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G
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14:55 ~ 15:35 WFZEHK : OFE 811 (BRR 74 +HEHBRLE 3 W)
JER « kb RN - BB (5
F{E-8) & RUEAIR AT X D A ERERMERAEASEL A T = X L DR |
R ET (FFREAR)
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immunosurveillance specifically in monocytic AML |
ok B (MK - BN RS SEE Sy IR )
M{#-11) A novel zinc-chelating compound has antifungal activity against a wide range of

Candida species, including multidrug-resistant Candida auris |

TR 5 (DR

15:35 ~ 15:45 A2 n#E M5 IEE



1)
R AN & 7 LB RS EB 5 00 PR A 5L O MR O MET
PIEE K (R

(%] R AO—FETH D EENT A1X, Mk, FEIRIR & O KL B # O RS 0
SIS N DB EDE T, KR 8 ERET D EREDR DD, RIEHT AL, MR
AR &0 HEfEI N S BEEFRICERIUCE . WA 7~ 7T 7 EHESHTEHGC/MS) D
AT K o THEFRIOMNT S FIRE & 72 o 7o, 1B ER (CKD) stage G5, 372 HARMIE AR
(ESKD)RF T, R R IR BIER D DV | MK ENT(HD)BRAARZ IC R WA EE H 2 &
DN TODN, REBEROFEANWEIZITE A EHLN TR, 72, BT AICX
L IR EIE R OWERRHE S 4 £ THARL TR,

[BM] JREER & BET 2 R & Bk ORI E % FET 5 72012, #lE HD mith &
ONCKD DA M2 L 2 BT A DENEZFRAE LT,

[J795] Wi ORiIC passive flux sampler % 20 Z3[F3E3E L CRIET A I L, &
BUMBHEELEE TNV T GOMS TE— 27 98, RFEFMZNE L, £/2, T—4
N2 XD PR E 2 A TF IR AR HEERSE CRlE L7z, HD BEOFIE] HD Hif#% T
RO G H A DEALZ I, HD #E & IF HD #E % &7 ESKD #f & 3 CKD #£T
b U7,

[#552] HD #m=5)"54 137 ORI E NSO, 2RENORE SN 16
FEOWEICER Lz, HEMEME L LTT7 AT e R, 70 ERE B S,
E NOEENDRFREMOICHH SIS Z R BTV S 6-methyl-5-hepten-2-one 72 & 4
FFOYE D, ESKD #(n=11), FF CKD #m=7)ZFZ 28 b Sz, EHIT,
KR OJFKNYE CToh 5 benzaldehyde (p=0.004), undecanal (p=0.026)23FF CKD #£ XLV &
ESKD # CAHEICHH &7z, Undecanal (3B HFLEIE LTHLHOLNTEY, AFEOE
BHERINN, 4 F TEHEERRE & OB OS2\, £72. benzaldehyde (% HD
BEOMENICZ RS- HE b H Y | F5C BESKD L BE T 298 Th 2 AIREMEN
IRV STz, — 07, MR O IREIEMEYE & L CHiE &4 TV 5 nonanal, decanal
HIEREMEWE & L TR S 7223, BESKD BE & 9F CKD BECZEIT o7z, Zhud, &
FEMRCK B AL ORI O RN, MPIREORELEE LD EE2 N, F
7=, 5 FREORFEHEREIEYE L, HD BICREDHBEE T L, REER & OBEN
R I T,

[FE3E] BJ& 0 A TMEANZENRH 2P, IRBIEBFEIZBW TS, KT A ORERIFENTIC
L0 JREIERRC ESKD & B # T 2MEAFRET 52 LN TE T2, KIEVT A EAEC
R DWEEZFFON, AN IOMEAMOKRICAEHATHY | SHOBEEA~Y—E
YUV TICAERTH L EB A BT,



H OO B RETE R 38 10 B B NERBEE CD4 Btk T Mifa 2 i U 7= il e i s 24 il
TEREAE O fiE A
BiE B (TLAX— - U< FE)

o LI SRS R O R TEZS b & B R BIRRE O BE 2N EH ST 5,
FRC T MRS X 2 MR RAE ISR © Ml B b OB Z Z 1030, B R
FRFRIEME P IS0 T 2 I DD TIAR B2 A2, SR CI, saE Y i ic B9 %
e /) 7 — 42 ~X— X ImmuNexUT (Immune cell gene expression atlas from the University
of Tokyo) ZHEZE L, & DORRIZINERIC LV HN7-% CD4™ T Mifd, age-associated helper T
cells (ThA #ifii)) Z[FE L TWD GasC&FRS) o ThA MEIEZ LRI R Eny 2o /a5
M EBL LoD, FRCEAHEI Y v~F (RA) BF Tl B Mil@OHUAPEA %2 #5E 4
DHEREA RO L VO HENE SN TWS, L L, TOFEMAR A T =X L0 H Ok
BURIE L OB HII AR TH - 7,

[BA] ABFZE T, RIYIMAESRDO CD4™ T #ilY 7 v k OF BRI 72 bulk RNA-
seq fifHr & . ThA MR in vitro EERIZ L U | ThA IR OWRMECIZTHERED 7 1571 A H
=X LEBFEL, HORERERR~OBE S 2T 2 L2 E Lz,

[71%] ImmuNexUT 7 — & X— |25 F 2BEH D 8 @ CD4' T i+~ » MZ ThA
A AN %, flow cytometric fi#4T, bulk RNA-seq fi##T % S L7=, F7=. flow cytometry
TAHRMM Y > 7 Bk K W ThA MRz 0B L. in vitro ORBE RS T-B #2170, 3
A N IA UPEARSTUAPEAFTEREZ ML LT, S BT, et 7~ h—T X
(SLE) #3 ® bulk RNA-seq 7 — Z\ZOWT ., BRREH & OREAIRNT 4 F20i L7T-,

[#5F] ThA #HfaiZ SLE B KA IMIC BV THIINZ 7, RA FBF & [FERICHEH A & b
1 LC CXCLI3 X 1121 DB THEBLO EF-2RD7=, £ LT, ThA fifai%, SLE ¥
TOELTTENIOND 1A % —7 = (IFN) OFEE FIZEB W T CXCL13 #
RY B BEICFEET D Z EAVAIH L7z, £7-. ThA ffEIX IL-21 B LUV CD84 2/ L C
B A DO & FUABEEA 2 F5E L, B Al & @ cell-to-cell interaction 7% ThA Ffa D HLIA
PEEFEREDRIEICHNATH DL Z LB E Lz, SLE B#F O bulk RNA-seq 7 — %
&R TG WO RN OFE R, REBREWZ L, o THIlE L L LT, ThA #iflao
BRI BLZZ )Y SLE SRABTREIMEZ e b < KB L, BRI & W o TRl g
EHLBHET S LV MAEST, S5, ThA HIfdD CXCLI3 %31 CD4' T Mg~
Ty MR CHEAIEEME S KBRS FER L, FEE D B CHURMN & ORI R 72T,
BEDH Ny =2— U CRLERIOM A ThA #lEOEIE T RRELIEEL 5 2 77,

[#558] ThA #flald SLE OJRREIEMICEHEL T, FRIIMEREINE 24T LT B CHURRE
AP 5 2 L AVRIR &7, ThA HIKE O HIEERE ORRE 2 T ICMRbT 95 Z & T, #r
T2 72 R B B Lo R BB A B R IS IR 23 5 ATREME S i S hu B,



BATEN S D BAATERIE DO IEHRAGB) ~ A T A D i ATREME D FRALE
TR G (A N AR - DB ES)

[R)] EREE, JEMEICHTI2TET 205 1L L L CGRATTEIRIEN S 5
D3, RIS ) DIESOBEE 22 80 b | BE 2RO Tl Ea SRR G5 b %
W, o BEAE TIZRB W TREICEE T 2 ZEHAIZ DN THHaIlifid ST,
[B] BaEE, IWAEORIITENRIEZ M T 2720 DA~— T+ T 7Y r—
varvERE L, EiTREMEERIET S 2 &, £, TOBA T CIESNET—4 %
SHTL. BHEARE T CRRICEET S ERZMHT 22 2 e Lz,

[5ik]

e 1. BEEEOBERERITS T 2 RETENEL M T 5 A~— 7+ 7 7Y r—
Va s L, BE I LICRERAEITR 2R T 720, kI LD R b
BREEA F2EE L7z, MBI O H 2B RFEEOBE 20 412 4 BREH L TEVY, fisks
Ze HAZ T v et 2 B U PSRRI o R B D2 b 2R IE Lz, £z, BT
WEENTET—ZITRAR VAT 4 vy Z7EUFET AV ZEA L BEHEE o2 o —/L
DA B 5 [’ 1 2 fst L7z,

R 2: WEROTZOO AT OREZ MW T LA~ — T+ 77TV r—a V&6
LT, BE T LITRER BFATEIZ 1R 2720, ML & 2 Rl b iae 2 4L
L7z, BWAED BRI 20 41 4 BRGERA LBV, FokR 4 I rl etk 2 374 L,
BRI OEBEOEZRE Lz, £, HIFPICNE SN T — 2 ICHBIRA R
BT NVEEH L, BEATEIO IS BEE T 5K 7 A2 ME Lz,

(5 R]

g8 1: 20 AR BN 4 RO 258 L, BIRho7 70— a v offiHHED
HRAEIX 92.5% Ch o7z, MR DK T ETIC, 1 MY OREREITAEEIC
B U7 (BRAAIE: FRfil 5 [a], & THE: HPOfE 2.5 [B], P=0.002), £7-. EITT DAL
NREVIZE, BEHEEIN 2 he— L TE R REANR LN,

MH9E 2: 20 2B 4 BE O eI 256z L, BfTh o7 70 r—3 g v offif=RO
HEIX 98.3% Ch o7, AFZERHAAD G T £ T2, BMI XA RIS Lz (BHAARE:
il 34.9kg/m2, & TR FRAE 34.1 kg/m2, P=0.011), Jc479 24809 DERI K&
WIE S BEATEIO SR 72 < e DR Ao iz,

[$55E] AW CRARE LB RES, IWEICKTT DIGRMBA~— N7+ 77U
—¥a VOFERATRREIIN TR L 0 TH Y IRRICB T A b IIFF ST, Fiz,
H A ATEIZB W TERICEET 2.0HARFIZHONTHB LN Y | B 2R~ ICH
T& 5 A REMED RIB S iz,



DRRBHOLIMITIT 5 DNA FUEOFHIEIC BT 5 SR BB
W (FBRARARLE)

[F5] DAREICITEILWFERBR D 0, D ORBEEUSE B IEARES K E V. UK BRE
WIS ATREZe, TRIBEO MW P THIR 23 8 ff S Tn 5.

[BM] LFRRRIZ R D DNA 15 & DR EOIREKEER L O T% & ORISR EH
MZT D,

(5] FURBRZROTERBEHEOK T L2 LA4E (HFEF) OBz, D
OV AR 2 520 T B A AN, D AERRIRICK LT DNA HiE~— 0 —Th 2
poly(ADP-ribose) (PAR) & y-H2A.X D HafZ e tyeta 24TV E Bkl L7z, FEFHlE B
X1 EBDOERYAN—ZYEFY 7 (LVRR) & U, BIREHEE B IO, R
Fl, AN TOMBHA RS o T2 BE= L RRA v R e L. £, —RMLBIED
FEOHONTIZREICH L TRy Y — b — o AT 3206 L, O E B & s+
(2B DIREMEE R OF M - FiEH - DNA RSO R~ 7.

[#ER] w5 B 175 6 CELER 56 ik, BB IE 1,213 B) 0955, 12%03 5
PET, 55%72% 1 4% LVRR % AL L7-. DNA 5~ — I —BERMRONE E, LVRR &
T DHERNE L, BAETZY RRA  hDOA Ry MREAEL DR T TRIROFR R
IZHBW T, D DNA 5 OFRE & LVRR EREOBIITADOHEBENRA LN, &=
7 —=h—r AZAERE L2 DCM 3 69 AD H 5, Vo X 7 BEE S AR

(LMNA 72 X 511 N) 28T 58E1%, L aX 7 EEEE AR (TTNv 72 X ;9 A)
AHTHEE LD S DNA BEORE RS- T-.

[F558] OAMRRIZ I 5 DNA G ORE X LA L2OER Z I ET 5. DNA HBIEDORE
i, WRAWIEREBIZ L D HFEF B3 OIRFERISER LOTF# 2 THT 2 DICFHT
H5.



Erdheim-Chester J75 O F BB FE A D HR R
R MG (IR - NEERAES:)

[F&=] = oA & - F = AX—45 (ECD) (%, ‘B « AR - B0 - D& - B - Fe
JE& 78 & Ok IRlBER S EE S DA DIRBTH D, HE - EER - B - O FE WV - L
R« PR R EERS « RIOFSRE R 72 E OB 2 ZEIRIC K 0 AETRO-E MK T L, A THRA
R7RHAEMRE TH D, ECD IZHT 2 HNRIBFKIETEERE STV ARy, &KIIT
X BRAF B T AENFKROOEDTHDH I &2V . BRAF BHEIENRFICHER X
ILTWVDEPIRIAIZITE > TE LT, FHIGEOHRBNLEEN TV D,

[B] AEIOFIETIL, ECD OF LWERZ —5 > AR L, SERE BIiEE 28 L
VIRIRIEZBRETH Z L2 HIEL LT 5,

[71]

1. ECD OFIEICE b 2 Bin 1R & i+ %

ECD BE MR ATEH L CRIB TN 21T\, BiicelBfn T RE 2B+ 5,

2. ECD i’ & ECD-iPS #ifid & {Ek LIRESEBAF O SR & 35

— AN® ECD E# DMl & iPS M ZERd 2 2 LITaEh Lz, 2@ iPS Ml 1G4
FEBAFE A FTRE D RGE A O T D,

[FER] 24 JEBI D DBREREEANTRY ) ATy YV — b — 7 T AZEmML, R
T A N—ZE B L 4479 % Recurrent mutation & L C RBMX Y214*D[RIENL A H % 7 SEH]
TRIE L7, [RIZEHES ECD OJFREIZ 5 2 HEENZ DV THEREIIRIT 2 3 A T D, —
A® ECD #BFH DML G iPS Mz Ekd 2 2 LITpkZy L, BN L7z iPS Mifa b R
T A N—Z5 5. NRAS Q61R B3 MR I L7, Z @ ECD ¥EAEH K iPS flifin 2 Hv\T
MEREFE B ZRAARTZE A, AL T D~ n T 7 =T E TOHBITHL) LTz,
[#535] RBMX Y214*[Z mRNA DA 7T A > 7 &A1Y 425 RNA G X LV ETH
V. FOMEEREIL mRNA DA T T A >0 VR Z2FHERT 5 2 & TECD OEBIERKIC
IR B LTS Z LR EIND, RBMX Y214* % 9 5~ 7 ADE M H i
BRAF B8/ ED R T A N—ZE R WMEFRBL S ERRBMELZIT 5 2 & T, RBMXY214*
BENED I HIZBEAD ECD O KT A N—Z8 L i L CRAOERIZE G L T\WD
EGIEAT L. ECD OFTHIGHRIEFAR Z BH5 7, E72. NSG v 7 A ITHEMHK iPS H
faD R FTBEZITV., 77 b —~DO{ERIZ X 5 ECD OEBIFEOFEZRATE
RERIBENHR CELEBCRAIA 7 ) —= 0 ZIC K DIRRIENIRER 21TH) TETH
D



15 —6)
MIERAEIL T L7 2 L, BERAT A GHERER O TR~ — A — & 720 135
ST B (Rt - AR E)

[ 5] BERIR ORI B BIE, b %2 BAFICE RS 5 2 & T, WA DOEITORA DA OF
JEDIIE « #RETIITHZ L Th D, FICHERMICEERAIHNES LT, 3 KAOIHE
EMEEIN D THpRkbESE ) THEBEDE) TBE] N8I 6h b,

FERIA G OHEDHERIZIL, BLA NV ARGFET L2 ENMLA TN D, Lo LIER
A DHE 2 3 LIS 2B b~ — 1 — 13 S Tie oz, ZHVE THUHETIE, Bk
BT VT X 2 (HNA%) DSHEPR P& OFE & BT B0 Z L 2l L T& e, Ll
7235, HNA%DSRERAO 22 BRI A OHE O FIE « R Z THI LIS 2 03 RHTHY . 4
[mlfRET L7z,

[BA] B(bIL T L7 < 2 (HNA%) DS HEIRIA & OFE O FIE - R 42 TT 2 2 a5,

[FiE] Wk D% A BUEF R LT T,

FIERIGE X, 2016 FE~17 R T T LB OFERIIRFIEIZSIN L HNA% % JIl7E L7z
16440955 BUES SFEHTEPE L TR Y . ZIEERSE NI 77 BB 45 4, Ltk
32 44, “FHn 71 k. BMI25.0kg/m?, HEJE B 19 45, HbAlc 7.6% %% FIAE]) TH 5,
BRI R 48 FEThH o T,

B2  HNA%DSK 5 4 [ O B JR IS MEIBUE O FE « R 2 T2 IOV TR 7=,
Tpob TEBYENHEES U <IXdGE Lo BEE | THRBEIZZLR 2o 72 #ED 2 B
[ZOWT, HNA%ZHEE L=, % 12, HNA%EIKIC L D > M A 7T 2 BESH T,
BHEREIE A = RARA o b & T D EFRRIRT 21T o 7, BJEH] 77 4 TO M
Zy RN—=RTA4 VOBEETHZ D720, AT —Y QEEODHLD I HIT- T2,

RREHEHEOER L LT, ARZZROMEIRAEIZ T, X—ZF 1 KD CKD
AT =V R0 BT LIEAT =D& 2 B TRD DL Z L ERE LT, £72 CKD A7
— ViR E THIT 5 HNA% D 71 ~ b4 7 i % ROC fEMTIZ TR D 7=,

[FER] N—R T A VERFICHEMERYE 2380 72 BE 1OV T, HNA%IE 5 F% I
FEN S LB T 25.46+13.88%, [t Lieho7ofE] T33.71+£850%& ., & CH
BIZEMETH -2 (p=0.02),

WIZ, CKD A7 — ViR % P4 5 HNA% D o v b A 7 ik, T2ER]] TG2
Il EHIT 23.22% TH -T2, ZDOH v MATET 2 BEZH T T EAFRE AT IC W T
177 7 BEIS T EERRIC BRI RO MM A58 0 (BIER] : p=0.12,G2 DH 1 p=
0.11), BZHIMKE TR COAEFRITZAERT 136.7% vs. 60.7%]), G2 DHT [33.3%
vs. 63.6%] TH U | BRI AERRAZZBOI,

[#55E] BT 7 L7 X (HNA%) I, HRHENE O oo A OB ae i 2 T L,
PR AIHEEREZ TRT2~—— L0155 2 EARB I T,



LI S BIEEIE NS FICBb 5 1S 7RIS o e
BT (BRIE T27)

[(BR] Bl3—EOBERNEZHT L0, Btk bEUIRLEZIT 2T, BiEa L
8%, £O—FHT, BExEND LHFOBEENMETT 5, T0D, FkE OBEER
RE /& @ B HIERRO LN TWD, B OBEIRRIC N TIE, fEManSE£ED
RIEH], HHE R ATESAAY 73 b LR IO B 2RI K D R S D IV 2R R TERCT
HEEEY, KRR EEZRNTSYET) AR TENEAET 5, BRI
T % 2 LML Senescence-Associated Secretory Phenotype(SASP) & FEIT 41 5 KAEM: & o
NI B a— RT 58 FORBNTLET L, THETIL, 20 SASP DEx Tty M
bt R 20BLICERBET LV THITL, £DF TH Macrophage migration
Inhibitory Factor  MIF/MiN) N EE THh 5 & OWMEN 2SN, LrL, BEEOELICE
WTIXEDBIETHEETH DDA EANZ,

[B)] BCIZEE S BIEER MR T O A =X L% Bis 138 BH A OB 5 IH
5EMTT D,

[FE] EFIE~ U AR EZ O TCERBET VORGEZIT > T0, ~ U ABER OERE
KEEF 2.5 mm EHEIN TV, BMICBWTEEBEET LV E L CRRICHY L
72 1mm B REE AV, Tmm B XREZ 8@l 90 B~ ZIT/EK L, BEEE
uCT & CREFFAICHERR LTz, RIS, IV AT S 5B K% 2 8 H CHBER R Z 1T
V., HE 4+t & SafraninO Yufa CRMFHIIT 21T o 72, £ D% 72 N TH /LA
DY A X% image] THIE L7z, ®ZIC, BRER 2 BB OBEEEK&ROZ ORI
ZEREL L., Fifin & EHIZHB\O T scRNA-seq+ATAC ~ /L F A4 — Lt 247> 72, scRNA-
seq AT CILMMARFIAR EL/EH % CellChat (2 CHEFR L7z, CellChat C_E7A% > 7= B A 5 1
IZDOWT scATAC fifflT 2 AW C o/ a~F o7 72 B0 T 4 OWREIT- T2,

(3R] BRETTVORGEDT- O, BE 1 mm B XKIBIZB W T, FHfi~ T A TIEEX
% 4B CTEMNEET DI LT, B~ U A TIXERER 4 HE TILHORBE N
Ao, BICEXER 7 HE CHEOBAIEA LR o7, MBRFIRITIZ LD,
BRIEZ2BEBICEDONDBEINVADKE SITHEM~ T AET L TRENS T, Ik
IZ scRNA-seq fi#AT CHEFRIFE AAEH Z /et L7z, £ Of5R. MIF > 7 J L O i 8 A
TEFRBEE LGP E < BE L, MEBSERMOWEHM CRABNE T, 7 a~F
TR E YT 4 AR LR R, Bl OWCE Ml o Mif B s FsEi T o ic A — T
7 v~ F U RS T,

[FEFE] AMFTE Tl BALICHE S BEEENKR FICEb b~ AT VAL LT, £72,
FERIZED L MIREREZ ML~ L THRE L, 2O THEEEDZ(LICEDL S E
WL FE RO, Torzu~F o7 rvi )T o OBLER AT,



B ARBERIT AT X 5 AFBRERME SR A T = X L DR
R T (TPRBAEE)

[ 5] K& M B ORFBICIT, FURFERFEAIIER T2 BARME & | JURFFRIICIE
T 2 HERENEE L T2, ITF, SR &8 Dlfgs 0 ERGIARAS, SERIIZfED
EHIND X IZRoT b FMEETEHEELZZITH 2 & T, REICENEE SN, 7L
X —IRIBOFIERLEAIZ DR DD &V D EEDB T ITHME S 4v7z (RN U TG o
B EIER & OERS TH D FUEIEEANT, invitro DFEBRTHGE EEMRAEEE L, N
U T HEREAAK T SEDATREMEDS RIR STV 5, Las L, BRI W TE AR A
MEDE DR AT = AL TRERIEZERL T 20IIRMEHATH D,

[ B B8R0 - G 0E 2 IGM LT 2 2N EORE G EBET L~ T A% VT,
BRRGEA OB AN KERIEZ R T DMNE I DERF L. FDH T A D =X L% 50
235,

[HiE] BRRGEREET L E LT, w7 AICHRO AR Z 4 BEGERA SH7,
ERAEREET L E LT, vV RZERERIOFET TERT L7 I (OVA) % 4
A S (RIEM) . —EBIRFRZ0 5, OVA & 3 HEf A S M), BRE
Lichiiz 7 e —4%A kA KU —-«ELISA CTHEHT L7z, FKEENOBHRICE E 5 S mETErE
&, BRI VBRECMCO) 2RI 52 & THIE LT,

[FE3R] BREERET LTI, BRI AIZ K o TAHRBERMESGE RIE DS FHE S 4L
7o BRRIERIR AL DR T % — bod IL-33 28 B L, IL-33 I X » CTiEM b s
7o 2 BUAMRY Bk (ILC2) WAFBERMRIERIEZEL L TWDH Z &2/ L7z, IL-
337~ 7 A TIX A RIEAIR A & - CTHEM ST BRERME R TE RIE OWFI RN A DT,
S HIT, BEAEREET LTI, AREAIOFIE T T OVA ZRABIES e~ T X
IZHB VT, B TO OVA WAL ITHFRRER M QB RIEAE U, OVA-specific IgE 73 FEAE
IND T EPRINT, ARERIOFIE T T OVA 2l NE/E S &, EHLFE T OVA 2
ASHTv 7 RZBNTEL, AT R— MOIL33 BN EFLTEY, IL-33" w7 A
TIXFBRER M SOE JE DIFES & OVA-specific IgE PEAIR R bz, &BIZ, RT v
T4 T HED (0=23), FENOXy R V77— PHpT - U B 7 ENENO5H)
HUVEE LB O CMC ZHIE LT & Z A, T XTOHF 7 b CMC BEH
SN, CMC FFEZ L ITEL2ERH Y . &KbEv CMC BHIE S50 b FiE
T LIRS TN,

[FE3E] BREERI O AIZ X » T, T IL-33 23EAE S, ILC2 Z &M b4 5 R 72
AH=ZRABE | IL33 BT Vasy e LIEHIBUEIEEZ N T 2 A D= AL E - T, 4
FRERMERUERIE 2 35 2 &R ST, SIS IATERE ISR L, B LI
ICANSHTWAATREMED B 5,



HiE—9)
FEFRIZ 31T D CDK12 OREBEMERA & 1GEIE 1L,
AL A GH g ERS)

\

EH

—

[ 5] H%FE ITBL PR T v 7 7 A WZHS X Classical B GEFA) & PHRARLR
Basal 2253 1F H 415, Basal B I IEE(L 2 RIEICIREUETH O | BRh7eia LD
FHPRD BTN D, & 2 TR TIE, B EERIRR AT 7 A R v CHEAl
AT V== T %47\, Basal BUPEE OFHUGFIEN 2R LT, TOHT, 142V
KA % - — B (cyclin-dependent kinase; CDK)®D—->T& % CDKI2 IZ5&/ H L7z,
CDKI2 [Z RNA R Y 25 —F Il O C KugfEhk Ser2 # U k4% 2 & T, %#lC DNA
BEEEBERGRTOBREEZHIE L T D, BARROERE LTHEETH D &0 ) fiEi
H5HHDOD, TOHEENROBEFII AR 2SN, £z, MIEY I L o%ECR
MRS K DHEREDBEW R E BT L A E N> TE LT, RIZICAHZENE NS FTH
Do

(B ICEB TS CDKI2 D4y 1 HE X OWIIEE R ORI 2 AR o BHifg & L
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SETDBI suppresses interferon responses and NK cell-mediated immunosurveillance specifically

in monocytic AML
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[Introduction]
Acute myeloid leukemia (AML) arises from the accumulation of genetic alterations in
hematopoietic stem and progenitor cells. The prognosis of AML is generally poor and chemo-
resistance and recurrence have been major challenges for the treatment of AML. Especially, AML
with monocytic differentiation (monocytic AML) responds poorly to current treatments, including
venetoclax-based therapy. Therefore, there is an urgent need to develop improved therapeutic
approaches for the patients with monocytic AML.

[Purpose]
Identify key genes that promote AML progression particularly in vivo by performing
CRISPR/Cas9 screens using a mouse monocytic AML model driven by SETBPI and ASXLI
mutations.

[Methods]
Based on in vivo and in vitro CRISPR/Cas9 screens, I firstly identified SETDB1 and its cofactors
regulated leukemic cell growth particularly in vivo. To determine whether the growth-inhibitory
effect upon Setdb ! depletion was a result of immune cells targeting Setdb-depleted cells in vivo,
I conducted transplantation experiments to assess leukemic cell growth with the mice harboring
different immune systems: immunodeficient NSG mice, immune-intact C57BL/6 mice, and Rag2
" mice lacking mature T and B cells. I further performed transcriptome analysis, ChIP-seq, and
functional assays to elucidate the underlying mechanism of Setdb-depleted leukemic cells.

[Results]
The CRISPR/Cas9 screens identified the H3K9 methyltransferase SETDB1 and its cofactors
(ATF7IP and TRIM33) are tumor promoters in vivo. Mechanistically, Setdbl depletion in
monocytic AML cells upregulated endogenous retrovirus (ERV) elements, interferon-stimulated
genes (ISGs) and NKG2D ligands, while downregulating MHC class I in mouse AML cells,
thereby increasing their immunogenicity to NK cells. I also found that loss of SETDB! in human
monocytic AML cells induced intrinsic apoptosis and increased their sensitivity to NK cell-
mediated cytotoxicity, whereas it showed only modest effect in other subtypes of AML.
Furthermore, | identified MNDA, a known ISG in monocytes, as a biomarker to predict the
sensitivity of each subtype of AML to SETDBI depletion.

[ Conclusion]
In summary, this study reveals the critical and selective role of SETDB1 in monocytic AML.
SETDBI1 mediates H3K9me3 at the monocyte-specific ERV enhancers to repress the expression
of NK cell-activating ligands and ISGs, thereby suppressing immunogenicity and apoptosis in
monocytic AML. Therefore, SETDBI1 and its binding partners are potential therapeutic targets for
monocytic AML which is relatively resistant to the current standard treatments.
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A novel zinc-chelating compound has antifungal activity against a wide range of Candida species,

including multidrug-resistant Candida auris
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[Introduction]
In recent years, the incidence of invasive fungal infections has increased, resulting in considerable
morbidity and mortality, particularly among immunocompromised individuals. Potential
challenges in treating these infections with the few existing antifungal agents highlight the

urgency of developing new ones.

[Purpose]
Here, we evaluated six alkyl polyamine compounds (APCs), not previously reported as antifungal

drugs to our knowledge, that could deprive fungi of essential transition metals.

[Methods]
The APC with confirmed antifungal activity against Candida spp. was analyzed by using
transcriptomics, followed by metal-addition experiments, mass spectrometric analyses, and

intracellular zinc quantification with a fluorescent probe.

[Results]
A cyclic APC with three pyridylmethyl groups, APC6, had high antifungal activity against a wide
range of Candida species, including multidrug-resistant C. auris. We conclusively demonstrated
that APC6 was able to capture zinc within fungal cells. APC6 not only exhibited activity against
C. auris as a single agent but also enhanced the efficacy of an azole antifungal agent, voriconazole,

in vitro and in vivo. APC6 disrupted the biofilms formed by Candida species.

[ Conclusion]
This zinc-chelating compound has potential as an antifungal agent, and the control of zinc levels

in Candida species could be a powerful approach to treating drug-resistant candidiasis.



