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IeM 32 1420 713 |37 145.0 96.0 049
IgA 31 2490 1420 | 37 275.0 169.0 0.39
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1) BRTEREOES (HIVERER LUBERE

REZTo T IENEEZ LW EEDLRN A, RRNERE) ek s WHIREICBITE 7L by

SR (flucytosine; 5-FC) ORI FHZUEBET 22 L 134
1) Pappas PG, et al., Clin Infect Dis 2001 Sep 1; 33 5N TEHY, 2BED 7 455 Y B (amphotericin
(5): 690-699 B; AMPH-B) (0.7~1mg/kg/H) O sigEkE L, 5-FC
2) Kohno S, et al., J Infect Chemother 2015 Jan; 21 (100mg/kg/H) BORESOHAK 2HEE, 712
(1): 23-30 FY" = {fluconazole; FLCZ) (200~400mg/H) &0
3) Perfect JR, et al., Clin Infect Dis 2010 Feb 1; 50 HHVIEEREEERSIC L 2L - BRBESTD
(3): 291322 N3, HIVEBEZ NG L LBl OEEALRETIZ,

£ JUTPIvI AERN T INERE AR CREBREZRTIRT1Y)

PRt 4 ST
) BER AR msmm | TC17
HiE n

HIVER 5 WHBA AMPH-B (0.7~ 1.0mg/kg/ B)+5-FC (100mg/ke/B) 28/ Al
L-AMB (3~4mg/kg/ B)+5-FC (100mg/ke/H) 28R B-1i
AMPH-B (0.7~ 1.0mg/ke/ B)FEF=IZL-AMB 4~ 6i8FE B-II

(3~4me/ke/B)
THYAOREEL AMPH-B+FLCZ - B-1
FLCZ+5-FC - B-Ii
FLOZ - B-1I
j§1074 - o~
bk FLCZ (400mg/R) SER A-1
MRk FLCZ (200mg/ H) 358 A1
HEBREORERE ITCZ (400mg/ B) c1
+ AMPH-B (1.0mg/kg/B) c
BERERBIEEE | UHEA L-AMB (3~4mg/kg)+5-FC (100mg/kg/ H) 2;8F B-11
THEAORERE L-AMB (6me/ke/ BVELIZAMPH-B (0.7me/kg/B) |  4~638R1 B
Rld -5 FLCZ (400~800mg/H) 858 B-11
MR FLCZ (200~400mg/ B) s6~12h AR B-1
LRUAORET | OHBA AMPH-B (0.7~1.0mg/ke/ B )+5-FC (100me/ke/B) | #BRILLE B-11
EBLVRBER AMPH-8 (0.7~ 10mg/ke/H ) GERLLE Bt
5 L-AMB (3~ 4mg/kg/B) SERILLE B
AMPH-B (0.7mg/kg/H)+5-FC (100mg/kg/H) 2380 B-i
sgibE FLCZ (400~ 800mg/H) S:ER B-i
R FLCZ (200~400mg/H) 6~12h AR B-i
B~mEEORIT a0 IR ERE REMHBESLY | FLCZ (400~800mg/H) 6~125 AR B-10

RIBEEE)

BEOMHYTFavIRE (REDNFHBESLVRETREE) | HEESBLEOLEICECS 128 B B-1lt

BERE, M~ | YT hava-<HY PRt B e R D AMRICHEC D 1278/ 8-

Bl B (BEREGL, &N | FLCZ (400me/ B) 6~12h AR B
L)

AMPH-B, amphotericin B; 5-FC, flucytosine; FL.CZ, fluconazole; L~AMB, liposomal amphotericin B; ITCZ, itraconazole

XEMEREEIR
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AMPH-B 1mg/kg/H 4 388z 5-FC 100mg/H % 2 i
FIBEA Y 2 &, AMPH-BHM#% FLCZ 800mg/ A ff
FABEC L, EaTHENS EHEIhTWEY,
Y #{LAMPH-B (L-AMB) &5-FCBERICEd 2 8%
AR, TEFVALRNLE L TIREF RV, B
HRRBIEE HSEED S NBIEM ClRRRHC Z OFANEE X
N5, INEERRIETIZH %58, L-AMB 4mg/kg/H®D
AMPH-B 0.7mg/kg/Bic 4 3 B tEic oW THE
ENTVBY, —Ff, EMEREESE T aEmH
RlELThreza—Y YHERSFEHEINTH L
&03% {, AMPH-B & OH i CEBEEENHE T
BREREIEN 20, WIHREEE L TL-AMBLS-FCD
PEAICE] 265 %, FLCZ 200~800mg/H D4l - #iFy
Bk ST 30 IR OR S, 5
Bk DR 2 EERICEEE L, BEEE TN
EThh, BENR 2 EMB OISR, BENE
HEDTFERTFHEALICENTH 2 L b Tn3Y,

2) 1) BAORERSREE SUREBEEDES :
BEORRAPED CHE (BHEE, BEE, B
W, AR, 25 a4 FEMERZY) Tha ik
&, EFHEOKRSHMPRERE, HroEflick->
TERZET SN, B 4 8B ED AMPHB 74k
L-AMB & 5-FC Oft #5108l 2Hi %, FLCZIc X 5
88~124 BREDMIL - ERRESHEEShTvwaY,

B. NEEXEFLRWES
SERDEIE~PEEDOM 7 VY 7 a vy 7 AFETIE6
~1238 D FLCZ 400mg/H %3, BEOHZ ) 7 avy
TAEBLO 7Y T raya—<w2ET 55512, K
B L AR OBER 12ERT Y, ZROTA K5
14 VT, REEER DA L WEBE~PEFEDRi
Y7 hay 2 AEICBWT, BEHERORWEETIR
FLCZ 200~400mg#% 3 5 A, il 5 > Hgm R
HT6 A ABOREPHRI L TH Y,

C. Cryptococcus gattii BREEDR

C. gattii i3 C. neoformans 2 h, BHE AICE L H
fEL, IMEERESS 2 E O i iR R B 2 A0 2
ERBEL, BEALPTVIETHENTVWS, £2in
vitro TR ERRBZETH 2 b ddrdb 6T, FiEE
ERBEioH LEROEIHIEEZTR T 5%, C
gattii BPFEBBEO L EF v 234, KERPE
HEDOH A FF A Tl C neoformans \ImHEL 7-HE
BEROERBHEREIN TV 2Y, MR EC2E L
C. gattiil IERIESOH] (rpHRBHRE R & T D & HF 735
RO RI06]) OREDHAFBRNFRIC L3 L
AMPH-B & 5-FC O f§f Fl#% 5 % F iR #i% R GE H°
EOEL EAE 6 R, FIREICREL 7258112
AR L, AR O Rk C B R R AR 5
izt DML H 37, Hamlicd sl € ¥ —
7z Yy (IFN)-y OFGECOWTIEB & 0 Cld
Vi

SR
1) Brouwer AE, et al., Lancet 2004; 363: 1764-1767
2) Day dJN, et al., N Engl J Med 2013; 368: 1291-1302
3) Chen SC, J Antimicrob Chemother 2002; 49: 57-61
4) Perfect JR, et al., Clin Infect Dis 2010; 50: 291-322
5) Van der Horst CM, et al., N Engl J Med 1997;
337: 15-21
6) FEEMHEBEEOZH BRI P I EERRR,
T EREORBE - RS 1 F 74 v 2014, HE
7) Chen SCA, et al., Clin Infect Dis 2013; 57: 543-551
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vy, KRR I BRERED 5 ~20% % HD B,
2. AV IFAFRIE
KREFEHO 7 VY FM, AU 7 4027 HED
Zoa— X ¥ R E O EINT0E s, B
KEEEF BT WA ERRETH 5, o TR
NBEGER L L TR N, BEE TORERENS
WIHFABEEED O &2 TH 5, AIDS % Ml E ik
B, IESRBRERE L Lo B IIHISEE R R L1 E
a7 OF A4 FRAEREDOY A7 HTTH 58,
s, HEABLBEERNUOKEYR LR, @)
W B AL LT SEEES IS 230 & U CRRREYE:



E1. A7 I A1 FABRAEREOFRIEF MBI
BH, BESERLCHEROSESERHS

2. B SAMILRAEDHEEE
BRBEHSALOERNEETIREREERHS
(Courtesy of Dr. David A. Stevens, Sta. Clara Valley Medical
Center, Stanford University)

WEBHRT 2 LB 2O CHEENBETH S, f
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ETIFDOREL DY, TEREHHEFANELLF—
DB TIE, 1937TEEZ B O HEVEM E L T015/4E8 A
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BEA, WRETHSEOHENE\, AIDS, Ik EkE
B, - BESHEEESOMBINEIEEARELY
DA, miked, BEEEEREER (COPD) BE, BiE
B, BATREELLLT », HERE BB
EDA~80% % 8, FBHA L OENSLET HTH,
255 (H2), HECETICS», PREREBED
B 5~10%TH 53, AIDSEE TCRBENERE

3. mEStRBI&H#URBEE
THUDLEDRRIRE

TREM AR HIESR Vol 36 No.10 (2015.10) 11 (193)

4. Ay Iy MEDEBRICHELE
HUEANEREER

D% ZEDB EINTNS,

4. FHUDLE
FELUEWRERE L LCalsh
57V LARBICKBRERPETDH
5, SR ED o OREBE (BEBEL &), B4
BRI E ARPERRE LTHEEINTW S, B
BEhoOMEEEREBESE L FORBRLEE CIRIBE
HE7F U MEEFEL 5 5, BRI g
BZBOBRMEREIEL, MPBD-IVAVOE#EZET S
FlB% CREINTWD, i, EEREE#I L
LiEMTH s (M3),

5. Zofth

HFRA v P VIEDREB IR N AR B
TBEIEMHY, LB TYTFay s AEE O]
RETBLIENDHS ([4), £, PV aRB v
TREFBEZELP TV LICMAT, B2V 7
fay 2 AREBBEE 25 2 L2355 DT, BHIC
BEREREIPROONBEZEDBH B,
TERFHEEEYHAL Y ¥ —
PR M EE 2B

a8 eiwE

<3EFR>
IVFO9ILA D68 b ic/VE 4 5l —
E=¥t ]

IUF a4 LA DESE (EV-D68) 121962MF I %R,
ENFRBEERERRTE 94 NRATH B, HE
T3 20104E £ 2013 4RI 100 L E 05 H3H b, 2014
FIABRTEV-D68 I X BB OGS -
720, HESLCH, 20144E 8 HICKE S X—u e 1Y 2
A MTEV-D68IZ X ZIRIEB DT 7 T L 4 728
FE L, WISEL R FTIi2RD» 511538 DMER
HEESRE SN, RERBREMEL Twiwvs, 14
ZOFWTHD LRI A NIDPBHENTOL, £,
KEaw S FHTIREV-DESIC & 2RSSR ED 7Y
F7LAZICEE L 22128 OB ERBLS B v 3K
FRBEREEZ R L /NERESEE S Tw Y,
20154E 9 H, B DRREER L v ¥ —~REX
TR IS X R EEC AR T A BENE L {1
MLz, SThsOMmBIEEREE L LEBE TER O
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2T ANAHSPCR CHHE N o770, EV-D68
TPV A ZEBEOREEZERL 25409544
15 EV-D6S S & Nz, 2 OEl2 815,
EGA IR 1B R, [REXWMEDOBE L
L. 20154 9 F 3 Hed o M2 50 /-, IZ38°CH
B b, B4HEHEHICRERE 2 ERCRENELZR
L7, FEBERE o LR 24 0] /4y, BB ERME
8T%ThH-ot-, WMREELEBEOLO, JEBES
AT XD REFIBEEE (BUTPICU) ~ABR L & -
720 REZWBRBERANDODRIGHBIFTH >0,
BEXWMEBOEERT -/, &8EAT A FE <
T2y LB, BIBEERMETIRE L, R
EHARNE S I, ARMIMILI8HEITH > 7z, RSV
ANA (LTFTRSV) ARl MBE b A _a—FY
ANA (LLFhMPV), 757/ 94 NVA, aat o4 L
A, RADANVAR, RGAVIALVHF T IVAIHE
L INIYHFTLNAAR BBEICEEL TEEN
S E AW TPCRIRE, ~f a7 X<IicfL T
LAMP #ERE # HifT L 7288, TR THHBERET
b7, FMEEEHOTHEIREBREZEWL Y F —
(DU FBZEYD) CTIfTo72 PCRTEV-D68 23 &4 o77,
EF 2.7 1 R0 B8, S RIIDAT I A8 X
BOBWSHR I TR, 0E BEoay bu—
N REFCIHREREDES 2 L, 20154 9 A 6 H 1o %,
B CHRBERET e RZ L, [RIEXMERELBHE
7z, BT HRWICHFRESELE IR T E TRAaN
KRB Lk, REEROWERMEE36M /4y, #E NS
RAIFIEE92%, FRIXRk2FE O [ECHBHEEOZH
TABE -7, ANREFERSV B X U'hMPV FiEHRE
BEREETH >z, RELEREFERA, £H5EAT
u A FEREDEEZIT, 6 HEO ABRINE TR
o, BEDHITRFETEG CVWik % v TPCR

ﬁs_l—— 1500809/Tokyo/2015(11824227)
1500810/Tokyo/2015(0065458693)

BETWEV-DES DGt E o7z,

FEGI3:5 3 HBOBE, [EXWEDBEER
L, 20059 H TR /5 538CHHE, IEHE, M
ZRD, REDOHRIIELZ2)TH-7:, E8HIK
LR T s - 0mENERCZRZ L, BBED2
Widdle &Nz, FHEBICERDER T 2 -0 %EMN%
%2 L, REEROWREIE60E /4, BENER
RETIEE96%, iR ikddH D, BE CHBITENR S
7o, BEERERE L ¥ b v HEECIE T I ISR
ET%2RD, [EZIREDFEA 2T WIFIREEY
BL--O—BREBE LS, BIHIIIRERRE
HoRaNErHERZZL, VAV AERAE LURE
FTRBRIEOBW CTAR L -7z, RSV, hMPV &
HHEBEEZREETH -, AL, REXZHLERER
A, ZBEATF A FEREDRBEZITV, 1HTE
Bre o, SHELCOEREZAVCTEEICT -~
PCRCEV-D68 23k & 7o 7z,

EF A28 Ao BIR, [EXMEDBEES
HY, RERICRAELFERHL TEA, 2015F9H6
Hickugz 20, B 7 HkH, HREEs®CREH
R ZB L 1o, kRO R EI$60ME] /2 M TR
R BIRE85%, FH L VRRTERZ2ED T, [TEX
BEREDBH TPICUILTALIRRERE L ko7,
R[ETIRBERA, £531ERF7FuAL FE <~/
L, BRIBCERREHNE R T o7, [EREMILS
HfE, ABREEIZ13AMTH -7, RSVAE, HWBH
hMPV, 75/ 74 NVA, aa+ 74 NVAR, A4
NA, RSALVINIZYFIALAVAIE £ 70 x
YA LAAR FBEICEL TREATWY %
WTPCRMHE, fllicvAf 273 X<t L TLAMP
BREETL 208, TRTBHEBERETH - %,
Efik% F v CTREZRT CfT - 72 PCRT EV-D68 235514
Ekot,

EV-D68 AEA LR & RO RGHEIAR

[1AB992429 TEv-13-Ph397/Philippines/2013
ABS92434 TOp-13-Ph397/Phifippines/2013
AB992417 TTS-13-Ph096/Philippines/2013
32 1 T500812/Tokyo/2015(0065322996)
_-{_1500813/Tokya/20 15(0010355607)

KT280500 2014-R0672/China/2014

100

T98A,
MI148V

KP240936 Beijing-R0132/China/2014

\— KT280496 2014-R1357/China/2014

L KP114664 Alberta2985 2014/Canada/2014
KM361524 CU171/Thailand 2011

3Q924865 CQ-5584/China 2011

KC763162 ITA20528/12/1aly 2012

H AB667895 1703-Yamagate-2007
i 99 [AB667893 2218-Yamagata-2005

Q586221 09-56/UK 2009

74 JQ586223 09-86/UK 2009

AB614427 2035-Yamagata-2010

AB902837 EV68/Okinawa/1 7412010

.......................................................

7

B EV-D68 VPRI DIREEF £ AW S FRER

AY426531 Fermon/USA 1962 (prototype EV-D68)

iy

EV-D68 Dtz iz, VPISEE % 31 &
1= L 7= CODEHOP PCR #%45 % fiva 7=,
AR (HIRG Wi, [RERTRE >
5 RNA% it L 72 %, RT-seminested
PCRIZ & D VPLERET 2 MIRL, PCR-¥
AL b —4 v ALK\ TBLAST &
WaET-o7k, ZOBR VEFTRTH
5EV-DES i g e, Boh ik
EEFZ DT MEGAS 2 VW -0 %K
BHEN (MCLEFMIC X BNJEE) 2175
7o (B, ZOHE, BB Iz EV-D68
139XT Lineage2 ICHREL 72 T, T98A
EMIBV D7 2/ BERBBED SIS
FT52Y—REENLSD, &5, 2
# (1500809,/1500810) 122013 4ED 7 4 Y



EVHRZ LI ENE 2 7 A —Ic&Eh, BY
D 2 ¥k (1500812/1500813) 132014 D [ERkF th.laz
WRINBE I FAS—lc&EENT, BB, TALAD
SrEERER I 0TI, BITE, M TH B,
=gy
S R#EE L 72 EV-D68 D 4 fEM 13, [KRE LB DT
FOFBIZ» oo THEEFREEZRLTVS,
HRENLNERAEBE v ¥ — %22 L EflodT
i, RERRMEARE SRR RE 2 B L ESl oW Ak
WHDD, SHOBIAIERT 248 5,
BEHR
1) BEsE AEHE WHAY, i, =vFar
A D-68 Hinshath E /R - IR O 4 FEM — IR B IR,
TASR 35: 295-296, 2014
2) Midgley CM, Jackson MA, Selvarangan R, et al.,
Severe respiratory illness associated with entero-
virus D68 - Missouri and Illinois, 2014, Morb Mortal
Wkly Rep 63: 798-799, 2014
3) Messacar K, Shreiner TL, Maloney JA, et al.,
Lancet 385: 1662-1671, 2015
4) Nix WA, et al., J Clin Microbiol 44: 2698-2704,
2006
5) IASR 30: 12-13, 2009
6) Imamura T, et al., Rev Med Virol 25: 102-114, 2015
7) Furuse Y, et al., J Clin Microbiol 53: 1015-1018,
2015
HREELNEREERE v ¥ —
BEER FREER  ERBS
BReaER ol B FN8E
HEHRIRERL EKIER
HEHRRE 2R v ¥ —
AR & OTEERE MEER
AT AftEER

<BREE>
Brucella melitensis BRI L ZHEhicVYTUTP A
SHE01H

DU I FEEE BN, TR CURICER
L, Brucella melitensis RYSE L BNz~ 7
ANBEEZBBL-OTHRE T 3,

EM SURBE veUTA

2015E 6 H1TR» 6 20 AREMETECER L
H, ABRD & M & ERAESE S > ol
BREOEBELZ2 L COWEMNICNRINES 21 Tw»
7o, 6 H25HED & (2R & BAEIRSIE L, 38°ChH
DREEHRL L LT, BETLR 72 %4 2 500mg
ZRFHEN, 6 A2THYUERBNRZE & o T, REER
FEEEEBEEL L UEBEEENITEE23RO, vou
TORODEMBO DX AFREL LK< 7Y 7HE

RERMEMREIER Vol. 36 No.10 (2015. 10) 13 (195)

B (BinaxNOW® Malaria) # §afT L 7223031 b
BtETHo%, METRABEEI VYT TIIFD
PR, F— AR EREBRTIEEBH -2 0D
otz, BRILTlE WBC 12,200/ 1 (Neut 62.4%), CRP
8.96 mg/dl L Efl, RWE TIIRFHHE—, RAl
BREG2+Th- D8, By 5 s NMEERS
BRI, BEEMETOEKBEEZED -, CT
BETREBRR, LELEROIERSH O, KHY
BREERBERC b ELZoN/ ., DlEEh Y
id—RAMEC X 2 ERERE UCR - MESEET
DETLRT7 9% v500mg DS E ML RS
EloTwi, 6 B29HICEZZ ORI IZBEAL ER
FHEEEBITH - 724, FIMTCRP 9.93 mg/dl &tk
EREDTLoT,

6 B2THICHERIC TR I N LMl - [REgED
SIERVTNHNED YT AREREBREIN T
P, BHUCE RS, RAMEREE o ID 7
At - HN-20 7 ¥y F (HAEERRSH) 2Hwk
FZCHHEE LB o7, BVER I UEEE»S
Tk FREE G, ENZERYHETZERT I BRI L
7L 2%, PCRBREIZTB. melitensis LW S, #i
B 3 B. abortusiiF80fE (L5 - PRALY 2
B - R EE - £ YRR ERNTAEEED, B canisHi
2065 (T 7 - h = AEE LR IER SR
FT) T & - 7z, B. abortus DEE i B. melitensis, B.
abortus, B. suisiZX 3 2¥iikE dKIGT 578, PCR
DERBBEE 2 T B. melitensis BRYE DB 2 87-,
16 9 1% Doxycycline (200mg/day) 2 Ml A T Genta-
micin (5mg/kg) DHELEAL, BBARBFTH 3,
Eie, DIEGNCEI L THERRM 4 &5 7 2 YV VIR
B&EH & L T Doxycycline X Uf Rifampicin @ 3 @
MOFPHARZLEE L, B4 2286 BEOBEIC
kL BEBIELDIEE L,

TN FERFRERRLELTHETOLR M N
T2 NBRILBREEFEO—-ETH Y, hiELFED
E4Zmo L LT, Bl R, 7O970—F%E
ZHLICREOHREDDH B, BERTIHBYIEETHI
BB E I 572 1999~2014 FEF TTHNWMORE DA
THY, ENTHES THERRE IS, TeTF
BEICBWTE F~OBREERTEEONT05 D
Did B. melitensis (BARBE: ¥ ¥, v, 375,
B. abortus (7 ¥, 724, X4 ), B. suis (7%,
Fo88), B. canis (4 ) D4EHHTH 3V,

Tk RO CEERERE S TEBREZN
TEY, I~4BHEOBRMOBICFHE, EEKE T
D& UTHER, B, BEETE, U v @Rz e
RIET S, AHEE L TR BEEERSRLSL (,
FERER, WMLBRAEIR, Bt LBES, B4 - BlEh
R, Mg, REERZEBREENTwS, £, &
TR, NHYRHEERZ S5 5~15%D
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EFICHREEZ T2 L bNBY,

WRETEFRIER & UCRIEET 5 7L+ ZREDOHRER
2~20%HIH%Y & I, BEIIZLA EHEA - FlE
HETH- 7P, REFIIBETOTEFRE L TH
FELTEY, 7N FELELTEBLEEZ SN,

B — M AYIZd Doxycycline (200mg/H) @68
BRI 2, RED14~21H[EZ Streptomycin
(1g/B) HEREHEZHEHT 2 2 L HEI L3,
Streptomycin DfH Y IZ Gentamicin (5 mg/kg) %
THREHST S L i Fkbd 5,

BRI NLERREOAMR, AR EOERD
fibic, B ORRE, WEEZEARZT7T OV VOB AR
Eh BT EELNTEY, BEM, SEAER
BEREMZ SV AZPE Y, 7k 7 BEIIRE
FREOSZVHEELTAEION, T T A 7 ORE
bERINTRY, AELAR TR I Ve SERE~
ZaTAYBEREN TS, BETORHEINENS
ZEMBVLEIN, BFED TN FTIEVEONDLY
B, BEECOEELTOER L TEBILENH S,

i, TR FEOBEBEZEATOTY P 7L A7
BIL Tk, R ELTH L DEA, Mo 7Tk FHE
EROEP2/7l LB B EINT VS, FfTFHI~D
EMERD S, £33N NA VAT DREDDH KD
BELCBOTRATHORS, BEEREL &2 Rk
FEL, smERE» S 77 LEHMMIESEN TRE
NG, AERE L TOBRPENREEETRE
EVIREILH D, BEREZOI R LW Ak
56 R iih S EAIC AN 2 RELH B EE L SN,

SEER
1) SRE—, €5 A F 1 755% 35, 2000
2) Mandell, Douglas, and Bennett’s Principles and

Practice of Infectious Diseases, 8th edition
3) Bosilkovski M, et al., Int J Infect Dis, 2007 Jul;

11(4): 342-347, Epub 2007 Jan 22
4) Qehaja-Bucaj E, et al., The Internet Journal of

Infectious Diseases, 2014 Volume 14 Number 1
5) TNk ZEERE = 2 7L, B RRETERT

http://www.nih.go.jp/niid/images/lab-manual/

brucellosis_2012.pdf
6) Brucellosis - USA: (NY) imported, laboratory

Exposures, ProMED-mail 2015-07-21 21:00:48,
Posted by Ackelsberg J, on Fri 17 Jul 2015
E 7 EB R v ¥ —REE
EIRERE v 7 —
REEN Ln £ BARE KR
ZIEE MT E FIERT @EE
RHEER RS
BB ATEER SR SR —

<EAtEE>
20014 1 B~205F 8 BIc K T3 FEROFBEENIS
DIUFATA I ARHRE — SHN8

BT, 20144E 7 H~20154E 8 BickB W T FRE
1 B D> & Coxsackievirus A16 (CA16) #E & ¢
2Ly Ta7ANABEGEBEINTLEDTZOH
HeRET 5,

BMERERT  EAB T, 20144 R E R &
FECLAFROBEOERY D OBEHHHEISHE
26 ZEEEE LB D R0, F49~52581 5 Tl
BEHE (2.0) 2L TEA T, 04EREHED—
DEELNLZFRIFORKEC— 7 25LZE (5E50:8)
WAHALNEEV) INETIRIERVIRRE o7,
20154FEIC A D, FEBHEBIIERERDREL 22154
B RIE R Wb ODOF LIl 2258 3% (2015
F8HK) (1), 0M4FROFTIX, BRPF Ly
WOWMEE S SEEHRICE W THLY RO CHlt
WIS H -7 EREDH D, ZRAFI~ZRAGUCE
hEsD & PEEEIC B W TS RO TR HEOFT Y
Hot-Z EHEH S B,

DA RABREIRIR 20145 1 B~20155E 8 Hick\»
T, BHIRNOFREEREREREBE» SBASNATF
RO GEui &) BED> SEIMSI Mk (HE
B O E 2 EE) 0TRRIC D w T rFaT AL
AEBBELE, LSOy Fu A VADOBEHIE,
fRD 5 RNA Z i, 5 FERERcA 7Y —=
v 7 RT-PCREZEMLY, B0 b DIt >V T VP
1% (CODEHOP-snPCR) ¥ 713 VP4-2$E1 %2 ERY &
L 7z Nested PCRIC X > TUDNA Z#EL, ¥1 1L 7
Py R AR CTHERZREL Y, RETE

F1. FRORBENSOVIILABRH

12.00
2011 2012 2013 2014 2015 20154
. - 20‘1:.7‘4E ~8§*
) 5
b % TOFOGALR 32 45
§ 8.00 e BHE® (%) 66.7% 76.3%
> TR TOROIALR 14 T
- - EHR B (%) 200%  186%
§ ) r ; CAB [} 2
g o 7, " CA10 0 1
1+ ) H__ CAl6 26 34
7H Echots 0 2
2.00 ;l 18R cho
iy F n> EVH 5 0
00 A EVNT )

15 913172125293337414543 1 5 9 13172125293337414549 1 5 9 13172125293337414549 1 5 9 13172125293337414549 1 5 9 131721252933 3@

00 14 1

B1. FEORERSLDOBEREB (201155 18~20155536:8) 2N
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16 1 B Coxsackievirus A6
14 7 [l Coxsackievirus A10
12 4+—— [ Coxsackievirus A16
# 10 +— [l Echovirus 18
g 8 4+ EAEnterovirus 71
64— [JEnterovirus NT
o1 OFOH _
2 b
o nllAH A0 en !

PELLLILIRLILIXERL2EER

2. FROMRHIIVR (20145 1 H~201558H)

<IRAEBCYYIE NCBI BLAST #3% Fl W 7- M AR
k> ThERNORER T, £72, ZvFuy
ANADEHE A D > BRIT O TIE, Rhinovirus,
Human herpesvirus 1 ~ 7 HOBEETHREL T 7,

BARAICE VT, 20144F 7~9 B OB F R IR
BE EHEED) roBBEINELYFOI AL LR
i& Enterovirus 71 (EVT71) (5 #{f) & CA16 (6 Mifk)
THo 7D, ZNUE04EI0~12B0OHRITH 24
DWBETAHETIBHEIN TR IV RIF
CAL6 2390% Bl E% 5w (CAL6 (54#4f), CAL0 (1
Hi{k), Enterovirus NT* (4 #{6)], FRIIFE O T
H7AVRER>T WD, AIKA-STCAG (21(E),
Echovirus 18 (2 #fk), Enterovirus NT (2 #&{£) 234&
HaEhi: \Hi_—Y% 1, K2), CAI6IZ2011EDT~9
AoBic11BEBESNTUBRBSNTOAab T,

SHRICA>THFROFOBHEIRAT HRE
HZATED, £/, 9Bz AoTH» 5 CAY, CAG6 »¥ft:
BHENERDTED, $BbZvyFuvA L ADEa%
HEHRELTHE,

*Enterovirus NT: VP1, VP24 T —7 v 2%
T2 EMNTE Lol bo% yEHFER Ty -/
VAT, ZyTuANVALRESRE LD,

SE

D w5 %, i, SAERTER 54: 20-34, 2008
2) WIEERE = 2 7)1 (GEREEBRZE)
R AR AR TSR
FREZE # #» KEAET

<EREER>
A7y —IA I ABIRARH SN -EFER
RIEDWT — XKEH

BEBROENBRIIFEHENIEL, HRICBITS
FUOBTDO AKERD 22 EH T30, Hit
RKROFRICIE, 794V - HE - Bl Dask

15 (197)

N7 BHRERREREHICO>VWTHET 3,

20154 5 A, KIRWNO X BEAF (LEH1014, T
BEB4) KB CERAERBREIHEL &, BE
12284, ERHZO~5 (FRME3 K62 H) T, FiE
Fid5 H26H~5H29R 1ok (53.6%, 15/28) L Tus
7o (B), HEPREER & L CIEH: (75.0%, 21/28), T#i
(39.3%, 11/28) 2EDEBLIER DM, FE (10.7%,
3/28) DD STz, BFWBE T 5 LOEMEHIE T
WU, 74 VASENBERCBWCRERLZny v 4
WVAA BETT/II9ANA, /7004 NVA, R
ANA, FAPATAL LA, L2740 AID0
T, TRTCEETH- /-, 220, BRoxrr5ruy
4N A (EV) 5 UTR # /Y I L 7z Real-time RT-
PCREEVICTEVORINZRA L 25, 5Bk 4
BRCEV M S, Ric, VPL, VP4 #EHIC L
TR SV R KL, 5 Mk 3 ik TR D IEIE
PRI N/, PCREVOEREEMNORES L
BLAST BH O %, CVBANREINE, BHI M
7: CVB4 OFEHAIINIL B HEM TI00%—F L 7z, EV 28
B I 7z 4 Bl 2 iR iZ, Verofliflaz w74
HEEERELREL LD, B2 ET A CVBLDE
RSN (F),

aAr¥yF—7 AN AL - BHRENRLE
fil: L Tid, CVA1®, CVB2Y, CVB3W.1 CVRB512 ¢
#WEIN w3, CVB4 I, MBS, LEEE,
DR ESRRLERESISRITY, BRI RE
L 7= ABEERI 2 BT L 2S5, CVBADRIHE W8
FHDIT.T% (11/62) TTH, 32.3% (20/62) THH: %
BILTWwitoBERH23YW, HELLRY, B
BB D EFBLES 5 CVBA MR S /-G 14
W, REFITRE, &N CVBADIEIEEIT A BE
BIT100%—2 L 72 &, FIRHIC CVB4IC & 2 HusH
TIHHERINTORVERL S, CVBABARHEN -5

7

6

w

&~

w

() SR i

~

-

=3

x. BEBRETVFOIINABERR

ABNBD, TANRIZL DD DOHELERIC EEEH I TO9( AR ERE
S - e No. Bk . Real-ti RT-nested PCR |1 jL A5 B
WEINTEEY, YA VALK L & * || e #HRA R RT—;ac:(lgteﬁﬁ) VP—1nése VP4 rj(Vero%mﬂﬂ)
CHFRERLLT, a4 LA, BEI A |1 |28 [5A6R[6AE| BHE | +(299) = |+cves| Fcved
e s 2 |48 [5A28B 6828 MEet +(327)  |+HCVBA|+(CVBY| +(CcvBa)

A, BETANA, BETT/7ANVA, TA  |;|oz|sBselsRia| T +(349) |+cvBa)| — -

n AP z Wz 2 s 4|0 |6H18 [6B1A| TH - - - -
b4 L ABIES %ﬂ"‘hfc 5% Z:f“ﬂi’ s |13 [6ASE [688E [Fa. | +@10) | - - -
A7y F—7 A NABLE (CVBY) BB E BEEhi-cvBanvP1, VPAOEEE 5 E M T100%— 5,
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LTl H 5 LEZ Sz,

%8, BREREGEEE Y ¥ — T, BRI
7o®, FERMNOMEHELEEONY) - EEQFHT 205
BLUFRWREOHEREZT>TED, 208
LFFRRIC BT BEIIRELTw5

AHEFNICE U TEERESOBRNE I THAVT:
POl BEREEEEY v S RICES L E T,

SR
1) United Nations Children’s Fund, Pneumonia

and diarrhea, Tackling the deadliest diseases for

the world’s poorest children, 2012
2) Elliott EJ, BMJ 334: 35-40, 2007
3) Harada S, et al., J Med Virol 81: 1117-1127, 2009
4) Sanela S, et al., J Clin Microbiol 45: 1389-1394,

2007
5) Kaida A, et al., Jpn J Infect Dis 67: 469-475, 2014
6) ELTREHUETIRRT, MRS HRARE =2

V%

T) Nix WA, et al., J Clin Microbiol 44: 2698-2704,

2006
8) Townsend TR, et al., Lancet 1: 820-823, 1982
9) K, i, IASR 15: 169, 1994
10) Felici A, et al., Arch Gesamte Virusforsch 11:

592-598, 1962
11) Oishi I, et al., Biken J 22: 21-24, 1979
12) FEIR, fih, TASR 11: 125, 1990
13) Crowell RL, et al., Curr Top Microbiol Immunol

223: 1-11, 1997
14) Lee CJ, et al., PLoS One 9 (2): 87391, 2014

PNARYA e S g )
EHRE B B FEMC—B AfRIE
WTERE ABEIL FRE#EZ
KB T AR EE T
sl & KX @ B/E T
PSR T FARHE RAMER
BINFE EWEz AT HREM

L;+

<N EfEH >
20154 X v hEL (Hajj) BROYIIFSEFA
DEMEORERER

FyL T PREEE, 201548 0K L (Hajj &
Umra) > —XviZimly, AREBOEEE#HE2HEL,
HEC HAD VR 7D H HEPHE (77 ) A%
%ﬁ?ﬂUﬂ%l)#%@éﬁM%u ERI0HFT £
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<THE TOPIC OF THIS MONTH>
Disseminated cryptococcal infection in Japan (2014 Week 39-2015 Week 37)

Figure 1. Weekly number of reported disseminated cryptococeal infection cases,
week 39 of 2014 to week 37 of 2015, Japan

0. of cases (n=123)

No. of cases
L
i

3840414243444546474849505152 1 2 3 4 5 6 7 8 9 101112131415161718192021222324257627 28293031 323334353637 Weel
2014 2015 Year
{National Epidemiological Surveillance of Infectious Diseases: as of September 17, 2015)

Cryptococeal infection is caused by infection of a fungi belonging to the ~ Figure 2. Reported number of disseminated cryptococcal
genus Crypfococcus, usually present in the soil or other environments. The infection cases, by prefecture, week 39 of 2014
route of infection is inhalation or via a skin injury. No person-to-person to weel 37 of 2015, Japan
infection has been reported. Infections spreading systemically and/or to the
central nervous system (CNS) are classified as disseminated cryptococeal

No. of cases
infection (see p. 185 of this issue). (No. of prefectures)
Disseminated cryptococeal infection is a category V infectious disease ] ;’ E":ﬁ;
I=.

under the Infectious Diseases Control Law. All cases shall be notified within
7 days after the diagnosis. The notification eriteria, including detection of
Cryptococcus in the cerebrospinal fluids, blood or otherwise sterile clinical
specimens and/or presence of Cryptococcus capsular antigen in the cerebrospinal
fluids, are found in http://www.nih.go.jp/niidfimages/iasr/36/428/de4281.pdf.

Although disseminated cryptococcal infection can occur among otherwise
healthy persons, risk factors include diabetes, malignant tumors,
hematological diseases, renal diseases, collagen diseases, HIV infection, and
use of steroid and other immunosuppressants. Factors that lead to systemic
infection or the mechanism of the pathogen’s high affinity to CNS have not
been well elucidated. Antifungal chemotherapy is used for treatment, but
often requires a long period of time, even for healthy persons (see p. 191 of
this issue). . L ) . .

Fungi belonging to the genus Cryptococcus have a thick capsule. There (iaﬁ?giiﬁﬂiﬁ?ﬁ%smmnme of Infections Diseases:
are two species, C. neoformans and C. gattii, which are differentiated
genetically. C. neoformans is distributed worldwide and grows in bird droppings. C. gattii is localized in tropical and subtropical
regions such as Australia, and detected from trees such as Eucalyptus camaldulensis. Compared with C. neoformans, C. gattii
infections tend to be more severe and occur more frequently among otherwise healthy persons (see pp. 186 & 191 of this issue).

In Japan, C. neoformans infection cases have been reported frequently. While C. gattii infections, associated with high case
fatality and linked to environmentally-derived regional clusters, have been reported in recent years from North America (see p. 186
of this issue), environmental C. gattii colonization has not been reported in Japan. However, with the report of a C. gattii infection
case with no known travel history to an endemic region and no known suspected infection source (see p. 187 of this issue),
disseminated cryptococcal infection was added as a notifiable category V infectious disease, under the Infectious Diseases Control
Law on 19 September 2014; the aim was to facilitate epidemiological investigation of cryptococcal infections, including those caused
by C. gattii.

2 (p=6)
3-4 (n=9)
B 59 (n=4)
Bl 210000

(n=123)

17 (183") (Continued on page 184')
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(THE TOPIC OF THIS MONTH-Continued)
Figure 3. Monthly number of reported disseminated cryptococcal Table. Clinical signs and symptoms of disseminated cryptococcal infection

infection cases by gender, September 2014-September cases reported, as recorded on the notification form
2015, Japan Clinical signs and Total Immune competent Immunoccompromised
15 B Male (0=76) symptoms (n=123) (n=18) (n=105)
alen= Fever 74 (60%) 9 (50%) 65 (62%)
4 Female (n=47) Disturbance of
Py e 53 (43%) 10 (56%) 43 (41%)
g 10 Fungemia 47 (38%) 4(22%) 43 (41%)
o Headache 37 (30%) 8 (44%) 29 (28%)
: Respiratory symptom 30 (24%) 5 (28%) 25 (24%)
Z 54 Abnormal chest 25 (20%) 3 (17%) 22 (21%)
roentgenogram o © °
Stiff neck 16 (13%) 3 (17%) 13 (12%)
o 9 10 11 12 1 2 4 3 4 5 6 7 8 >) S;:tgﬁllg:gfus 19 2 ar 10 10%)
oy Month Rash 11 ( 9%) - 11 (10%)
2014 2015 Year Convulsion 5 ( 4%) 3 (17%) 2 ( 2%)
(National Epiderniological Surveillance of Infectious Diseases: Paralysis 1(1%) . — 1( 1%)
as of September 17, 2015)
Erythema 1( 1%) - 1( 1%)
Figure 4. Age distribution of disseminated cryptococecal Endophthalmitis - - -
infection cases by gender, week 39 of 2014 to Bone lesion - - -
week 37 of 2015, Japan Other 11 ( 9%) 1.( 6%) 10 (10%)
307 _ _ (National Epidemiological Surveillance of Infectious Diseases:
254 Male (n=76) ] Deaths as of September 17, 2015)

o] " (a=1D)
National Epidemiological Surveillance of Infectious Diseases

(NESID)
From week 39 of 2014 when disseminated cryptococcal infection

F‘]F——I[_].—-.

0 20.20  30-39 4049  50-59 669 7079 | 80.89 9 became a category V infectious disease till week 37 of 2015, 123 cases

257 _ were reported from 34 of the 47 prefectures (prefectures with the largest

% iz: Female (n=47) & I()s‘__‘g)‘s number of reported cases were Tokyo 12; Saitama 11; Aichi 10; Fukuoka

<§ 104 10; Kanagawa 9; Nagano 7; Osaka 7; Tochigi 5) (as of 17 September 2015)

g 53 (Fig. 1 & Fig. 2). The reported annual incidence per 1,000,000 population

o l B e NP was 0.97 (prefectures with the highest reported annual incidence were

2029 3039 40-49 5059 6068 7079 80-89 90-99 Tottori 6.97; Yamanashi 3.57; Nagano 3.32; Wakayama 3.09; Miyazaki

, . Agegoup(ears) 2.69; Tochigi 2.53; Nagasaki 2.16; Fukuoka 1.96). No seasonality was

{National Epidemiological Surveillance of Infectious Diseases: . . . - .

as of September 17, 2015) observed for disseminated cryptococcal infections (Fig. 3).

Sex and age distribution: Among the 123 cases, 76 were male
and 47 were female (male to female ratio: 1.6). The median age was 74 years (range: 20-99 years). Cases 60 years or older (106
cases) occupied 86% of all cases (82% among male cases and 94% among female cases) (Fig. 4). Twenty cases (16%; 11 males and 9
females) had died at the time of notification; the median age was 77 years (range: 60-91 years).

Suspected infection route and underlying health conditions: Among the 123 cases, 105 cases (85%), consisting of 68
males (89% of male cases) and 37 females (79% of female cases), had underlying conditions or were immunocompromised. Twelve
cases (10%) (8 males; 4 females) had history of contact with the feces of birds such as pigeon or chicken. Thirteen cases had no
known risk factors. Seven cases had more than one suspected risk factor listed. Though eryptococcal infection is an indicator of
AIDS, there were only 8 cryptococcal infection cases with HIV/AIDS (all males; age 31-50 years) (see pp. 188 & 189 of this issue).

Clinical picture: The table lists the reported cases’ clinical signs and symptoms, as recorded on the notification form. Sixty
percent of the cases had fever. Other reported clinical signs and symptoms included disturbance of consciousness, fungemia,
central nervous system lesion, respiratory symptoms, abnormal chest roentgenogram, ete.

Laboratory diagnosis: Among the 123 cases, 108 cases (88%) were diagnosed by detection of Cryptococcus in blood and/or
cerebrospinal fluid specimens, 63 cases (51%) by detection of Cryptococcus capsular antigen by latex agglutination, and 34 cases
(28%) by histological and cytological detection of encapsulated yeast cells in cerebrospinal fluid (some cases were diagnosed by more
than one method). Under the current surveillance system, the respective proportion of infections caused by C. neoformans and C.
gattii is unknown.

Summary

Japan has so far not experienced a cluster of epidemiologically-linked cryptococeal infection cases. The newly established
surveillance system under NESID will further elucidate the epidemiology and the clinical picture of disseminated cryptococcal
infections in Japan. It is hoped that potential risk factors may be identified, preventive measures may be developed, and early
outbreak detection and intervention strategies may be established.

Latency of Cryptococcus ranges from several months to several years. As cryptococcal infection may become serious even
among otherwise healthy persons, it is critically important that clinicians suspect cryptococeal infections at an early stage, while
differentiating it from other fungal infections such as Coccidioides (IASR 34: 1-2, 2013) (see p. 192 of this issue). As cryptococcal
infection treatment may occasionally fail, development of vaccines and new therapeutics are needed.

The statistics in this report are based on 1) the data concerning patients and laboratory findings obtained by the National Epidemiological
Surveillance of Infectious Diseases undertaken in complionce with the Law Concerning the Prevention of Infectious Diseases and Medical Care for
Patients of Infections, and 2) other data covering various aspects of infectious diseases. The prefectural and municipal health centers and public
health institutes (PHIs), the Department of Food Safety, the Ministry of Health, Labour and Welfare, and quarantine stations, have provided the
above data.
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