+5.41mm (t=-3.19,
P=0.0048). frA EFEMEASCE)E, MEEEE M, LB
I HART141+19.5/81.5+17.6mmHg, R J& 4 &
122.5+10.6/76.2+7.0mmHg (t=4.466, P<0.001) . Ei%|3f Xk
E3%, WIEERESIROE 1, ALBE Nk A, R
B4, SFIBEV2.74F (0.5-124F) |, 1641 L& 4E 775 1F % 5 [,
45 (20%) WEapshlikEiin g, FReAaE3G], HA 14 TR E244
HE 2 —Iky5K, n26) b, FEIRYE k223 <20 mmHg, &
RFM; A SR E R, 8HIEVI14ER CTE R SCHEN L
. TolbiEd K sh kI KA

g CPE I 2R IT JLE R K MECOAZ MR, FH TR
I, 378 BARCR AN H R E 17 75 B8 RREAS I BB K R BE 17

RwE LAk O LRE: JLE
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- AETE:

X R 5 DIMERFE
E TR RBREQEFHRIN DA EE) 5
I & 5 R B9 53 FHL§l

AR, R E
FITAERRE = AR ER

HE: )& (Kawasaki Disease, KD) A% o5 FRAHL ] 2
S REEIE S ME W RS, B TSR L E R R
DI EFEIT R o ARG IN AR D) bR B = X T Re S
HER IR EE ). ARRBERE AL IS TAR  (proximity
barcoding assay, PBA) HEiARMALA 5> Fi%, THiKD I 2K 2k
R 2R bR SR A IR IR RIZ WY, 30U bR & 5K A A HoRIR
R AN IAA Y B 5 KD bR B k4477 1 SR B, $2 T KD Il IR 12
R, NREFTEIT St s kYR

ik

1. NHFEARS AHITHINS] (105IKDAT 1061 % /D A58k P 1)
(30BIKDAIZOFINT IR , i@ PBAR ARBEE L4824 > ik KD I
WANMEA T E REH R KNI RHEEH, @2 EORREIZHER
T,

2. XF AR R, TR LL ) S AN IR B
HRIEE,

3. & TKDIM I b A 22 7 i 2 i TKEGGHIGSEA 7 #7 -

4. KD % REFR S A LR 2205 CDAMUAE R 43 A

5. CD8A+#MIMA Dy Re S uE S8 73 VU AH . 2 X A A
2. CD8A-SMUAHFICDBA+IMMAL . 7 H L5 A PE48h 5 i
M. CCKEAu AR MLE /15 RIJR SL I8 R I 4 i #2 g
Annexin V/PIgx €, iz 40 1,

. \\

//Ji{::::i:i::ffj§==;;;==::




TN TREE¥2ILNFFAES
N EF-EEBEXEBERIHZAHTS

N T e A
X R A 56 DIMERFE
ZiR:

1. B FEH] I BA B ANEGUE A% H, CD8AFEKD I 3% &b s {4
BIRNZERER SR T HEA.

2. CD8A/ZCD8A+/MNMARI KRR H; CD8A+/MNBIAIEKDH
w2 Nifl; CD8A+/MIAMA T ERIE T CD8A+THI M .

3. CD8A/ T it I 41 ffu % 2215 5 1H BE E KD H A 45 S HEAE H

4. KDH', CDBALHEM-Cx MM AAMMEITIFER. Fa=R
= 21130 o G 1104 Y N 11| AN AR ok e v 2R K (R
E4nfuZe B 2 Ao SMaiAEiEHR,

5. M3Z /M CDSAE H 2 W AU REAR T & G K FEFE E W
(AUC 20.92, SN =0.80, SP =0.80, Accuracy=0.83); M PHE
EHIZW AL, Numerator: exp (14.17 - 0.00011 * CD8A -
0.013 * IL2RA - 0.00017 * CR2) #INumerator: exp (0.088 -
0.00019 * CD8A - 0.011 * IL2RA + 0.0085 * DSC2)J fit 5] I i
eI SRR AUCS 0.96, SN 20.90, SP 20.90,
Accuracy=0.92, ] LIHETHCDSARIMKIZ K %hE; CD8A+4NI
PRV FEAE A 7 BA F1) RN 3641E BA 1) A 2 B B 2 B sise (AUC
>0.94, SN =0.97, SP 20.80). 6. CD8A +4 M A ¥ T BE 16 IF S U6 -

(1) 5HCA L, KDA4uME /1 8% T FE; S5KDAL,
KD+CD8A-4H 41 iE /1 L ie & 2 5%, KD+CD8A+Z 4 s /18 &
#hn, (2) 5HCAE, KDHAMTFRE 1 E#E T4, S5KDAH
b, KD+CD8A-H4ifi#He /1 Eie % 2%, KD+CD8A+Z 4 il
TEe 1EE B, (3) EHCALL, KDAHZHME T /K53
i, 5KDZELL, KD+CDS8A-HANMFE T /KL RE E R,
KD+CD8A+ZH 4 i T- 7K~ 2 2& H %

g

1. CDSAFICD8A+/MNIMAZEKDH i3 N, HAFIKDIG K2 W
febr B EAHIS, W RES N KD R 2 W g bR S8 .

2. Numerator: exp (14.17 - 0.00011 * CD8A - 0.013 * IL2RA -
0.00017 * CR2) #1Numerator: exp (0.088 - 0.00019 * CD8A -
0.011 * IL2RA + 0.0085 * DSC2) W /MH &4 AT PA$E ;=5 CD8ARY
G R IZ W T RE .

3. CD8A+#MiMA AT AR FHKD e ik N Bz 40 B 199G 77, i am T
R 1, FEFRIREETIKE .

eI IR, AR, MLEsSES], aRkdAh, 2l

. \‘




EXHEFEATRRE

IIERRARAZLFEHERTHR

AR
A AL R BT

B UNETLRH (Patent Foramen Ovale, PFO) k4EZFRZH
25%~30%, H.H122.3%~64.3% 1 EH A EW=kIE, 2163%MEE
AE B RAE L%, 40%~50% )95 61 5 kR 425+ (Cryptogenic
Stroke, CS) %, IEFEW R S, PFORIEF LA TE KER, HAE
B G2 % BUR N PFOJR B =k, tHRE a5 &84 sl APFO &35 [k
=hEfRe 81, HELEPFOSLM. ka KCSHI R NFN, #
16T RO AN B

BH#: PP JLEPFOI IR TT AH AR R S I R I 3R 22 4= 1k

Tk EEMEIEE20174E1 F 22202448 H AE 3 ot R ™ 8 g S
ANBA iR R Sk 2 B AR 4 52 PRO 34 R 111100451 J L2895 1 4E I 7856 B9 5¢
AR JERETT . H 5549 (49 %) #l, %51 (51%) #l, Fik5~18%, F
BIEER13.4+2.9%, FALEETIIE20.0 (11.0~29.0) N H. PFO& IR
LIE83HI, PFOAFHAHIRRF Sk &E126, PFOAIFEMIZE 541, LK
PFO& It f=kJ B ) LE AR AT G KPR 3 ko BB, SR
it EEE (Numerical Rating Scales, NRS) . Sl & &
(The short-form Headache Impact Test, HIT-6) 284k, LW PFO& It
Skew B )LEEAR G L =EGFER (A screening version of the
Dizziness Handicap Inventory, DHI-S) 254k, MEZPFO& J-Mi2e )L
P2 G R TEDL. B R L NEMR A S e e, beas i 4 18] 52 v Sk
MR R, TFPFOSEEAR I 241,

GR: AAHILES FEPFOHEARMRINEIS.2%, Af—idt=
EYEOENEE R AER2.0%, AERINFHIKEREF1.0%, AOLE R
K418, POLEME 7534280, FALEMFEHFRFRFI10.73Gy-cm?.
HEEARIE W IAMETS (90.4%) 5], Hrbfki e 22341, o
ef521, JTLAR8H . HIEARRF G IR H fhkIm & AEMZE .. HIT-61F
73« NRSIED Z R BE G F2 . PFOS IFAS I R AL 2 B L2 g1
B, ToMEA, HIEAREDHI-SESZR BRI %E X, PFOS W
SR M Sk BB LI SL s 5B IR TN A 2. PFOA IR 2 i (1) 5451 22 L7E Bl v
IR A E K

gik: LEZFEPFOREEARI KD, ZaniE, 2 FEPFOLE
AR 25 2l 2 B0 LI =Rk . tbah, EIEPFOIE AT ol A B i
PRl k7= 28 LPRE IR

KB JLE PESLRA ABEECRR fWom BT
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Ny EBEF-EEZERABRILBZEAHIS

- AETE:

X H RS % DINERZFE
SERIFARBIT ESIRBEESHE RO IERRE 79
51 &8 Fpls [E] BT 53 4
=3 Lok

JMNEMRFHEALLEET F0

B B 2h R8s % & 9 2 O ERE T 1 FARIG 5T RUR .

ke Bl 8T 2010821 A 19 H—2017 £ 9 A 7 HT T
PN 2 ) LB B 7 A O B va I 1O 6 Sl ik 4 78 & 5 5 4% 0 JIE i 7
79 B LR IR ZERE, HAr 5 52 Bl 2 27 %1, FAAER 71 d,
HAARE4.3 kg ARETEHAEE 26 6, RETREEE 7 H.
KEEIEFTIONE, Ay Rinv)&Hia Eashikd4s s, [H
AL EE A IR D ERSTE . BT TR R — AN RHE T 5 Al .

G, R EIEERN A] 18 (13~28) min, Hi{iEZ)
ik BE BT 18] 62 (15~199) min, " AARAMEINESE] 145 (71~
674) min; TR JEHUGESINE 72 (9~960) h, Ff7ICU
WA A] 144 (12~1944) h, T ERRN Al 24 (2~93)
d; FHIFET: 9 5], WRMASET: 5 4] HFR 28 1], HEHL4EAE 10 H#i.
FENKGEAEBREZAEARGHE N, @R MABME. C-xM
HH (CRP) . ARAUE/KFAERGEHE EF. ST H
FHEL, FETCH A ARHT AR f5 BRI Z i S A B I8, AR5 B
ZIWisNik (BNP) #1 CRP ¥,

8. WE I EFTR—P0F, Y Kl &48 6 3 50 ik 4e
2, [FIAEEHOER, IS RGRE R . SonsE
AR, B NEEE S R BNP Al CRP /K°F, A ¥R

SR SR IELIER EEIKAEA S A LI SR AR
T




ZH 4R =AY
CXHERD &R R =H

ARAS ZEXMEH MR E/ L ERA R ERERENR
2. RERFEMEFBREGEM: —aErEEASIF R
MEF. RE. FR2. 33 BB B HHEIR.
RER1. VR BLAEMNT. KEK4
1. BINTI)LE E R E NH
2. WY )LE & B s
3. WIN )L ZE & Fe s KA 5 =
4. A0 E o e 2 A o T

Abstract: Tuberous sclerosis complex (TSC) frequently manifests
with epilepsy. While sirolimus is widely used, its impact on coronavirus
disease 2019 (COVID-19) vaccine response remains unclear. To
evaluate the safety, immunogenicity, and efficacy of inactivated COVID-
19 vaccine on the children with TSC on sirolimus, we conducted a
prospective cohort study (July 1st, 2021-April 1st, 2022) in 117 children:
43 patients receiving sirolimus, 18 patients without sirolimus, and 56
healthy controls. Neutralising antibody titers were measured pre-
vaccination and at one and three months after the two-dose vaccination,
with adverse events monitoring through follow-up. Infection incidence
was assessed via questionnaire. The primary endpoint was
seroconversion rate, with secondary endpoints including neutralizing
antibody titers, adverse events, and breakthrough infection incidence
following China's December 2022 COVID-19 surge.

Results showed significantly lower 1-month seroconversion (75.0%
[12/16] vs 98.2% [55/56], p=0.001) and reduced antibody titers (median
102.1 vs 213.1 IU/mL, p=0.04) in non-sirolimus group versus controls,
with declining trend in 3-month responses [44.4% (8/18) vs 54.5%
(30/55), median 102.1 vs 213.1 IU/mL, p > 0.05]. Sirolimus group
demonstrated stronger humoral responses versus non-sirolimus
counterparts: higher antibody titers at 1 month (median: 168.9 IU/mL vs
102.1 IU/mL, p = 0.029) and 3 months (median: 38.1 [U/ml vs 15.8
IlU/mL, p = 0.011), with trending higher seroconversion [1 month: 87.5%
(35/40) vs 75% (12/16) (p=0.259); 3 months: 67.6% (25/37) vs 44.4%
(8/18)] (p=0.1). The vaccine good safety with mild breakthrough
infections. The vaccine elicited attenuated immunogenicity in non-
sirolimus group, whereas vaccine combined with sirolimus may provide
better protection against COVID-19.

4&ia COVID-19; vaccine; immunogenicity; efficacy; tuberous
iclerosis complex; sirolimus
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EWW1. GE1. 272, /N1, BEE1. THEH*2
1. NERARERBEEALI)LEET F I
2. WX ARFHF B

Introduction MLC1 mutations leading to the decrease of MLC1 protein
were confirmed to result in Megalencephalic leukoencephalopathy with
subcortical cysts (MLC). More than 30 MLC1 mutations carrying premature
termination codons (PTC) have been identified in MLC patients worldwide,
but the exact molecular mechanisms of them on the pathogenesis of
MLC1 remain unclear.

Objective To investigate the role of nonsense-mediated mRNA decay
(NMD) in MLC.

Method MLC1 gene mutations including one hot-spot mutation detected
in Indian MLC patients (mut1:c.135dupC) and two mutations
(mut2:¢.594_597delCTCA), mut3:c.962delG) detected in Chinese MLC
patients were selected. Clinical features of patients were analyzed.
Recombinant plasmids expressing wild (wt) or mutant MLC1 cDNA were
constructed and transiently transfected into HEK293T using lipofectamine.
Cycloheximide (CHX) and UPF1 small interfering RNA were used to inhibit
the translation or the nonsense-mediated mMRNA decay process, separately.
Expression of mMRNA and protein of Flag-MLC1 were analyzed by QPCR
and Western blot.

Results Macrocephaly, developmental delay, and abnormal typical brain
MRI were common manifestations in patients with mut1, mut2 or mut3.
Clinical heterogeneity was described in Indian patients with mut1. Patient
with mut2 (GMFCSII) showed slightly poorer motor function compared to
Patient with mut3 (GMFCSI), neither of them had motor regression in the
long-term follow-up study. Cells transfected with the mutant plasmids
expressed significantly lower levels of Flag-MLC1 proteins compared to cells
transfected with the wild plasmid. While, deceased mRNA was detected only
in mut2. A translation inhibitor cycloheximide(CHX) and UPF1 small
interfering RNA (UPF1 siRNA) significantly increased mRNA or protein
of Flag-MLC1 in cells transfected with the mut2.

Conclusion NMD is one of the pathogenic mechanisms for frame-shift
mutations in MLC1 gene. While it does not determine the severity of the
clinical phenotype.

18 Megalencephalic leukoencephalopathy with subcortical cysts,
MLC1 gene, frame-shift mutation, nonsense-mediated mRNA decay
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EXHEFEATRRE

10 AR R USIEE A ERAVE S A R 2B JLOALEA
HAVROFFIE R B R 54
AT, Ap4F2. BEEA. 2F1. MR X
1.l A F AL A E B
- 2. # LFARER

FERMNE A R (Duchenne muscular dystrophy, DMD) & —Fh# ¥ W,
PIGEB R EIRAEYEN L . B T ERUIZ R, 2R RO, SFECOILE
$eth, HWCANDMDEEALT-H EEAK 2 —. HAEiWIcDMDEARE FB, Ktk
FRARAR - E IR 902 Wi I K sk = 0o R 21 28 AL 6 20 DMD 2 LI Tl s 140 22
B, KRR B AR T O IEIR G R OIS E. Vb SRl T,
ﬁj\ﬂ;?{l\z/lD%)L‘bﬁﬂﬁéﬁﬂcE@llﬁ%ﬂ%ﬁ&%”ﬁ%%o

5] JEi 4 43 AT 455 DMD I B8 LEFTIR R B2 8L, - [FIHAT O AERL YR (Cardiac
magnetic resonance, CMRD) fui#r. tR#E4ELFIIER %/ (late gadolinium
enhancement, LGE) & G- E/EANAE L ONLT4ELL i WibaE, 53 ALGE
AP R BHMEZE, R FH OS50 20 BT 1 2L (R I PR AR AIE S CMRLCy D E S B 22 5 5
X Flogisticla] V3 43 #1#f 78 O WL AL BT fa e IR 2, 8 S XU TR AR 7Y,
JFLIROCHIZ (AUC) . Rk il 2k fxHosmer-Lemeshowdbl &40 & 6 56 1A
%-:fjiéﬁé; [5] BF 23 AT IR PRFE B 5 O T RE S B AH O E

ZR

(1) 45{DMDE )L+, 354 (77.8%) CMRIK H O HLE4E4k (LGEFH
) . H5LGERAMEAHM, LGERHMHFRE K (12.60+2.01 vs
10.10+2.96, p<<0.05) . Wi/ L5 & (114.09+12.56 vs 106.20+5.87, p<
0.05) . LDHHE{K (386.00 vs 798.00, p<<0.05) . IVE!RJE (71.77+15.46
vs 54.13+9.53, p<<0.05) }CD3+CD56+4H/fl (0.97+0.68 vs 0.30+0.21,
p<<0.05) FH. LINEESH (AUFELVEDV. LVESV. LVDD. RVDD.
RAED) B2 75 (p<<0.05) , #ZnOIRE N,

(2) FR R OUA4EL M GG &R (OR=1.74, 95%Cl:1.04-2.92) .
T ST TR AUC=0.771 (95%CI:0.595-0.948) , R 85.7%,
it FE70.0%, FOUERE M EEARTRIIMERA T (Brier score=0.006) K.

(3) IL-1B5LVCI. LVSVEEFAHIE; IL-12p705LVDD5%: fiAHoE; Btk
0 S5 LADD 1A 5% . LVEF 5LVESViRfiAH% (r=-0.82) . 5LVEDVHJE
AR (r=-0.65) . S5RVEFHEIEFE (r=0.68) (¥p<<0.05) .

g

DMD i JL O LA 4EAL R A R =ik T7.8%, SAERMK T EM L, fEEi)E.
LDHFEAS . IV 5 K CD3+CD56+4H it T 5 & 5 15 W RS GG R &,
BT HA PRI S RE AT IL-1B. IL-12p70. Btk 4ii 5.0 ohfefebr
SIS, ENANEIEZ%; LVEDV. LVESV. LVDD & RVEF 2 vEfir
If R DI BE T P E R BECMRIFE 7

K AL IRIVEFRA R OULLF4Efl; ORERIILIR, ALFEiRmtk; 49

— -
A VIR
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\J BE=REERABELMNERFIR

- ETE:

SHgR A
o SCHE R 4 5 S R =H

JLEMOGH 8 £ B 5 B3 STk 8

R JR* X fe
Al R E T

HE: SRl /D R 4 iahE & O Bk E A G (MOG)
PUARF IR IR IR SRR A BRI, 18T TG .

Jid: WEE 20224E8 H 202543 F 78 P 1l T 5% [ [ ) L
2 WEHMERE 56 MOG Hui a5 B8 ik R 7k, Rt
[ B 53 A

gER. 5L BRI LA, R AIER AT (2,
12)% . 54 ) LEMOGHUAAH IR B AR —3, 1B IRk
VERIU B RAE, 1518 IORAERBUNI I TR, 36 R AE
RIS BAT AR A BRSSO
BEH . KWL B % (CCE) . MMA R, 56| HE MKTMOG
PRSI RAPE Y, i E 200 B3 I IMOGHUARRHM: . AT A B
BHAT T LR B (MRD 8 B MRS, Sk
MR ~46E LA N 2 KRk, 1R s 2 R, 50 &
BB R, SHIEBILERZ T —RIGIT, WREkE.

G0 HoE DL E5H1E 5] B 75 SR I PR RIS 12590 AR,
TEIRIRIZIT e R Bz, Fi2W, HaaTr, WiBiR R, W
DI B RAE S B ThRE RS 2

SR MOGHUAM RPN PUihE /D> S o 40 MObE 2 1 S
REEGHUAR: T2 2R G0 R A I #H s A2
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X R 5 Rz 4
BRI FMIERHFKCNT1 p.R3I56WEEH 3
TR FEEBENH D ERR
2% /I
IR AR

H

B BB ) LB TE R (EIEE) & — Ml S & sl s, 17N
FFRLTIRE G . S HMEVAR T R I A M358 20 MR e R A, B
HH BN SR 5L, 245 RIRILEIIARE . T REFTF IR
H HT 0 8 20 5 R R AN B R DB R R, KRBT K AW
BHEE S ARG, XN REAAAE 7 N E B EUR A . A
T H J 57 80 X —ANBUR ) R R B ) L 4 g (EIEED
JeUEFE WFER 8, KIAFAAE — M B Tl E KCNT AR R 18T
B X R p.R356W, XM 5T H )2 76 77 A 1 kil _E B 4
ZRAAXMKCNTE A 45 KAz e a2, BHIKCNT1
p.R35§WJ§§%ﬁﬁElEEﬁﬁﬁﬁma‘éﬁo

DaRrS

1. f#i FHPubMed. Science DirectflfE £ \ 28 & 18 /R it 4%
(OMIM) £ 4 EXTKCNT AR R AT kA 2=, I A Uniprot#
Jg/%E (https://www.uniprot.org) dui KCNT1& 8 7 5171 2%

2. [FHZ A E RS T AXSKCNT p.R356 W K R A4% 4T
A EMDHT

3. [ FHGERP T. A KCNT1 p.R356W 3 K 2 25 #H 4T (1 s M 79
thr

4. i HSWISS-Model [F] {5 2215 T AXTKCNT1# AR H &
KCNT1 p.R356WRAE 7 & (it 47 4%

5. 1f FHYASARA ST KCNT 18 4 7 2 19 SZKCNT1
p.R356W A% M 55 [ 1 = 3 R 1) Fr) A Bt AN s /K B ) 22 S 128 AT 4
7o

6. 1 FHHGROMACS {4t id it 7375l 71 2 L KCNT 1 By A= 7Y
HH MKCNT1 p.R356WRAL I B 4 B 4554
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- AETE:

ZH 4R =AY
CXHERD &R R =H

ZE
1. THAEYE R T A4 R: REVEL: LB (0.261), SIFT:
damaging (0) , Polyphen2: Possibly damaging (0.881) ,
MutationTaster: Disease causing (1) , LRT: U (0) ,
ClinPred: 0.99679273, MCAP: P (0.16411916) .

2. GERP L E/ 45 E: GERP: Conserved (3.16) .

3. YASARAMF T & . M TKCNT1H AR EH,
KCNT1 p.R356WRAZ Y & [ AH R M AL R < (R I ESIE Z2 1
BB T

4. sy FEh e e se , AT KCNT1 8 AR R
KCNT1 p.R356W R4 4 & H 1325 2. /s RMSDE F- 5

510

1. ZMENEEZ TR LR HKCNTT p.R356WEH [H
RAFE,

2. RSP IESS B8 HHKCNT p.R356 WAL T /5 B {5 57 [X 5,
R R R T AEWTE AL A, XSS LR B, A
Vi 1t 2= 52 B 520

3. YASARAH A4 #r15 H E S G KEERI AR, AT BE 2R oS
[ R R AR AL, AT 20 28 5 S5 /A D e

4. 5y 1B AR S8 AT 15 HKCNT p.R356W R AR 1 85
A8 e MR T AR T R B

5. KCNT1 p.R356WHL X RAF 2 EIEE & 1 0 & 4],
KCNT1 p.R356WHE K 58247 1 1 52 M KCNT 185 H 1 AP vE 1A
g TE S R %, SEIKCNT & A 450 e e 1 K ThRe Ak,
T I A5 4 22 G 201 B 4 O R PN A B B T K AR AL, SRR R
i%’”}%ﬁc, ) EAH 2 TO gl A S R, AT S EREIEE S5 11

s

g R g BRI P i ;s KCNT1; SWISS-Model;
YASARA; 4313 ) SE 0
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- AETE:

X R 5 Rz 4
FEENEIINEE N ABERRFIILERE S
R A

LT E. BT HE*2
1. RET A FRER
2. A ANRER

B KA G OARBE S 2R LB R 1K B S
(intellectual development disorders , IDDs) Rt &2 A

Jk: UEE9641IDDSCUEE JLE, HA B 16541, Z314l,
AR E2 N H ~75 2 8. IRYEE R (Intelligence quotient,
Q) K, KieibE o NREZIDD (1Q A 50~70) . HEIDD
(IQ  35~49) . HEFFIDD (1Q Ny 20~34) . tHEEIDD (IQ
N <20) o JEId G OARGEE SR XTIDD ) LE 34T 5 LA AT,
FEAT IR IR R34

gE . 7E15611DD )L oA 2 #% L5245 5% (copy number
variants , CNVs) 7%, % 815.62%, HHH kLR 5
53.3%. 1351 & 3 il 21 Eops 5B T e BUBR ICNVs, 261 5 &
XA, 0 ERaA22, 16, 9. HA 120 KA &k,
580%; 3BIKIMEE, H20%. CNVsHH & WK N22911.21
BRI ZEE R4, 16p11. 28 KL E1E3 . 1541 & F 9% A
BIEIDD, 41| yHEIDD, 2| yHEEIDD. [A—FfCNVsH:H ]
BERMUAFRERE )X ERENE. 86.7%HCNVsHH E#H
PG IRRZLBRIDDAN, IS FEH AL a8 BB E BN A AE-
PMRE 13 £ BEAG 55

ZEW . et RS 51 4 BT aT VR NIDD ) L2 95 PR 2 A 0 A =5 8 T
H, Tl HCNVs R, HHEHkEREZ, KICNVSEE 71
BHZ R AFIDDE— IR E A,

SR B R Y AR B4 T




FREEFSILBEFEZRES
EFZRERRXBRILMZAHITIS

X R 5 Rz 4
ARES BFRTE)L ERRFERS IR
I AR Rz 53
FOE. AL TR
FRER A% BB
H K

AW FE B A B B AT JLEE R EF IR (SE) BAFIIE R Bk, FREX
K%ﬁf faR 2R, B PPSAFEVED &R AT SE &)Lk i HUE FI3EE

[E] P44 T 2013 4F 1 H & 2024 4F 12 A1) RIERRSE B ERAE R 1A
JTH) SE B LR IR Bk, BRI B ILEIN OG22 KRR R, ik HH
R R 5347 — 7% Logistic 14047 . (2 R% TAERHEMZ (ROC) 1Pk
zﬁl;»%\%i%a@%mu JLEE SE TilJ5 M3 RE .

ghe,

1AL TR B N AE T 4% BE: END-IT &R %GR, & T (AUC)
5 0.951, PEDSS &Rk (AUC =0.917) , Ifi STEPSS &£ Ak
(AUC =0.673) , END-ITEX 5PEDSSE XMt ER LG ITFE N (P>
0.05) , HIHMETSTEPSSER, EZRIHAFGIT¥E L (B P<0.05) . F4H
ER T, KR SRR E % EE: PEDSS+END-IT (AUC =
0.966) , STEPSS+PEDSS (AUC =0.931) . STEPSS+END-IT (AUC =
0.956) % STEPSS+PEDSS+ END-IT (AUC =0.966) , &4 6% %%t
2E N (P>0.05 .

2 VPAE TR A0 S A B 4% BE: PEDSS &R hei = (AUC =0.843) ,
END-IT &#& % fek2z (AUC =0.740) , STEPSS E#ztftim{k (AUC =
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Circadian Rhythm of Epileptic Seizures in Children
with an Acquired Brain Injury
W=
M ERARFRILER

ABSTRACT

Objective: This study aimed to investigate the Circadian
rhythm of epilepsy children with acquired brain injury both
younger or older than 3-month-old.

Methods: A total of 60 children with acquired brain injury who
later developed epilepsy were included in this study. The
patients were divided into two groups based on whether they
were injured before or after 3 months of age. The timing of
seizures throughout the day was recorded and compared to the
circadian rhythm of melatonin secretion.

Results: The study included 60 children with a total of 386
epileptic seizures recorded using a video electroencephalogram
(EEG). 30 children had brain injuries before 3 months of age,
and the remaining 30 children had injuries after 3 months of
age . Seizures were found to occur more frequently during the
day than at night (P<0.05), with a significant peak between
17:00 and 18:59 and a dramatic decline between 03:00 and
04:59. In the younger group, there was no significant difference
in the distribution of seizures throughout the day and night. The
peak seizure times were between 17:00 and 18:59, and 23:00
and 00:59 (P=0.02). In the older group, seizures significantly
occurred more during the day than at night (P=0.036), with a
peak between 17:00 and 18:59.

Conclusions: Children with acquired epilepsy have a strong
tendency to experience seizures during the day, following a
specific circadian pattern. This study established a rhythmicity
of epileptic seizures in children who had brain injuries.

Keywords: acquired brain insult; epilepsy; circadian rhythm;
children
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