(A4 )

WFFERAJE RS

WFFERASEH 4 &
FrE felik K4

S TR N i

gy OB SR

B 2 3k & 4

[16£k0108108h0001]
Rk 294 5 H 30 H

YRk 2 8 £ EFE ML B % KR - E E

(AAGE) BAIERMATTERE Bl - B BURGUAE (x4 2 ST I S8 an 55 B S 4fE

% ZE) Research Program on Emerging and Re—emerging Infectious Diseases

(HAGE) HEERYYEOREREI K O - 16RIEOMSLIZEE T 2019t
(¥& EE) Translational research on deep—seated and superficial mycoses from

elucidation of host—fungal interaction to clinical outcome improvement

(FATE) RliKY HETER GEF - QIR WH 7%
(5% §&) Nagasaki University, Visiting researcher (trustee and vice

president) Shigeru Kohno
Rk 284 H1H ~ k2943 H 31 H

(RARTE) MBI T DRI, Ao Bk PR %

(3£ FE) Epidemiology and new technique of invasive fungal infections in

patients with hematological malignancies

WHFERASE S A
T Bl K4

gy OB SR
Wy 4%
B 2 3k & 4

(BARE) EFRABEMLFHGHEASS ROMPB WBREGER EE RS

(F&  FE) Department of Infectious Diseases, Toranomon Hosipital, Hideki Araoka

W

(AARFE) BABERIESRIZE, 7 A UL )L A MR O L O ERERE O RF 2, 72

(3£ FE) Epidemiology of imported mycosis. Epidemiology and mechanism of

azole-resistant Aspergillus fumigatus. Supporting system for physicians on the diagnosis of

mycoses

WHFERASE S A
g Beik K4

Katsuhiko Kamei

gy OB %R

B 2 3k 8 4

(BARE) THEKNFEEELHEL 2 — 2% A
(I  FE) Medical Mycology Research Center, Chiba University, Professor,

(BAGE) &— = VIERTRW % v - oA Ao mGE

(¥& 3FE) Evaluation of a novel Rhizopus—specific antigen detection kit



WFZERRSE S A (AARGEE) RN RFZRFRE EFOR BRREGHEY o #=E 9L
File &k K4 0 (3% 3E) Osaka City University Graduate School of Medicine, Infection Control

Science, Professor, Hiroshi Kakeya

S HO#F %t (BAGE) 7 U7~ 2y 7 AR ONRVEFRE T OfiFB & MG O AL D
Bl 7
B % ¥ B 4 : (3% #B) Reactivation mechanism of the latent infection in cryptococcal

p=

meningitis and development of its diagnostic technique

WFFEBASE Sy (AAGE) Nk s
e &k K4 (3% §E) Tohoku University Graduate School of Medicine, Professor, Kazuyoshi

Kawakami

S HO#F %t (AAGE) MRRROM B2 L OB % & Ml a5 BRES W S b2
B ¥ 3 8 4 (3% §B) Development of supplemental procedures for histological diagnosis

and operation of nation—wide supporting system for pathological diagnosis

WFFEBHSE Sy (AAGE) EFHEFRRPORE S Bz e
Pl ek K4 (£ FE) Toho University, Department of Surgical Pathology, School of

Medicine, Faculty of Medicine, Professor, Kazutoshi Shibuya

gy W g8 (BAREE) BrEl - AR REREFS J O B B i R 5 oo SRR =R 098 BE OWF 5L

B % R B 4 . (3 FE) Research on laboratory based management of fungi related health
disorders and emerging/opportunistic fungal infection

WFFEBASE Sy (AAGEE) WRARFERILEZEEMNEE ¥ — T - Zd% HEMNE—

File &k K4 @ (3% 3E) Chair and Professor, General Medical Education and Research Center,

Koichi Makimura

S HO#F %t (BAGE) 1R HIEICEET A F50
B % B B 4 . (3£ FE) Research on antifungal agents administration

WFFERRSE o (HAGE) BHERRFERFREEZER, BREES, 2d%, —IBE%
File &k K4 0 (35 3B) Department of Clinical Infectious Diseases, Aichi Medical University,

Professor, Hiroshige Mikamo

gy HOWF %t (HAGE) 1> ¥ XIEDOZMIREM
B ¥ 3 B 4 . (J& FE) Research on diagnosis and treatment for candidiasis

WFFEBHSE Sy (AARGE) RIGRFRFPE EHREFRAIICR BARRGYEY FHAT = 28]
g ek K4 (¥ FE) Department of Infectious Diseases, Nagasaki University Graduate



School of Biomedical Sciences, Docent, Taiga Miyazaki

AN

HOwF 9% (AAZE) 7 A~ULX)L RIEDZWIEIZRE$ A58

77
B 3¢ B 8 4 . (3% FEB) Developmental research in novel diagnostics for aspergillosis
WFFEBASE Sy (AAGE) ENZBYYENERT HEE R =R 2=k

ArlE ek K4 . (€ §8) National Institute of Infectious Diseases, Department of Chemotherapy

and Mycoses, Director, Yoshitsugu Miyazaki

N
73

HOwF 9% (AARZE) 7 A~ULX)L RREDIEEIEIZ B3 A58

B % ¥ B 4 . (3& FE) Study on new antifungal drug targets for aspergillosis

W5

PR (AAGR) ESCRRUYEMZEET HEE EEEs b &

e &Hk K4 : (3% FE) National Institute of Infectious Diseases

Department of Chemotherapy and Mycoses, Senior Research Scientist, Satoshi

Yamagoe

II. FROBE (RIEHTEHE)

1. 1RHRIEDB%E

1) "AAN—T"y AT V== T80 P X e EORFREFEICIEE 2 R~ {bEmERE LT,

2) Aspergillus fumigatus OIFIFVEICREG- L, MG % & ek COMAICBE G35 Bllb # v /37 &
DFREREMFNT 21TV, ~A 7 1T LA EIZ LY M{EFE T Bllb /0 FEIC SR S 2 B s 1 % [F]
ELTz, £lo. 205 H 4B FOBGFREERNMIIFIC LV HAEIND Z L 2R LT,

2. DWHEORI%E

1) 77—V T 4 AT VAEEHNTE LN, 7 ALV ANV E B EICx T 2B OHuA %%
AL, MIEFETFTCHREOR N R4 v F ELISA R&EME L, £-, HEERNEHED
DNA %52 X D - 72 BUR R 21T > 7=,

2) AREET AAULFL A S— ) WEDIEBNZIS T D FBLMIEZ W OB M Z RET 2 7280, EFID
L MIERIBORIEEAIT o 72,

3) FICMmEFEBBFIIIET DURIEMEFEIE CTH D L — WVEDIFREHEHR 21 HH9 %5 ELISA ¥
v MR L, WESHEORIE, BIMERET VIC X DBGEEEIT o 72,

4) TEEMEGINTICE Y, A—a3)L &g LT ALV 2 0FERIN T L 0 R EENE &R ELE
MEAETLHZEEHLMNT LI,

5) AHN=UREENT T 4 el A WG E . B TREICES BERENR L WO PCR 14
2 ISHIEIZHARTHETH DL Z L2 LT,

6) EWNAEZEEOELFRBIFRIC XY ENFITH O Trichophyton tonsurans [F7E > AT I D FEAF A % e
SLLTz,

7) BAEMEZ VT a sy 7 ARG OB WO -9 D IFN- y -releasing assay IGRA) OBIFZ AL LT,
7 U7 b3y 7 A0 5 Tm MIRIEEUR 2155 2 LIS LT,

3. JWREMEN



1) Aspergillus fumigatus D7 Y — VIR ZINE L, 7Y — VEERIEML 2 =1 — R4 5 CYPS 1AL T
DT 24T > T2,

2) "IV AV 2= IR ERWZEWE T LV CTOMNTC, IEESZ V7 b3y 7 AEYCBT S
G LIRS BIZDOUWTRENT L, JESRE % PR A€ ) —T (Tm) AAEFEE S VETE
PR E CHERF SO Z L 2B LT,

3) Candida glabratai® % H|MitthE 2 #4532 A = X W& 50 TEW PN LTz,

4. DWISE - EERA

1) MRS B DRI D o O FRYE DS, ZOERGEEZH LM L,

2) WBRICBITDINTZ 7 ¥ (MCFG) BLUOMART 7 ¥ (CPFG) OIFEEERBHE %)
BN L. BTICRE TR 202 L 26T LT,

3) WHRHDO T Iy 7 HEE LR o7 Candida auris [ZBT AENA 7 )V —=0 7 %% % LT,

4) ESLRYYEVIZERT 2 & L L. RN ENTELT 2 8 AT BEAE O FEARBUZ BT DT 21T > 72,

5) HEJEY 77 LAk —L LT, ENUERGYENZERT & ) L, REICE X SERHR ) D OFE
AR 2 % T e,

Candida spp. and other yeasts

*We reported clinical and microbiological characteristics of breakthrough candidemia (BC) in allogeneic

hematopoietic stem cell transplant (allo-HSCT) recipients at Toranomon Hospital. The cumulative

incidence of BC up to day 100 following allo-HSCT was 2.9%. In addition, Systemic steroid

administration and a longer severe neutropenic phase were independent risk factors for BC. (Hideki

Araoka)

*We have studied the intracellular signaling pathways involved in multi-antifungal resistance in C.

glabrata. Our results demonstrate that the vacuolar H+-ATPase plays an important role in oxidative

stress response in C. glabrata. (Taiga Miyazaki)

*Molecular identification system for epidemic fungi, Trichophyton tonsurans, was established under the

collaboration with a national company. The nationwide screening for first pandemic fungi, C. auris, was

prepared. (Koichi Makimura)

*In an animal model of latent infection with Cryptococcus neoformans, we showed that antigen-specific

memory T (Tm) cells were developed after acquired immunity phase and maintained at the latent

infection stage. To develop IFN-y-releasing assay for diagnosis of this infection, we succeeded in

obtaining a protein antigen from C. neoformans to stimulate Tm cells in the infected patients.

(Kazuyoshi Kawakami)

Aspergillus Spp.

*We found four Aspergillus fumigatus putative genes that were regulated by B11b in presence of serum,

with using a custom microarray method. Each deletion mutant of the four genes showed limited growth

in presence of serum. (Satoshi Yamagoe)

-Several sets of antibody against extracellular proteins of A. fumigatus were selected with a phage

display library derived from human antibody variable region, and were applied to develop a ELISA

detection method. (Yoshitsugu Miyazaki)

*We have collected 35 isolates of azole-resistant A. fumigatus. Analysis of CYP51A genes in these fungi

disclosed the increase of mutation in G448 which is known to be related to the resistance to various

azoles. The increase, along with the emergence of pan-azole CYP51A TR46/Y121F/T289A and



TR34/D98H mutations in Japan, could negate the efficacy of azole drugs. These findings clearly indicate

the necessity to take countermeasures urgently. (Katsuhiko Kamei)
Mucor Spp.

*Secreted or membrane-bound proteins of Rhizopus oryzae, using the method of a signal sequence trap
by retrovirus-mediated expression (SST-REX) were searched. Our study indicates that the 23kDa
antigen that we selected as a candidate for a Rhizopus-specific antigen might be a promising biomarker

of R. oryzae infection. (Hiroshi Kakeya)

*Quantitative image analysis on the histological findings revealed that Aspergillus show stronger
penetration activity than that of Mucor. Inferiority is suggested of PCR using FFPE with comparison
with ISH, mostly due to false negative derived from nicks and gaps of gene. (Kazutoshi Shibuya)

Antifungal agents

*We compared the incidence of hepatotoxicity between caspofungin and micafungin treatments for
patients with fungal infection at Aichi Medical University Hospital. The overall incidence of serious
hepatotoxicity was 6.1% (4/66) in the caspofungin group and 7.4% (10/135) in the micafungin group.
There was no notable difference in serious hepatotoxicity between both, even though in patients with
abnormal liver enzyme levels. (Hiroshige Mikamo)

*We identified some compounds that had potent antifungal activities against main species in Candida
and Aspergillus spp by high-throughput screening with chemical libraries (approximately 50,000
compounds). After evaluation of antifungal spectrum and cytotoxicity, we selected several lead

compounds and explored their analogs . (Taiga Miyazaki)
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