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N, ZOMNT5%EL BBEETH S, CKD EBEITRT
HERBOAHIZIERTHY), ENIIH L TZEFT
VAEM 2 KM OEEE RSN TS, 2D L)
2, R RERED R, BIRERENEED
QOL #F L {KTF &4, FAEALEREAHEZ L
Bl 95 CKD X, f8FE M7 Unmet Medical Needs @
WRERD—DOLEEZ b,

2. CKD MifiREE
CKD DJFEEX = A 4 & L TIE, —HRHEOH

ORI X A MRS, BREFES T ST RHERKI

L EEENER SN, FaSHliEARBRIEA L
A, BHMAEREE, HEORBELEICLI2EL5
MifamdsE S Mt A FRT A LICLD, BEED
Vicious cycle (CEJEER) TR S, BRI FHE
EEAUTHE ) BRIESEHRICET T EA LN
TWwa [2-5]c BEPRIHR S ML 13 CKD OEFEAT
by, WMELITLEIE D, $72, REREISHNZ
[gADERHT L L2 RRE LTHRIET 2 RIRMEF
9% (IgABIE) 75 CKDNEETT L4568 DS\,
BEIE, L 72 B AR LI & o CRIML L, B ZE
Max <o

ZOBEREE, Wwo < DBEZHT B ILKFIZB TR
5 (K1)o WKFEOKIZEMIEAE, BFIITLEo/
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KETIE, BT TIEW ARV, KON TERYE
B RDEGS> TWABETNH 5, T, BlEIZE
WTIE, FIEOZETHILOBRILA b L AHTTEL
HIIERBE DT L C WAL T A EE R 4,

KAR Z AT B A ITM 2 3 KBS LETH 595,
HHEIC BT A K, ThabbBEBUERETRRESES
WL, 74 NVARHIE % EOFRED b D Tld %
<, FEMIMRZEME L7z % » 7327 8 (Damage-Associated
Molecular Patterns (DAMPs) 7 &), #KH({t (AGE
1t) & N2 8, HiHrVIdREHELR L, SEERNE
DOHEAROR: A IRZBEY (DUF, "Bk 3" Lf535)
WHLHRBDTH b,

3. CKD EF/ILEME %

Hil L7z X 912, CKD IZXF$ B8R 2 G0
FFIEEHE Th b BHFESLHEROFFEN I IR
BETNVEYPLHEATHY, @EIEYT A, Fv b
L EDITFSHWEOET UL b, Ll
BAE, CKDIZBWTIE, b b OFFIERKBORE
BB HHT L) ETVICZ L, FHIRER
% £ 77 )l (Unilateral Ureteral Obstruction; UUO) *°
5/6 B A AT, B B v ik I T EE G4 (Ischemia-
reperfusion; IR) 72 EVSHWHNZ DS, Wil d BE#
MLz X ER SN R Y, —HOBEOHEHTIIX
BLTWBYS, fik L7z &9 % CKD O#E % iRiEA

A 5T - #RHEAE

K1 CKDIIWwo < WA FTHINKFEEUTH S
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He, wol )& LMEETR ECRAOERAY
HHLTWLEIEEVEEC, 202 L7, CKDOW®
EWREEIEORSE ZFHEEIC L TWwa RELRERT
hHrEEIONDL, ThbL, FEHEEOLT, Fo
BRI & B EERBROERD, ¢ MEE TOEKRR
BCHHSNZVWIEAEDSLVOTH b,

Z9 L7z T, #2320 CKD DT MAITE b
ZNELCHEPLTEBY, BABER I TIEH
154F, & b CTIdH 30 SEREE CRW CKD & 7% 0 R
FERERDSRIET B0 COMDEREATF—TIZFOE
SEE 12 X - T, B b Tk E I2KDIGO (Kidney
Disease: Improving Global Outcomes) (& % AT —3
S (Gl ~5), * 3 CIEEBRERESRRZE 7 v —
7 (IRIS) OED D AT — 44 (IRIS1 ~4) »H
WHENS(K2) o b R ACKERED AT — VT,
E M TIEEN S L IEERMBAIC X o TRBIELEK
DOFEMELGHRUEETH LD, AIATIEINLDIE
BREDN— K TIE W20, PEPS 1 EREOR
WTHRPDO R TIDTHVIRBIEIZ L > THET S, b
FTh, BB EZT o 2E, R
Wbkeb, £72, CKDOWREA I =XLb L
FETIHIFHBLTVSY, A2 TRFEMEEEZ
ERNET DL CKD IS EEZ LN TV, L2 o
T, CKD DETIVEMHPHLEL L WFIZH->T,
T3 PO CKD 2 HETAEN-ET NV THL LE
AbNb,

FLRE W L1, 230 CKD DREERIN L M %
OO REH L TEHW I EFAS5NT
W5 [6,7]c & hTld CKD DZEIEFIZ 10%HI T

HY, MOWHALETLLE > TWAED, 2 ITDH
40%75CKD £ZMWrEhTwb, LaL, ZoHFE

HEDOAFAARKRZZOAAFEDTXRCOALAIT
DEETHDHDT, EBO CKD BEAFITIKIEIZEN
CEDHEE SN, EBIIZITEAED R ITACKD IZ
METLEEZEZOLNTWD, EBIZ, A IDENE
LT, B WREHERERELE A TRD S
W [8], LA L, T CKD DREEFRDPEEIZEW
JERIZOWTIE, EIEBER LS OWRHAIEZ S
NTWizhs, EBEIZIEES ARBATH - 72,

4. Apoptosis Inhibitor of Macrophage (AIM) D41k

TIREICLBMAEER

AIM GEIZET% cdsl) &, 1999 4RIl (48%)
SI2Eh, Bw~xra Ty —TVOEFEYR— T
Ly o287 E LTINS [9]. AIM I,
g 7 v s—fila e EHE oMk~ a7 7 —2
WEAET D, F100HO7 3 7 B S5 A 7%
Bt %1 T 4 B & 1L % Scavenger receptor cysteine-rich
(SRCR) F A A UH 3Dz 5% L7249 40 kDa D
My 78 TdHb, SRCR FA A ik 6~ 81
DYATA VREEEEHR, TNENDOYATA VR
IR AL VHTT AN T 4 FESEIEKR L, B
R R L TV b, AIM IEIHFLE SIS
ETED, THILERAL DT ANT 14 FisE
WCHWeNSE L AT A VERIEOMEILEE IR S
NTBH, AIMOGTHEE, VW TIZZFoMEE b 1E
TRl TR EEZ BN D,

BLRFEN T L2, AIMIZ2FH® K X 1 ~ (SRCR2)
2, P THAOT AN T 4 FEGITER SN W T ) —
DYATA VEEPIBELEL TS, 2OV AT
A VFRED, AIM OFERER AR AL HI I EEE
% & % ¥ D, SRCR F % 4 ¥ H 1K X SR-AI ¥
MARCO % ED A H NV Y v —Z 56 % O
DOFTHTY 27 ENTEY, FAAL A OHKRE
B2 BESTHTHBELTVWSE DD,
AIM D L9 I2, W5 T THD 7)) —OfE %R
VATA VEERZFEOLDIIMIIEROoroTES T
HERIZBIT A AIM O T & L COAFRGRI R
GHDTHAIEDEEENS,

AMIL, ZOT) =T ATFA4 UFKREICEIBEI AL
74 F#iE L, CRWICHFTET B 5 X7 BETMH
BT AEKICL 2 H V2 AMKEERO BT
MEAERIZE o T, BeA Ak T3 & RECHRERY
HREEERERLTWS (10, 11]e 20 [HEME] &
PED L) LI 151 OBFRTIE R, £
BRI L T—2D AIMDBHEETHDOT, 1%
ZOBBRTH LD, LEHRY /87 GREMTICIE
ERPIIHELEVWEWVWI L= % bDTH b,
FAIMBEE, AARY VY —ZEEENLTCEA
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MBI D AT NAH DT, AIM LS
i, AMZEEEMBICE - THEERESIND
(H3)e 2O RAEE-AREDAH=ZALIZLEST,
AIM 1E, RIEDER E 2 24K T 3 OBz EE L
FAEDFEAEBREIHT 5 Z L2 X - TRATHIH
LTwaeZEZBNA, ThbbAIMIT [HAKITA
WZHED =] X% DT, AIMPBESNTW

L7ctfha R

LERITIZEEMBE VI BEREICL > TH DT
SNED, AIMPBEES N ThWARnwIT I Fmkanhns
WTERL, BUKEOER - MEDRKE 2 5,

5. AIM D58 2 DRERE © AT BREIER
PLERARZ X912, AIM IZHIREAf o S hE P o AR
TIDFREFES L 2 &I X 5 BIHIEERE % 5%
BT 505, wEIZZFNITINA <, MRNTERILA b
LAZRBEKEELIEICE-T, MlaseiRi#EsT s
EBHL ML [12]0 BIaR L7z & 912, AIMIE
ANNRY VX —ZHERITEHRHEENSL T LITL - TH
RTHMBEAICIY AEN D, THUSEEMIEZ T
TR, fotke 2diE, 7-& 2\ TEFMAE, BRRG
Wik, ZLCEBANo EEMBETLED NS
[12-14]c BHREMNICIY AEFNAIMIE, 7Y —
vz%%yﬁﬁ%%wf BEEEN 72 R ICIEH % 5818
T 5 &40, Bx BB T ORBEME T 5
%5I%Mﬁ®ﬁw oI A SHEE |2 BN S s AT
bo TD2ODEM % LT, MHEA reactive oxygen
species (ROS) % FrZ L, MBEAERILA L A %
FAEE L CHlfa & REET 5. AT I OIRERATK
AT BRI KFEO R EHT &3, Ek b
TERL, 5o THOLL Lo TV EHREEHF AL L
TREERIIERTZEIHZONDLESL ) 29 L
TAIM L, HRRAAA O A2 & B % REE L
CKD D% raﬁ%%mmbfwé@f%b,%mm
BOAIMPIEEICHEELTWD e N elho L LS
 DIHFLITIE, CKD DIEZRITE { v,
6. IgM AE1KIC & B AIM DEMHER
AIM 0) %) 9 —DDL=— 7 R TIEEEE LT,
ML Tl E IgM AL RO Fe #HIBICH A L THB Y,
%wmnmmﬁk&@%%%%mwaé_&#%
Fohs [15] o5, # 40 kDa O HLE R/
Sy VNI ETHDL AIM OREFHEMZHIEL, b
b THI 5 pg/mL, 77XT@%3%ML®mwm¢E
FE RS A L3R, AIM OTEMERIENIC B BIS5 LT
Wb, EWVIDIE, AIMIE, HEETILOFEESE
A=A TIgM IZHEA LT 5729, 1gM L
ALTVLHIEARTICHEAETAILIITET,
IgM 7 S fREEL THD T, AIM O T IREREOREDN
HEINLEDNOLTHL, §bbH, IgM Lmikid
AIM V) TR Y — VB E > TW5,
TIE G, TIOMBREFETHITIE, IgM &
W) BRPSHINDLENDHLEDTH S, Hladk
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7o, R (EREEE) 120 A AIM 23R
ICHLY SAE N, ROS % FIF & 5.0 ERIE 2 s
T, BEETHBLZ X D ER L 72 IgM-Fc 7L &
hE AIM & DEEEE AT T4 THREUHE L 20 L
BTHEMECBIZE L, RIOWGEHENTIC L 5 2D
ERATICEE) L7z [16]c ZORER, IegM MBI FET
%i%h?%tﬁﬁﬁ%%N~xaLt£§%fu

%L, FEEABREKDO—DERVIZLI R, K&ERZE
WAz dOFdHoOnBERLZIERLTBY, —HD
MMW%@WWV@i@ﬁU%‘,I#%®72w
74 NG L1 2T OEMIMHEEH O 2 5T
LTwaZEEHLMILA (K4, 51 Ei,
74 FBFEMBECL 5T, 3DICLBEREED
EATIC O L7 [11]e SORFRIZLE 5T, AIM D
C R, IgMIHEET L T8 E VT 7 ARG
AL TV A ZEDHL NI o7z, BB EE
(AKI) % CKD DFEIZ AIM A% IgM TLRAR A & s L,
PEDIH - HEICHRT 5 2 L2 BICHIS T L
TWw3 [17,18] 25, EEFERICAIM B %2E, &
D &) IgM LD SIFHET 2 221DV TIERT
HTHY, FTAlCLoTHEELREETH 5,
7. F3ICH T D AIM DERIKEERE

LZAPA AT, FIad L7z &) Iy
~NZEH LT CKD O REEFENE V. LA LZOFHIE
KeEHITVRE LW EDEFEELZIRD, WD
DPONGRDIE 2 LN TITWz2s, Eo&x) Lz2 &
BEVWHAHTSH -7z, B LT AM & IgM ILEK
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AIM-IgM#E & FEDEKE

B4 IgMIEEE AIM DS (CCHk 16 & D 51H - &)

2 1000 558 E 3T o 72 [19] 2D 7
»AKI® CKD FC, &k, ~7ATIEAIM DS IgM
AEAED O ERITHFEHT 22, F I TERHELET,
HERTIOREPEFICEESNTVWSEZ LS
L7z [17-19] T7bb, AT TIHAIM &)
= HIgM LV ERIZH F D IZLIR B v
TWALDTHNRTZENTETY, Lo THIEAN
ODEFEIT I LN THEIN VR, 2LAL
FTRTCOMAETHKRICKIEVEL, LdZ sl
flENDZERdWMEL, CKDARETLEEZD
NB, ZNOZ, F2ITBITHEEL CKD BIED,
— OB LEELE TR 57259,

INSDOMFIL, AIM A% CKD D IEHE - B |2
54 5HEELRTFO—2THAI L ERmET 5, L
72055TC, B FDCKDIZBWTYH, AIM DR R
W, BRI IR TA2BEN AR ESEEICEE L
TWAMEEMAEZ bNE, 29 THhiuL, IgM 1
AR S REE L 721Gl AIM 2 RIS T A 2
LKoo TCKD IZHIMTE 5% 2, 43 CKD
I TO AIM 512 X BEEIRIFZE 21T - 720

8. XIUIHITBETL /= CKD (I T % AIM DEEER

EOPYESS

Bk L72& )12, 22Tk b TH CKD DR
BIEFICELS, AIMORIREZRIET 212H725 T,
EORBAT— Y (FEEE) OF T2 RF LTI,
OBFHIEETH L, BRIEOATFT—TVTIE, Zb%
B RE R KWL 2 M~ — 7 — OEAE ZIC L5
THLDIZEWHMZETLDT, AIMOBESIZL5S
TR AL OMHIRI R 2 HERR T 5 DI IR ISR 2
Mo TCLE D, Wi, REBIEZ FIE L 72K A
T—=U T, EHFRESMEAKITLICKECERDY,
FHEBOAET AT AHED L, AIM ORIR
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FREFEICREA TS ENRETH L, TD20,
Frlx, EITL/ZCKDATF—YTH5DIRIS AT —
V3T, FREHREBEILELTVLA, MbARL
K - IRBIEOAT— (RIS AT —34) IZBAT
THLEHBOLNIZNGRE L, AIM #5752 &1
L7z (K2 &),

COAT—=VIZH A CKD T % &P LIFAILH
N W—ARELLZAH, REEOVDEDTHEA
¥ F® 2OUHEEE (Indoxyl sulfate; IS) 2SHXITH S 2
EDHL PR o7z [20]0 KSAWRT L 9HIZ, I
HISTEIEDS 5.4 pg/mL LLED RIS A7 — Y304 2 (X
T =3 3b LIES) 1 p WA AR O ATFER D 46 %,
RO H %L (median survival days) (3 167 HTH 1),
1 SEFRIZIERY 80% O A 3 HSRBHE - FA LTI L 72,
—7J7, I IS #EEEAT 5.4 pg/mL R IRIS A 57—
3DFT (AF—7 3a EFER) 1E, 1 FEBRDIRFIEL
FEET, EHFERIZ100%TH -7 [20],

CDE)REEE - EAATF—Y3b DRI, M
Wz AAIMBDLWVITHIEZ £ T AIM ¥ 237
Hx1H2mgd >, FhFhelmd L <12\
BIRIICIE G- L7ze 1 BoFSmi, I3 ONEME
D AIM D34 T IgM 7 & HE L THREIL L7260
CIIZFETH D, YT AAIMIZINT TR 4 2358
BOETNVY T A THEBERIRITEDPO SNT W5,
3 AIM IS RO CTHERT 5720, v7 AL %
WS R x % E L.

FORER KSBIIRT LI, 7 A AM, %
I AIM & LIRS HETIIAEFEREE M EL, P
HEHETIH100%, 1EBZTLBLZ80% D+ 3795,
JRFEZRIETAHZ 2L, BIFheEHRENT F
HEFELTW [20]0

F 72, IS % HOEBONREN 7 M EiE~ — 7 —
DY, FERGETIZ2 7 AFEE (J0H) THEIS
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JL JL
3a/3b-AIMIER & 3b- v RAIMZE 3b-raAIMR &5
Stage 3a (n=9) ) AAIMZBEIEST LT3 (n = 6) FIAIMZ12EEEST LT3 (n = 5)
1.00 1.00 :—‘_ 1.00 posgessssss===9
: !
0.80 0.80 :...: 0.80 Lo
4 4 i :
ﬁ 0601 i p = 0.00036 ﬁ 0.60 p=0.012 1 060 pd= 0.022
# 040 3b ,  (day360) # 540 (day 360) # 540 (day 360)
Median [ S
0.20 02 4 e 0.20
Stage 3b (n = 15) AIMZ TS LA A o123 (n = 15) AIMEES LI T3 (n = 15)
0.00 167 0.00 0.00
0 180 360 0 180 360 0 180 360
BREBROTHOOAH BREROTHLOOA K BREBROTHLOBH

B5 ISIZLBEBRNEAT— YA TDOREYE AIM %512 & B AEFERYE

(SCcHk20 L 051 - &%)

)i =N

EALT L0, HEHTEIERE LRV, &5, HE
AT & B E DN T, FERGHTIER CHMA
12, BiA RIRBRSLFEERT2INT 55, <o
2 AIMBRESFETIE, ZEAEDBML 2w E v #E
RE2157 [20]

oz &h5, AIM OG5 13T L 72 CKD ®
2T BVT, BRI ORER 7O 7 7 1)
OWEZIEI L, REEOIGEZ I3 54 F8, 4
BIRRERIFO T TAFNM2HEICEETSLZ LS
BHS 2 o720

Fald, ZOEEEICIC, 2T AIM DRBEEZ TV,
20254, AT — U 3b DA T ERGRE L CHIREER (5
B%) AT\, LREORRRIIZE & RSSO HRY % #ERE L 72,
COMEREY, weEntRBEoORFELILICE LY,
2026 4F 4 A BRMIKER I HARGE ATV, Hifrsk
HEHTHLH, AIM A THOWFEL L, —HREET
FeliAIM (7 =V T4 &) IZHRE L7,

9. Bh¥i

KFETIE, CKDOEFILE LTOAIDH S
HiZ, ZoOEBELELSTVEATIZBITS AIM DY
KE 2 HEREAR 4, 72 5 N2 AIM @ CKD 2% 514
JRIYEI R & BRI DO W THEN72, A T3k D CKD
OFBEEFHRL, LHd AIM OLKUERERE 5
BWELTIEEAEETOAINCKD #IEL, W
ICIRBIE - RPBAETRET L L0V S50 5,
CKD #IER & L7-AIBRIC BV T, BN EEET TV
EHZLIIEETHL, LL, chFTHRIR
FEREEY L L THOWONZERA 2L, ZOEWE
R EYEEOBA,S, EFNEYE LT
RICIFEEZZES 5 LB s,

BETH IR, SHORTIIBIT LR ERK
E35HE, AIMDSCKD DFIE - HEICHHESG L
TWBZEIEHLLTHY, B MIBVWTYH, KIS
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AIMODELELIEH LRV TH-o728 LTDH, K
TIOISH L THHEWIZ AIM OB L 5 WEGE,
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IPHZ, FNDE S NDEEE, BHERESER
S CKD 25%E - #ATT AR EEz 5N
b0 T THNE, BARLAIOHELFEL LI,
AIM P 5-1d e b CKD I T 2139 T, b L
FAATOREPFHREINDLZHIE, v CKDEAED
FENOVLBE R T EEL 2 LN TE LRI
WEEZONDL, £ LR R L LT, Fa
T PO AIMAIEDL $TICHBL T 5,
AENECKD 27 +—H A L Cilgw L7225, MK
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I hE, EFILIYATHOON A RESR
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NEDOBEISIERIZE > THHD THHZH
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#% S
B ERDPI) AL EEILDZDD?
~EBRAEDOYA VAT IIAF v I AL HICEZ DEE~
(RS EEES
EFZeBagsE A TARRIZERT TR AKERERZe SV — 7 KETF— 4
1. 1L ®IC B A OWMFETIE, eXF B ETYTRXT H %

~Ar7u7I5AF v (MP) EZ5mmbUTD7S
AF v 7 ThHY, FORREBILKAR, AWK, ¥ — MK,
MR 72 IR 5 T B, KBS FR O MP 135
Frak, #HEROTEREN S {, FRITHGHER MP 1I2B W
T, 77 A7 7 v aryoOBEIN X a{bFHE
OFHEOHEINGERNT 2 £ 51 TWwh, TK
HFIZHAT A MP D) B, 43.1%~ 92.2% AN HkHEIR
DOMPTHY, INHEEICRER Y —=V 7
BB D VR E T 5 5 OPFRAEE 2
BB D—2TH B LIRS N TV AV, FIZ7 ) —
ART ¥ VEORENE LTLLAHSINTW
HZR)ITZATNV (RY)ZFLyTLTFL— b
PET) &, #iETiH 0 50% LI L& Ko 2 FEHMThH 5 Y,
TARFICE F B HHER MP (X 131 ~ 334 MPs/L &
OEN D 275, TR BTN CUE S 7
%%, 644~99.1%LEWIERTHRIEINLZ &N
MENTWDE Y, ZDXHIZ, TRMEEIZET
%5 MP DR FEETEV—T, TARPIZHEAT 5 i
HEIR MP ORBENE VI E 25, & L TR
MP DSEREEH A S A WTREME IR T 5 2 &1
TELRWEEZONSL, /275 AF v 7 HENS
RENIZS VWHE AL TWAZYD, —EEKESET
Wi E NS L RIS L, BAREREFTERES
NALMEESGIERINL, F0720, WHEK MP
HFIEDKAEEYIZRIZTHEIIOWTORENS
FoTWnh,

CDE I, KBEERICBIT D EMEIR MP OFELE
AHEE SN TV L, AKRAEEYIH I 5 HRHER MP
DOFBIZOWTIE, THIEHIN TV RVONE
RTH Do —#IIZ, KEAEWIZHT 2 MP D%
SEMH I ERIRD MP 2 H W - 5% Bx o, Mk
Ko MP 2B 23T D v, 2 UEERIRD MP
BTG & L CHBMEHEICATFTEZ2—HT, #
HMERO MP IO A 7% £, B THRIKRDIL
EEMEAE 2 YT LIRS 2 DD B 005 Tld e v
EEZTVD, EEETOMP OFEZI ST
LH720020%, MHEIR MP OB T LT -5 & &
DINET BLEDNH L,
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E2 g8

F 72 8HEIR MP OS2 85 i 2 1T > T\ b, B X F
#1EZ, OECD 7 A M HA FIA4 VIZRAEN TS
fAECTHY, EEREFMORRTILLFHSNS
HEWTH D Yo AT HIZNANR— A TEHEFAF
BETHY, VD UEBWEHETH L, T80 50
3PARBECHAIIR LD, 94 794 7 VL,
EEEME LTERTH D, AT HIZE»SHME
THERDSEHTH 5720, EEWEOIY AA % HiE
BRTE L, MAT, &7 LDHHRENTEY,
HGH - S TFERFHAEAPEETHSL L) HD
EEREME LCETFONAE,

SNt N H AR EERB ) 55 7 E MRS
BISA TR, FiLs A4 MV CTlEZ STV L

CHEGBRESZ W2, KFETIE, EE5PIN

T TAT o 72 A F IR B #AEIR MP o 52 BERTAM 12

4 BRI O W TRRAT %,
2. HHMRMP ICHTIEXAFTHDETE

HEAF D ARHEIR MP Ak 2 M2 5 2 5 2 % &1
LT, B vy =y 355 v CilitEz
YW L, —ZFORK SITHi 2 72 IR MP % 3% O
HAEAEWIIGEE L 2SS — kW Th b, —F, FE
BoOKREDTIIEBRIIZATLDOLIL XD IC,
o % 7o & & OMFHER MP 2NREL TW5b, &2 THE
BREEH OMAEIR MP %40 L 7o B H B2 1T O 720,
FEBSIPE R Vv CREEMHE (LMF) 3L,
ENEC AT HHMIIBET L L2229 KR
BRCId RS & & IEBARNICEL Y A E - LMF % 1
BRI 5720, 8otz o LMF % vz,
RO FOUM# & & DL S ES LA (R
VI AFIVELD) & 4 cm MICUIRI L, K CHREE
T\, ZoHEKkE A8 - BIXL T, LMF 28 L 72
(LMF O 9l © 354.14 um) o LMF (0.2, 2 mg/L) %
SMLEHE DO X ¥ (Oryzias latipes, NIES-R 3L,
E V. IRBIIFCAT A 4 aE) (221 HIHMRER L, AERiYE
mokEr (SR, KRR, fRE), FEABEMEL HW
LMF 2D A N B B 0BIZE, A & R0 — LT,
#EHOWH (Next-Generation Sequencing; NGS) T
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21HFRIREE
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1 LMFdt X¥HHERIZE RS

WOWTHEF Z1To7: (K1), ZOFEE, LMF BEE
Bofifitar bo—VELELAEE, 2 mgl
LMF T ERBIGEEIIR N> 72h, KEE
HRETIIERELRBL DRI NZ. TOBLMF £

WHEfA o, HEALE, Mo cEs s
(2-A), OFTLMAT LI EDTE 2

(K 2-B)o & ZH 5 LMF IZRERIC X ) APIIZHL
DiAEN, FEELTHHRENDL I EEZ LRI,
5 7 A2 21 HIE LMF 12BEEE S 7-fE £ % Control 7K
(LMF A5 TW i WEEFK) TECES, &L
D 1ILH72Y 202 KIER SN2 LMF X, 4 HET2.9
KETHLTHIE MR L0 T 2ThHAKRNIZHL
DAEN/ZLMF OKPIEHER SN L E03E 261
Bo =, ZOBGEERNIZIZILEE Y LMF HHEZR
ENFZEns, HADOBHEORIIHWZ &I2X
D EWV LMF 2R ET 5 i et ARE S iz,
AR 572 LMF (2 mg/L) BEob
AT HHEFD A Z RO — LR 24T o 700 Z DFEE,
7)) RN ST AR O FES R S N,
T RHHIERLA P L A CE T A HE RS B
EHB T, EEFEO LMF LA L AR HEET S
WREEAHER SNz T2 LMF Q mg/ll) FHEFEL
ToHEf A S HEH S /- & | L NGS T % 17 -
720 F O #E B, Burkholderiaceae X Flavobacterium
sp. 25 ¥4 hn ¥ % B S NI R o T
Burkholderiaceae & Flavobacterium sp. 1Z7 A 0 5D
TIAF v 7 w3 H L) HEER PET D) A
INVTHTHREENEEWIRES )2 BH b, 20
—HT, INSDOMEWIL, AOWEEEBAEY TH
HZEBHOENTWAS, LMF 2D AA RO
TINSDOBEYHFEZ 52 LI2XD, HILEND
HHENT Y ANHENE LA ENEZLNLD,

-
—

SRR ERER

FEFRIRGY

.

avhO—- ERE
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COOH
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Hy

ERHRER D FERR 7 0 —

2 LMF 2 AA L X & HHEf L %O WM
FH

ATLMF #HUDAAZ L X F A (A1 0 BB,
A2 : BEHRET)

B:LMF 2B Y AAZ e X ¥ A A (B-1: M
B, B-2 : BGHEF)

HEIL LMF 7R 9,

DX BEHEELTVEIELBHESVLETH
Do
3. MMEIRMP IS T3 v T X H HDRE

L F THEN D DMK MP O 5e1,  HHER
MP DEHENT 7O N THE ST, MR MP 7535 —
EREL LI I NS0T CREBHBRE I - T

%
RWHTREMEA S Ve A DT o TEZZHIED [2.
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HEIRMP IR 2 A4 H O] b, EiXRES
MEEZ&A TS, ZORETIZLMF % AR |2
WML, 7A=Y TNT Y U7 L7ZIREETE X
T OREBEEToTWh, L, LMF 512 #
FENTRMBORIZILE T 2 @m0 S, £
DOBREZIMSELD0FH LR TH- 72 (B
AIER L72 LMF O FEAM Tdh % PET D% 1L 1.38
gem® TH Y, KPCTHhRETLIMELZFHD), Thb
DBEAF RS 2720, WINKRFEORIEHEELEED
fgeFr—2o (B WMRBHETIAF v T =0
vy —) LI, BTGB E N IRE T oM

=

HER MP O BRI DR % A7 100 Rk & [F)

UHEMOEEATA S I 70 ~— A THHER MP (20,
50,200 pm) ZFAE L, HEHEIR MP O — 7% 53 BAs T
HET, HOU vy A IR ERE CE 55840K
HETo 72 MAOHETEIHE L 72HEIR MP O
Fikk, (A) AF—5— (E—=H—IZ@/{HETEAN
THH), B) =7L—Yary (ZTAM-VIZLD
NTY) 7)), (C) U—F—%— (O—F—4% —CH
BiRANEE) O350 THRET LA, ZORE (A)
A H =T — TIEMHEIR MP 13— 1CBHE I NS D,
AP ThoRnENSE, B) =7 L—3arTidit
BIIRE CTE A%, MAMEIR MP 137 L C3H—1298
HENnwZ s, ks dAA@EYTHSE LW
IRERI 0Tz — T, (C) U—F—F — 3P Lo
IPWHETIES 55, MR MP 23— 2B S 1,
MAORBELTRTHL I EDS, REMEPSEYBT
HBHEVHIFERIIR o7 (F3), BARAIZ (C) T—
T =7 —DOKMT T, MHERMP (20 um) (ZHEHE
%3 I EL, 24h T MR MP O B3 — 5%
RSN, BiETAET I LTLED
;S HEHEIR MP 23— 125 TB I,
TIWCBHET L EPVETH LI L2 MHRA L 2

NoHORELEIL, (0 O—7—% —% Tl
RMP K5 Y v 7 A ¥ A OHETMEIT -

2o A7) 2 =34 TV (110 mL) (ZBfLEHD
HEM 3 PC & ALK 100 mL 2 A4, & ik MP (20,
50, 200 um) % FNZFI 10 mg/L THRIML, FAFIMK
UO—75—4%—CHifiz&¢ (4[4 /min), 9 HFE
ERBE T2 MIETLFITEL, AENELD
FERIEHDHAEIR MP IZFE L 2 EH I T HEEIS
WK L7z ZO/EK, WITNOR S OHHEIKMP T
HARERE, RE EBRERICEENEALZNWIE
DS P olze ¥ A F HHEFIZ LMF ZIRE L 72
AETIE, 2 mgL BETKRELAREORIA LN
7208, T AT AHEAICHGHEIR MP 2 B3 L 723
BTIZWThoEXTH 10 mg/L EFETHEIIRS
N olze —IREIC A Y T ZFVT WS %2 AN
0%, AR R BEON AL, KK E
BT HMEADPRE O NS, B S T ARFEE I MEHER
MP A5 bl - EREL TV AH81%, B—2o#sn
TWAIRREICHRBITICIEEIE L 2 ) 9 <,
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M3 Yy IAYAMAIHT IO —F—F—%H
W 72 RBHETR MP o REBEEER

100 mL AL#FK% 110mL A7 Y 2 —HICAR, U
7 A 7 L MEHEIR MP & AT 4 [Al#E /min TH&
L7

RO 2 EXLEMSH L AHICE > T, &
JEFEDOMMEIR MP 2 & T 2 W R E W L 25
25N (4, 2O-ORREETIE, H— 18k
IRMP S BHEEINZV Yy I XTI ORBEL VD, ik
B U 72 AAHEIR MP 2SFETE T 2RO e X AT L
THENPRONT 2 EPHER SN MHER MP 3
FHEAIZHLY A F N B ERALIC DO W T BBEMEE 2 FH v
SR ITo7E 2 A, XX B EREERICHEADD,
HALE, TP CEBIZE SN 7z. BHEIR MP 2539 — 1248
RS NREETIE, FPILC X 0 SR 1C & AR MP
HPHYATND & E 27208, IS MR MP X
RSN oTz0 TNESDRERDS, TYTIAY
HHEMRD e A SRS L FRRIC, FISROERIC X
DARHEIRMP 2B AL 2 &2 5N b,

4. IR MP BKIREBEFTRICEDL S hEE%E

RTDH?

FRHER MP IZARBRER TRICED L D BB LR
TON», INFTIHLNIZARAZERNMICE LD
72 DEKSIIRT o MHER MP XA & H G E)
R HFEFICHE L TFRPICHE S, FARMHE
BBk SN 5 TR B W THHEIR MP
DRI SINDL A, —EITEE TR % &8 L
Thmk s & BT E2fEH L, KERERA~FTHT
Do IKBRBEPHH & L7 MHETR MP 13 MY %
IS BB —FE I E SN D 2 & TERMIZIDY A

B2 g81
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FFEAHICE) ZEINDMRELZEZONL, 20X
AT, MEHER MPI3KERIE I B W CREA O A
CHR, FREECE YRS [HEL— 7] 2R
HUEEMEAVRIR SN D,

5 SHOER
INFETORERTIE, MR MP B o 225
WCHENELTCE, L, ERBEICBW TR
sk D BRAEIR MP 12, T /KALELEFE 2 88 5 1 CHeig
HIRPEEML R EOLHbFEME L IEL, T
5alE L CWAHRRENRE V. 20720, EED
BEY A7 Z@YNCEHIT 57290121, Shbofl
W &R MP ASIEAE L 72 IRBE CTOARAEAEW I ]

ETEHEMBEIIOVWTHE T 2 LEN D b, 5%
&, 29 LHaBE Rt 28 L 7228 %

HHEZENEETHLEEZRT b,

E i

VX T AT AL, HROLEESEE D A T H N A
1) v—A7u¥xs7 b (NBRP) LT, B%EE
Mo NZLDTH D W, KiFEO—IIL, B
Bi - (M) BRIETIAER SR O BRI ICR A EE
(YA 27077 AF v 7 OKREPIKERHOBEEIZ X
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AMED/SCARDA %
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T—EN—2{bH LU

AR R ANFE R BRI > —

NI R NERFIX 1952 £ 123857 &, 1982
SENIIFE A TR 2 Frik L 7o 1987 £ 513
A [E I - SR ABY ] ICRIRS I,
FAf R LA RS, AT L0 ELE
FEHEBDTo RIFIEPEICIZIEN 80 4 % 2 A7
HEDBIML, DHIEN BT D EETLEBHWIED
MR ECER L2 COMEELSIE, &
TUER IR R [E A A W SE i O B A B IC L ) v b
R I A IVAZEMLK (WPVR/CDI5S) HIEFEA<
Y AN SN, EFHIFOEREWLEZH S 72,
X512, HRAERE (WHO) 3 & USKEE#HE
WF7efT (NIH) & oFEFIEICL D, KU FET
7 F v OMRHENIFMEEZ R L. Z OFFNEE,
BT EESHY 2 FH L7270 WHO SRER &
PErg & L CEBMICER SNz, 72, EFF
T F VIRETFIVORSE ERILICE T 55
WZBE L, BERKO 7 F v EHEEETEAT
TARB L7, TRSDO~ AL, HILKRFEOL
Kzt SINKRFEOBFEHE A S & otk F
FEIER S, 7Y VIRIISE O RRIZE S L7z,

DX ) RIBFIEMIE IS BT 2 EHrERE
LT, EHkiZ 2022 4% L ) AMED/SCARDA [ 7
7 F VOO OME N v 7L OV FEHL A
DOEHEE] 2BV, EYENZE IS 2 /N5
BB OREE - MG AR AR - MR L L CERIR
ENTze B, BRYERFZE /N ERREY O 7 —
F N — 2, B TRE~Y T ADRE, Rk
REB LS EHEE L TV b, T72, KBRFHTE -
WEREDD &, BYIEMIEIEEOMIL L EEY 7 F
VRSO ERB L TV b,

O BEEETINE L Z2EREMDT — 2 ~X—Z 1t
JEEZ@HEPED L EREREEY AL (K1)
(Group A, B) " 3 X 0" SCARDA 75i%5ET 5 19 DK
YET 7 F VBT -~ RN RE LT, BYYENSE
WHIH & T /NS ERE) W 12 B 5 s SCIE e
& - BHT 2 S0 L 7o WUR L 7211, IRGUIES,
B fE, BRIERICEOSVWTHEL, FFICEET
By ANEEE YT T =y R—2A% 1 b 2
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L7z, MR OMESE, EAUEMEICH W SR 2 EE
FEE<TT AT, 1 ¥ —7 8 r2HE (IFN-o/
BAR) 7x & OERER T % KB L 72 E T IVHSA <
FPAENTVLIEFHEL PR >TWE (F 1),
—HT, & FNZEEMPEE SN T LIERIIEILIR S
NTBY, ZBERPHSPEL>TVLEHATD,
BT B EETHES T ADPRERTH 2 HFIEL
BERooNnT (F£2), 72, b M E &L CE
W2 M 222V TIE, SBERALETE TN
Ebola, Dengue, #&f%WI%E7: & THIH SN Tz, §F
12, b MF#AEEETSV (TK, TKmut30) %, B
B, ~50) 7, #3, WREZEICBVTHER S
NTw7e (£3)e 512, =7 ALV O EEEY &
LT, ERETCIETHTZFIN, I=74%)L, v—
Elvy b, BEETIEINARAY —RELEY FDA
CHHEINTWE Z EDMRIN (F4),

@ NAMOEWEREEET IV U X{EE

JEYIEE TV EREIY 7 — 5 X— ADMEHTIZL D,
b % OERGEMEETHA SN Tz ET VI,
I®A vy —7 05K (IFN-o/BR KO) ~
T AN THolze W, TA I ARG 1T RS
o5 IFN-a R IFNB R ED I WA vy —T 210 v
MWEEEINDL, SNHEDAL Y —7 28 U2 EAE
(IFN-a/BR) Z#E&$ 5 &, JAK-STAT #EEE 2505 AL
SN, #%E fEHE L O Interferon-Stimulated Genes
(ISGs) AFHEENL 2 LT, FMIIZHY A )V ARG
ST 5 Y (K2)o —J, IFN-a/BR KO ¥ ™7 AT
IR Yy —7 20V ZREPRIBL TS0,
IEN ¥ 7 F WA m#E0SA U, 1SGs DFFE bR 5%
Vi, FORER B ANVABENMET L, A LA
BriNT 52T, SFSFRFHEMEKICLD
g B X OREEZ AT U9 < I Bo AT I,
Z @ IFN-a/BR KO ¥ 7 A KRR 5 35 BEYLAE P 24
JBYSEDIFETHH SN TEBY, Z0£iEv /4L
AZEAE (LT ¥y —) PREAEDOEREIETH - 72,0
T2, HFHTLZEXRYT ADOERRMIZEL - TR
PR EN R LI LWL E Lo TV D, flz
X, ATV ATAIVAEGETIE, B6 VYA
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GroupX ;,‘

H1HPHCHESNTLRL. FRREMOSRFRESNTLROI LR - BRSICLSBNE

o AT, RAOBRMETH D, BT IMMERRL.
GroupA
O ROBBEIC & SWHIERBNIE

» )OIV IRUARBRGOBTNNS D, #HENA2) (D MIBRIES RN T REMISHIZ /2 ERE
+ AEICTT UTCBRE SERSMBUEIC L DT RBRIE, RIBSNZBRE, ABNLRRZLEANEONDERE

- BESITFRBBEEELTREE : WA S INIYOANA, WERIOFDANARE

« WERI>FODANA"?

RGN DHRNA >/ (U MIBALBRMOBRES THD. HWCHBVT, Group ABLUBONREE UICREAR - BRI - WR/M
N=ZXLEN BRIZBRIE

#2/CF Sy ORUARBRITLECTRAR. FRESMECIMVL T STRENB/S, WREORBSS<OTFOINANFEL. BLLABLRTSTENSEIORRETS
* DN IEHMAEE T HBREE : T ODMNR, PLFOANA TZVOANARE

- BN - RERERTWERAEE : /(SSOVOMNARE

* ARNRVXWCRAHIMWONIBRE : MEFROGENZIEIRFEEC & DBRNE

GroupB [ (oo hsmmnmBkC s S ERE

« EMNFELCQERS CEMNTELALLLLORTEE S TEMOBRME

OFFMBBNE : HBWIOT DA AMNE (COVID-19) . EERIIIFMIBMEIRE(SARS), PRCFMIBEREY(MERS)

FHERUBMERA > INI Y, RSOAMINABME
O I>FOVANABIE (A71/D688B) “°

HIMBEORLISDIFOVANANFEL. BRALARBERTSTLNSBRIORRETS

o HMMNE X =T HRVE | BEMEM/RRD IR (SFTS), TRSHMM (TRSDAILAR) . SYSM. I-AITNIR. JUSP - I THm

S HEBMWNNMBRE : >TM, SNVANABRE, FOLIZFR
O ARGHESRVE : TLARY IR, =/ (O L ABRIE

GroupC  FMSHE (AMR) ORERWZILHICAMRSOBERMNYETHI NS, TORBRISWBEINISE, FROMCMFARNRD

A>T 1 THZUVWVERAE

AT POUR, PANNFNA TZEHSR

BNMIRE. SAMIP> RN (O5—RE, SHABTREN, HL) KXABTEAENEER. ¥:31#{T0 700K S EtRAMREEN,
FERBATIAME(NT™)

BERMIEHE, /OO OBENeT FOKREN, BENMEYILERSEN,
= .« EACBOTREREIEN—
GroupD o
OWMARRDE : HRW, ISUP

© MPMRIE : M, KYURRE. KXk
LMW : AL, JES

W0 RRAE .
B0, EREEN

1 EAEGED ) A b

R 1 EIYEZEICMHEH SN TV L EETFHEY T A

1

genetically
modified background Infectious diseases
mice
Candida, Chikungunya,Dengue,Ebola,echo,Hanta,HBV,
IFN-a/BR KO BALB/c Hendra,HSV,Influenza,JEV,Junin,Marburg, measles,RS,
mumps, Nipah,SARS,SeV,SFTS,Variola, WNV,YFV,Zika
" Chikungunya,Dengue,Ebola, HBV,SARS,
IFN-YR KO 1295v/ev Tuberculosis, WNV,YFV
EN- Corona,Dengue, Ebola,Entero,HBV,JEV,Junin,
E VBZYRIKO YR Lassa,Rhabdo,SARS, WNV,YFV,Zika
IFN-AR KO C57BL/6 Echo, Influenza,SARS, Zika
IFN-y KO BALB/c,C57BL/6 Corona,MERS,SARS, Tuberculosis, Variola, WNV
& Chikungunya,Dengue,Ebola,Marburg,
St IO C57BL/6,1295v SARS,SFTS, Variola,YFV
Stat-2 KO 129xC57BL/6 Dengue, Influenza,SFTS,YFV
RAG Candida,Chikungunya,Dengue,HBV,
LKO Co7BL/6 HSV,malaria, SARS, WNV
RAG 7BL/ Chikungunya,Dengue, Ebola, HBV,malaria,
2KO (9 OEVE Marburg,Rhabdo
MyD88 Chikungunya,corona, HBV,JEV,measles,
L Cs78L/6 Nipah,RS,SARS,SFTS, Tuberculosis
Prfi KO C578BL/6 Ebola,JEV,RS, Tuberculosis, WNV
Cardif(IPS-1: Chikungunya,Dengue,Ebola,measles,
VISA:MAVS) Ko CO7BL/6,1295v MERS, Nipah, SARS, SFTS, WV, Zika
TCR KO C57BL/6 Influenza,MERS,SARS, Tuberculosis, WNV
Chikungunya,Dengue,HSV,
Tabmi(UMT)IKD GSzetve JEV,MERS, Rhabdo, WNV
TLR2 KO C57BL/6 Candida,JEV,RS, Tuberculosis
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Activation of autophagy through Sirt1//AMPK/mTOR mediates the protective
effects of fraxin against insulin resistance and steatosis in rats........ccc.cccccoeeeeeee 277-287

Yang Li, Xinchang Feng and Lingpeng Zheng
Department of Traditional Chinese Medicine, Wuhan Fourth Hospital, No. 435, Guli Road, Jiangjun
Road Sub-district, Dongxihu District, Wuhan City, 430040, China

Insulin resistance (IR) and hepatic steatosis are key pathological features of type 2 diabetes
mellitus (T2DM). Fraxin, a natural flavonoid with potential metabolic regulatory properties, has been
proposed to modulate metabolic disorders. This study aimed to investigate whether fraxin protects
against IR and steatosis via Sirt]l/AMPK/mTOR-mediated autophagy activation. A T2DM rat model
was established using high-fat diet (HFD) feeding combined with streptozotocin (STZ) injection.
Rats were treated with fraxin (25 or 50 mg/kg) for 4 weeks, followed by assessment of fasting
blood glucose (FBG), insulin (FINS), HOMA-IR index, serum lipid profiles and liver function.
Histopathological examination (H&E and Oil Red O staining) evaluated hepatic steatosis. BRL 3A
cells exposed to palmitic acid (PA) were treated with fraxin (40 or 80 uM), and glucose uptake, lipid
accumulation, and protein expression (IRS-1 phosphorylation, GLUT-2 translocation, autophagy
markers and Sirtl/AMPK/mTOR pathway components) were analyzed. The specific autophagy
inhibitor chloroquine (CQ) was used to verify whether the regulatory effects of fraxin were dependent
on autophagy activation. Fraxin significantly reduced FBG, FINS, HOMA-IR, and dyslipidemia in
diabetic rats. In PA-treated BRL 3A cells, fraxin enhanced glucose uptake, reduced lipid droplets,
and restored IRS-1 phosphorylation and GLUT-2 membrane localization. Mechanistically, fraxin
activated autophagy and modulated the Sirt]l/AMPK/mTOR pathway, which were abolished by the
Sirt] inhibitor EX527. In conclusion, fraxin alleviates IR and hepatic steatosis in HFD/STZ-induced
diabetic rats by activating autophagy through Sirt1/AMPK/mTOR pathway, suggesting its potential as
a therapeutic agent for diabetes-associated metabolic disorders.
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Comparative study of renal filtration barrier structure and key gene expression
between Lepus yarkandensis and Oryctolagus Cuniculus...............cocceeevicneeeennns 306-321

Siquan Liao, Dandan Peng, Bing Chao, Fang Deng, Bu He and Jianping Zhang

College of Life Sciences and Technology/Xinjiang Production & Construction Corps Key Laboratory
of Protection and Utilization of Biological Resources in Tarim Basin, Tarim University, 705 Honggiao
South Road, Alar, Xinjiang, 843300, China

The Lepus yarkandensis (L. yarkandensis) is an endemic species inhabiting the arid ecosystem
of the Tarim Basin, characterized by extreme dryness and scarce water resources. In contrast,
Oryctolagus cuniculus (O. cuniculus) is adapted to temperate environments rich in water. Over the
course of long-term evolution, the L. yarkandensis has likely developed unique physiological and
histological adaptations to cope with the survival challenges posed by such arid conditions. This
study aims to investigate the differences between the L. yarkandensis and O. cuniculus in terms of
hematological and biochemical blood parameters, renal histology, water-salt regulation capacity, and
the expression of glomerular filtration barrier proteins, in order to investigate the adaptive strategies
of the L. yarkandensis to drought environments. The results showed that the L. yarkandensis exhibited
higher red blood cell counts, hematocrit levels, urine osmolality, and total urinary protein levels
compared to O. cuniculus, while the urine pH was lower. Histological analysis revealed increased
collagen content in the outer medulla and more complex tubular structures in the kidneys of the L.
varkandensis. Molecular analysis further demonstrated upregulated expression of glomerular filtration
barrier proteins nephrin, podocin, and CD2AP, alongside downregulated expression of laminin and
WT1. In summary, these findings provide insights into the potential physiological and molecular
adaptations of L. yarkandensis, laying the groundwork for future research into the evolution of desert
fauna.
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Honghe Fujie lotion ameliorates pregnancy-associated vulvovaginal candidiasis

in mice by inhibiting the activation of NLRP3 inflammasome.............c.cccccoecieerennns 343-356
Ying Wang", Yiqun Jiang®, Simao Shi", Yu Wang?, Jiyu Yang®, Hongying Kuang"
and Xiaoling Feng"
"The Second Department of Gynecology, First Affiliated Hospital, Heilongjiang University of Chinese

Medicine, No. 26 Heping Road, Harbin, 150040, China, ?Graduate School, Heilongjiang University
of Chinese Medicine, No. 24 Heping Road, Harbin, 150040, China

Vulvovaginal candidiasis, a common infection of the female reproductive tract, poses heightened
risks when occurring during pregnancy. Although Honghe Fujie lotion (HFL), a traditional Chinese
medicine, is clinically used for mycotic vaginitis, its therapeutic efficacy and mechanisms in
pregnancy-associated vulvovaginal candidiasis (pVVC) remain unclear. In this study, HPLC-MS was
used to analyze and identify the compounds in HFL. This study investigated HFL’s effects through in
vitro and in vivo approaches. A murine model of vaginal Candida albicans (C. albicans) infection was
established to evaluate the therapeutic effect of HFL on pVVC. Vaginal fungal load was quantified
by analyzing vaginal lavage fluid, while the impact of HFL on adverse pregnancy outcomes was
assessed through placental developmental analysis. Furthermore, the effects of HFL on pVVC-
induced vaginitis and NLRP3 inflammasome activation were examined using immunofluorescence,
enzyme-linked immunosorbent assay, and western blot. The results included: (1) High performance
liquid chromatography coupled with mass spectrometry (HPLC-MS) analysis identified 545 chemical
constituents in HFL. (2) HFL significantly inhibited C. albicans growth and biofilm metabolic
activity in vitro; (3) in a murine pVVC model, HFL reduced vaginal fungal load and mitigated
adverse pregnancy outcomes, while also restoring trophoblast cell distribution in placental tissues;
(4) mechanistically, HFL suppressed NLRP3 inflammasome activation, leading to Caspase-1 activity
downregulation and subsequent impairment of pro-inflammatory cytokine secretion. These findings
demonstrate that HFL alleviates pVVC by targeting the NLRP3 signaling pathway, providing a
preclinical foundation for its therapeutic application in pregnancy-associated VVC.

Neuroprotective effect of safflower yellow in mice with cerebral ischemia
(=T o1=T o 1] (o] o I o [0 Y EEERRR 357-366

Wachiryah Thong-asa, Chaloemchai Aunkeaw and Panutda Prongfa

Animal Toxicology and Physiology Specialty Research Unit (ATPSRU), Department of Zoology,
Faculty of Science, Kasetsart University, 50 Ngam Wong Wan Rd, Lat Yao, Chatuchak, Bangkok
10900, Thailand

Safflower yellow (SY), a bioactive compound from Carthamus tinctorius L., possesses potent
antioxidant and anti-inflammatory properties and may exert protective effects on vulnerable brain
regions during acute global ischemia. Therefore, this study aimed to evaluate the neuroprotective
effects of SY against cerebral ischemia-reperfusion (IR) injury in mice, focusing on oxidative status,
hippocampal neuronal survival, and white matter integrity. Forty male (Institute of Cancer Research)
ICR mice were assigned to Sham-veh, IR-veh, IR-SY50, and IR-SY 100 groups. Pretreatment with SY
or vehicle was performed for 2 weeks before IR induction by 30-min bilateral common carotid artery
occlusion and 24-h reperfusion. Brain infarct volume, oxidative status, and histological changes in the
hippocampus and corpus callosum (CC) were evaluated. Significantly increased lipid peroxidation
and cerebral infarction, depletion of catalase (CAT) activity, selective neuronal death in the Cornus
Ammonis 1 (CAl) region, and loss of CC white matter integrity were clearly depicted after IR
induction. Pretreatment with SY doses of 50 and 100 mg/kg significantly attenuated brain infarct
volume, together with upregulated superoxide dismutase and catalase activities. Histological analysis
revealed a dose-dependent therapeutic threshold. Only SY at 100 mg/kg significantly prevented
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neuronal death in the CA1 region and preserved CC white matter integrity. Pretreatment with SY
exhibits neuroprotective effects against IR primarily by enhancing endogenous antioxidant defenses.
Crucially, while biochemical improvements are achievable at lower doses, a higher therapeutic dose
is required to preserve neuronal and white matter structural integrity in selectively vulnerable brain

regions.

Effects of plant flavonoids and selenium on pancreatic hormones and glucose
homeostasis in autoimmune thyroiditis ... 367-382

Khasan Kayumov", Lubov Kuchkarova", Dilnoza Romanova", Szczuko Malgorzata®, Sevara
Berdiyorova", Nurali Ergashev®, Irodakhon Karimova", Umida Yusupova®, Gulchehra Djabbaro-
va", Sobitjon Mirzakulov”, Anna Bokova ", Nurshat Murtazayeva", Manzura Agzamova®, Komila
Eshbakova®, Bakhrom Komilov* and Aziz Kobilov®

DNational University of Uzbekistan named after Mirza Ulugbek. Almazor district, University street,
4th house, Tashkent, 100174, Uzbekistan, ?Department of Bromatology and Diagnostic Nutrition,
Pomeranian Medical University in Szczecin, Rybacka 1, Szczecin, 71-460, Poland, ®Institute
Biophysics and Biochemistry at National University of Uzbekistan named after Mirza Ulugbek,
Talabalar campus, University Street 174, Tashkent, 100174, Uzbekistan, ¥'S. Yu. Yunusov Institute
of the Chemistry of Plant Substances Uzbekistan Academy of Sciences, Talabalar campus,
University Street 174, Tashkent, 100170, Uzbekistan, ®Department of Biotechnology and Food
Safety, Bukhara State University, 11 M. lkbol Street, Bukhara, Bukhara, 200100, Uzbekistan

Autoimmune thyroiditis (AIT) is a systemic autoimmune disorder that extends beyond thyroid
dysfunction and is associated with disturbances in pancreatic endocrine secretion and glucose
metabolism. The present study aimed to evaluate the effects of selected plant flavonoids—
dihydroquercetin, chrysoeriol, luteolin, resveratrol, kaempferol, and thamiflaside—administered
alone or in combination with selenium on pancreatic hormone secretion, glycemic control, and
hepatic glycogen content in an experimental rat model of AIT. AIT was induced in male Wistar rats
using thyroglobulin and Freund’s adjuvant. After confirmation of autoimmune thyroiditis, animals
received flavonoid treatment (20 mg/kg body weight), with or without selenium, for 14 days. Serum
concentrations of insulin, glucagon, amylin, and somatostatin were determined by immunoassay.
Glycated hemoglobin (HbAlc) was measured as an indicator of long-term glycemic control, and
hepatic glycogen content was assessed in liver homogenates. AIT induction resulted in marked
metabolic dysregulation characterized by reduced insulin and amylin secretion, elevated glucagon
levels, impaired somatostatin regulation, increased HbAlc, and depletion of hepatic glycogen stores.
Flavonoid treatment produced compound-specific corrective effects. Luteolin and kaempferol,
particularly in combination with selenium, showed the strongest efficacy by restoring pancreatic
hormone balance, reducing hyperglucagonemia, improving HbAlc levels, and replenishing hepatic
glycogen toward physiological ranges. Dihydroquercetin and chrysoeriol exerted moderate protective
effects, whereas resveratrol and thamiflaside showed limited efficacy. In conclusion, autoimmune
thyroiditis induces significant disturbances in pancreatic endocrine function and hepatic glucose
metabolism, while flavonoid—selenium combinations may represent promising strategies for

correcting AlT-associated metabolic dysfunctions.
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Bio¢Serv

Delivering Holutions...

# Nutritional & Enrichment @ Medicated # Special Needs
www.bio-serv.com
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