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. non-HIVEZEILEFZ VU7V I REDEEER - ERERBOEE
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n  median IQR n  median IQR p value
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FFREREL 55 32450 2403.0 | 75 4680.0  4273.0 0.02
1gG 32 12620 4350 |37 1343.0  891.0 0.31
IgM 320 1420 713 |37 1450 96.0 0.49
IgA 31 2490 1420 |37 2750 169.0 0.39
TP 48 6.90 070 |65 640 1.40 0.0002
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CRP 40 021 033 |49 084 3.60 0.001
S Travy AR 56 16.00 124.00 | 63  32.00 252.0 0.35
CD4 counts 17 874.80 28220 | 19 637.00  915.2 0.99
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AMPH-B, amphotericin B; 5-FC, flucytosine; FLCZ, fluconazole; L-AMB, liposomal amphotericin B; ITCZ, itraconazole XikaERZESI A
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AMPH-B Img/kg/H 4 iz 5-FC 100mg/H % 2
MIpEH§ 2 &, AMPH-B Hli#ES> FLCZ 800mg/ H fif
FABEL L, B PRIENS LGS N TR 2BY,
) F{LAMPH-B (L-AMB) &5-FCHEfICBId 28
B, TEFYALN)LE LT EZELAS, &
FEBEREE 055R & & 1 A HEHITIRRFIC Z DA H 8 X
N5, IR TIEH 253, L-AMB 4mg/kg/HD
AMPH-B 0.7mg/kg/H x5 2 #EAE IC D v TS
SNTw3Y, —7, FEESTE AR T g ik
HeLThANy=a—) VIHEEBHFHIN T2
“53% {, AMPH-B & o f I ¢E R R E 2 HBL 3
ZfEED 72, wIARE L LT L-AMBE5-FC D
BEAICE &6 &, FLCZ 200~800mg/ H Dumfl - HERs
BEEDPHER S LT 29, WG O B SR, i
B Z & DIEHESONE % BRI I3 U, JEEAE X
ETHY, BWHG 2 A% OBREEIE, IHRIER
HEPRPTHRTPHUAREICEITH S L b T3,
2) 1) BADREFEREE LUOREEEDSS :
BEOREEREmO TH % GRS, BEWHE, &
PR, MR, A7 a4 FREIIHZY) TH %k
&, FIEFHFEOR G IR G581, 4 DRI L -
CTEHEZET 208, wiE 4 HB LA LD AMPH-B ¥ 7213
L-AMB & 5-FC D fif #5125 Efic &, FLCZ I X %
8f~124 Hitloiadl, - fErpgk it X 29,
B. BBEEXZELRRWES
FERDBRE~HEIEDM 7V 7' F 3 v 7 ARETIX6
~12® FLCZ 400mg/H %3, FIEDWiZ ) 7+ a v
JAEB LD 7 7 raya—<=26752855801%, N
Bl & RO GHE %2 1287 Y. KAHOHA Ko
A VT, TBERE S D G D 70 GERRE~ v EHE D ili 7
V7 bay 7 AREICEWT, EEEEDO 2 WEE T
FLCZ 200~400mg#% 3 A H [, {7 & 2> @ JEffEEE B A3
H1UZE 6 H HEOELGBHER S L T\» 39,

C. Cryptococcus gattii BZE DR

C. gattiilz C. neoformans 12X, @ ANI2% < F§
FE L, MBI ZE 72 & o AR R G 2 & 0F 3 2 41
JEDSEC, AL LR T W I ETHISN TV S, £72in
vitro TR IRANEZMETH B I b o T, JiEK
FIHRHICN LRI 2 R 2 & 5% v, C
gattit EHIEIBERD T E T v 21372 ) REEGUE
HEDH A K4 TlE C. neoformans |[ZHEL 7-HiE
BRI S LT\ 39, KR cam L -
C. gattii JEGAES6 I (R Xl R & GuhE D & OF 7361
Wligs 22 D 21061) @ FeE D% G BN I X % &,
AMPH-B & 5-FC O fif 1 #% 5 % HX i R Gehii 23
APFL 7235613 6 M, MHZEICRE L 72561203 2
T & R oMk C Ry RIF 2 BRI ME S
N OWELH B, WHAGI W 2Rz A v & —
7 zuy (IFN)-y DEMEIC O WTIZHS 22 Tld 7%
W,

E =BT
1) Brouwer AE, et al., Lancet 2004; 363: 1764-1767
2) Day JN, 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) FAEMEILEREDZWT « 16N A B 74 EIREH 2R,
AR BIED W - 1R A B 7 4+ 2014, HR
7) Chen SCA, et al., Clin Infect Dis 2013; 57: 543-551
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HATUA PR, £V s HE, AIDS &
EORBEERTNEETH - G4, Flitke 275X
CIEAN EHERE L9\, FRRZE DR & LTI BT -
Rl GEEDR A &) DIEh, 586, I, M &%
Vo, FAREESRA IIBFRIERE D 5~20% % 59 5,

2. AV IAATRE

KEFEH O 7YY F M, AV 7 4= 7 MR
=2 — X ¥ a e & ORI 0120, R
KEHHE % WA THI IS RF O Wi A B RIE T 2, MRed TG
NBEGERE LTSN, BEE TORERE S
WIfFABEERED O &£ D TH %, AIDS = i
B, A RS 2 & o R IHISE B e &3 %
flitka 7> YA A4 TAEIED ) A7 RT-TH %03
e, BN FFREMEFHEOTIEY A7 L b, ]
OB B L To & BAERIC SN & U CHBREME:



1. :7//#47-:(%E6$%®aﬁ*8 ESMRI
BHE, NERERDICHEDS(ESERND

H2. RI§7 ARSI EREDEREE
RERICHALDERZET DEREREZRHD
(Courtesy of Dr. David A. Stevens, Sta. Clara Valley Medical
Center, Stanford University)

WEBHEHT 22 LDH 2D THEEILETH S, H
MR ZE (BB ZE A3 rly) IRERRIEIZS D 30~50%
Zzhos (K1), flic, &, WESHRN O RERERZ DS
%\,

A TVF AT AR, EYHEDICE VT 4BUES
IEABEURE BRI E I N T 5, BYYETE E B
FRICHD K T =& T, 19994F 4 H~20154E 5536
ETRHIDHEDIDHY, TIEREEFEEANIE LY —
DFETIE, 1937TH % i b i WIERI & L T20154: 8 H
FTCITHIHEIN TS, TXRTHAHITH %
(IASR 34: 1-2, 2013% X OVEYURE AL B R 4RI LT -
3 http: //www.nih.go.jp/niid/ja/idwr.html; T3
KRFPERELT X v & — - WA BRI B S AR R
[## http://clinical-r.pf.chiba-u.jp/mycosis/01.html),

3. 73RN EREE

PATHL IR EACRA D A N A AR, 22> v e
ViR, ARMAL R ETH D, e A b7 A E
DFATHIR & EE T 2 2 LIRS 5, W - HER
HWoWE L - HBICBE T2, ZnFcicbyEICE
J BEmAERAE & L COMWMEIE 20D, 89D % v v
T, T TAVIBEDLY v =K EOMHEETD
JEhE b ME STV 5, REMEIRAL L LT3R, &
B, WIRATHRR DBEEE YR, AIDS, i %
B E - AN RS S O SRR R E R L
DA, EilnE, BUEPAZEMEMEE (COPD) B, 1
B, MATIREIEM LT\, BN XM
ZEDA0~80% % |5, KIEDA L DEER G FS 2T
2725 (K2), EIECHEFICS O, TR FERERED
BEEEIE5~10% TdH 255, AIDS HBH T BREMEHRA

E3. MEEBERBICEHLIEEN
THFUILEDRBRE
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B4, hr I MAEDEBPICHE UK
U A S R

DA% Z HFDBEINTWD

4. JHYUTLE

F & LTHPRER L LCash
27907 LBICLBEPETH
%, ST £ 6 DOREBUER: (ARG D &), X
TEIELDS T 72 2 YRR & L CREINT WS, 1
R oD I R 7 & D SIE AR E 32 T IR
P77 LRERFEIEL 9 %, FEEEME R CIRIMR S
FHOBIERIEC, MHPB-D-7 VA v Dtz RT3
W% CRMEINT WD, i, REWEZMNES 2
bRTHh s (X3),

5. Zft

MR A > ¥ FhEDRSEHFI I O F AR 2 &
FTR2ZEDNHY, LFITT YT ay 2 AGE L OEN
ZETZIENHB (M4), £/, bV azfa
TREFBHEZELLT VI EITMAT, iFE27 Y 7
Fay 7 APURDGEE RS 2 LD B DT, B
HEEIIROONDE I EBDH B,
TRRPEFEAR Y v 8 —
iR A SR 7

0 s

<3EIR >
IVFAVCILAD B EEShic/R 4 FEF —
RRE

Iv7uvA )L ADESH (EV-D68) 1£19624: 178 HL
SN PR EREGIEEZ R T L2794 VA TH D, HA
TIZ20104F £ 20134E 121001 A @5 23H b, 2014
IR BT EV-D68 12 X 2 fiE kR D@5 234 -
7V, AL, 20144E 8 HITKE S X—=VMEL Y
A MTEV-D68IZ L 2 W-REEE DT 7 LA 723
FE L, 20154E 1 H FTlc4kd 51,1534 DI
MEEFPWME SN, FEBRIZHEE L Tuiwas, 14
ZDOHEH L SH T A NADBEEINLTWS, 7z,
KEaT S FMTIEEV-D68 I & 2 Ik E D 7
b7 LA B L 72124 DSR2 13K
PR L 2 B L 2N E R S Tw 329,
20154F 9 H, BRI/ EEE 2 v & — R X
Mt SVRRIEIR IS & 2 WP C AR T 2 ERE 1 L K1Y
L7, 2o omEtRiER% 2 U 7 B i oW
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et A VADI PCR TR S e o778, EV-D68
T E7UA 7 RFEOREERZRINL 254D b4 4
7225 EV-D6S sl & i fz, 2 0Fllz s § %,
FEGI 11U 1 > Hi o W, &8 S0 S o WEA: 72
L. 20154 9 H 3 HEH A & KWk %2 728 72, K 1238°CHE
B b, B4 HRPICHERT 2 TR IR AN K2 %2
L 7z, SEBEIs o WEWL IR 524101 /43, % B i IR S5 A AT B
87% TdH - 7, WLKEE L (KIEHE D70, [EHEZ
MifT S AU RS HEEEE (DUT PICU) ~NABE & % -
2o REZIEHRBANDKIGHRIFTH 7720,
REXWMEDBEETo 1, 28R Ta 4 VI <
Ty LW BRI & Rt ci G L e, AUE
TREHARIZ 8 K, ABeHHRIZ18HICH > 7, RS™
ANVA (BUFRSV) AL MBH, b XY =a—%"7
A WA (LUFhMPV), 77/ 74 VA, aat o4 )L
A, RATANA, NFTAL VT NVI VT A VAL
AV INIZyFIAL LA AR FHBEICE L TAEN
W% W TPCR T, 4 a7 7 X<IicBAL T
LAMP R E % T L 7223, 3~ TR R R ¢
BT, AR Z v THEHEREZ gt v & —
(LU T 220F) Tf7 -7 PCR T EV-D68 23kt & 257,
FEBGI2: 7 7% 12> Al B, 4 VI DLRT 12 &8 S
BoOBWiNLe S Cwkd, TE mEoay ba—
VDSRIF TIPSR D57 L, 20154 9 H 6 FIC %M,
B CIRHBEIT 2 %2 L, Q8 B FME LW
iz, BT HARPNC WK A58 < gk T & 3804t
K#x5ZiL Ui, RBERE O MELIRI %3610 /4y, #&EI1E
FEURIEE92%, WGPk % 3860 S8 S S FE D 2 W
TABE & oz, ABERERSV & X WhMPV HiE
MR TH > 7o KESTHRRIBA, BHER T
04 FHEEL5.0RMERZ TV, 6 HEO ABSmEETRE
& o o, RS TERIFIEA Wik 2 W CPCRIE

il_ 1500809/Tokyo/2015(11824227)
1500810/Tokyo/2015(0065458693)
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L& 1T\ EV-D68 235 & 72 o 7,

FEGI3:5 /% 32 Hiin D BB W, 58 S i & D DR 72
L. 20154 9 HT HA 5% 5 38°C D FE, I, MEh:
2RO, HEOWRIZT L 29 ThH-o7, F8HIC
MR % fe i/ RHCZEZ2 L, BhR0%
Windde Stle, FHBRIHER DR G35 7o &Ik
%2 Ui, RBilR O W60 /57, %5 s
FERIEE96 %, KaBEsd D, 255 ThiglS 23 S 1
Too BEHRGL > b 7 v BE IR AT T Ml 1@
RN 2RO, KJESHRRIED WA %2 1T\ IFCRRE D3
Bl —HREE Lo, B9 HITIZREERA
HTHEISkEHEZZ L, A VAR B X ORE
X B FEDZWIT AL & %o 7z, RSV, hMPV i)t
WA ZEETH - 2, ABEL, X8 SRR3R
A, BEERAT O A FEELOEREZTY, 1HTIE
Bt & 72> 7z, EMHERE VWi 2 o TRELRIFT T - 72
PCRTEV-D68 23851 & e > 72,

FEBI 42 7% 8 0> Ain D B IR, A 320 5 0 B 23
H Y, FERWAREZMHEH L TE 7, 2015459 H6
FC 2 380, B 7 HARK, WK 8 < goadt
Kl ZiZ L7, KR QW EIZ60E] /53 L TRE B
MR SERIREESS %, & L W%k % 3B o 7z, [EX
it T D2 W T PICU I T A LIFIRAT B & 72 5 72,
SE SRR, 28 A Ta A N, <7 %27
LHE B REEER AT 2 1T o 7o, RETE RIS
Hi, ABEHRIZ13HETH > 72, RSVAR, [H BH,
hMPV, 75/ 7 ANV A, aa+ 24 ILVA, xh7A
WA, WNRIAYINVNIZIVFIALNRAIA £ 71T
VYA NLZAR FBRICB L CAEND WY E A
W PCR A, flblic~ A 277 X< IcBd L CTLAMP
EWMAE % T L 7228, $XRTHMBEBERETH - 72,
AR % F VS TR CIT - 72 PCRT EV-D68 230514
Lo,

EV-D68 RIE /i H & UKD R R

[1 AB992429 TEv-13-Ph397/Philippines/2013
AB992434 TOp-13-Ph397/Philippines/2013
AB992417 TTS-13-Ph096/Philippines/2013

$2 — 1500812/Tokyo/2015(0065322996)
_|_1500813/T okyo/2015(0010355607)

KT280500 2014-R0672/China/2014

[P240936 Beijing-R0132/China/2014

KT280496 2014-R1357/China/2014

KP114664 Alberta2985 2014/Canada/2014

KM361524 CU171/Thailand 2011
1Q924865 CQ-5584/China 2011

KC763162 ITA/20528/12/1taly 2012

i AB667895 1703-Yamagata-2007
| 99 [/\B667893 2218-Yamagata-2005

JQ586221 09-56/UK 2009

JQ586223 09-86/UK 2009
AB614427 2035-Yamagata-2010
AB902837 EV68/Okinawa/174/2010

JQ586224 D68 09-115/UK 2009

E. EV-D68 VPRI DIEERCTIZ AL e/ 7RG

\
I
I
|
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I

AY426531 Fermon/USA 1962 (prototype EV-D68)

iy

EV-D68 ? # i 12 1%, VP1fH g % %t 5
12 L 72 CODEHOP PCR 4% % fllva 72,
RE (PR i, B TR
5 RNAZ filf H U 72 %, RT-seminested
PCRIZ & h VP1#EE 2L, PCR-%
AV 27 b= AITR T BLAST f#
WMafT->7%, ZORE, 4IEFT T
5 EV-D68 i s 7z, o it
BidFz 2T MEGAS % w725 1%
WHENT (MCLE 72 X BNJE) 2175
7o (K), ZOfEH, B X/ EV-D68
139 XC Lineage2 I2)t)@& L 72 =T, T98A
EMUBV DT 2V BRERPRD 5N D
BT IR —IcEENLETD, I51C, 2
Fk (1500809/1500810) 1X2013 4ED 7 1 V)



EVBEHRMNIBRING 7 7 A5 —IC&GFEN, &
@ 2 Bk (1500812/1500813) 1&20144F o Hh[EI#E % a2
BRI Nb 7 728 —IcGEnt, &, VA IVAD
SEEABRIC O WX, BUE, ki Th %,
RE&IC
4 mlfEEE L 72 EV-D68 O 4 1%, 548 3205 D BE
HEOERIZ b & FEHEETRESE Z KL T 5,
WHELLNRRAER v ¥ — 2R L e Hjlod T
1E, R R IR R L A & B L ZER DR 1 7
WH DD, GROBAIEET 2 083D 5,
23 3k
1) B, AHA R, MHEY, i, =v 7740
A D-68 B H S dvre /NI - YLD 4 FE R — A S U,
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) TASR 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
HRHE /N AR AR v 5 —
JEYWERE  PHEER  JE e
AR Al B SEIEER
Eiak Rt EKERS
HRARE R 2 v 8 —
gR E ThEEN] PG
a M BEIHER

<ERER>
Brucella melitensis BRIE EEZWiS Y YU TP A
BiED 14

DI04 T FEE E BARITR, bR CMbiiczi2
L, Brucella melitensis JEHE £ ZW Iy < 7
NBWERER L 7-OTHET 5,

EF SURBE YoYU TA

20154 6 H1TH 25 2 h HREAE T E TR L &
H, ANERE2» & MG ERIzw & /eI D - 7- 72012
W5 DEB = % 232 L COWIEN I NIRIE 2 3221 T
72, 6 H25 HUE D> & 2K & BAfiH T L, 38°CH
DFBDEL E LT, WETLAR 70 XY v500mg
ZAJTE I, 6 H2THSBERNRZ & o Te, SRBERE
FeEE SR B L O EEEEI TR 2 RO, v
TR0 DEME DO X LFREE LD~ 7 U 7 dik
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Wit (BinaxNOW® Malaria) % fifT L 72250341 dh
BErEThHok, MZTRABFIIYYTTI 75D
ALH, F— A% E2EBIRT 2N H-7%Z Loib
Moz, BRIMTIZ WBC 12,200/11 (Neut 62.4%), CRP
8.96 mg/dl & {SifiFi, A CIXIRAPIRMNIE —, FRA M
BREG 2+ Tdh o 78, IR T F Lt MRS
BRI, HERRETHEKEEZRED %, CT
WA TIEEER A, EERENOIRESS D, LEY
WEEELRER L2 b0 EEZ N, LEXDY
NI — MG I & 2 B R & UTR - MRS B AT
D ETLAR7 8 XY 500mg DU % Mk LR
Lo Tz, 6 H29H ICHAZEZ ORISR LER
I B - 725, BRIILC CRP 9.93 meg/dl & ik
FRHDTVBIEPoT,

6 H2THIC MBI THRIE S T 2 I - IREG#E D
SIS /IO 7T ABEERESHEE S Tn
B, IR R0 0, BENBEYEZETo ID 7
AL -HN-20 7 €y F (HAKEFEKRASH) 207
[FECTHREE LERD o 7z, EHEE X OEIGRE» S
TVt ZhER BEV, ENLESETTEIT ICEE 2 T L
7= & 2 A, PCR#EFLICT B. melitensis £ ZWi &, i
ML B. abortus $iiR80%% (7 vk 7 « 7RIS A
IR BEE - ARYR R E BT 7S EL) | B, canis i
2065 (7 V& 7 « h = AW AL2E S R
FIt) T - 7z, B. abortus D Wik 1Z B. melitensis, B.
abortus, B. suis \2x$ 29k E b IGT 570, PCR
DFER G W % 2 T B. melitensis EYSEDBW %2 1572,
15 9 13 Doxyecycline (200mg/day) 12 /Il 2 T Genta-
micin (5mg/kg) DIHEWHFEEZEAL, FBERIFTH %,
7o, AIEBNCBI L ORI 4 a3 7 a ) VA
B#E# L L T Doxycycline £ X U8 Rifampicin @ 3 i
IO FEINIRZ BB E L, BERT 4 442 6 B o Rkt ic
X B S 2 I LT,

TN FREERE PO E L TR TOIR b S
T NILGEERSED —~fiTdh b, HhinEO
E4x zifo & LT, Wi, Rk, 7Y 70—E% L
ZHDMCREEDRED D 5, HATIZEGYRE S T
P L 72 5 721999~20144F F T T H30HI D5 D A
ThH, ENTRMO CHREERLEINE, 7Lt
JBEICEWTE FNDEREZRT EEbNT 2D
D% B. melitensis (AREF v ¥, eV, 77%),
B. abortus (7, 7274, XAV ), B. suis (7%,
\F o M), B. canis (4 X) O 4 FEHTH2Y,

7 FREIFNRD TEH R IERZ TR L S
TE D, I~4 BB DWW R DOBICHE, BRI&kE |
D& UCTIHIR, WS, BOfim, v v ~filfiikz & T
FAET %, AiFE L LT3 EBEEER R L <, [
FRAER, TEALAREEIR, R LA ZE, SOk, - Bl
R, W%, ZEERZEBMESINTDE, £/, &
Tor 7 iadE, DY) P EE R 86 5~15% D
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ECHRET 5 L 5bns?,

WRATEZRER & UCIRET 2 7L & ZRED M &
2~20%HitY & I, BIIZIZEA EHEA - @l
HETH 7Y, RIEGNIBETOBERBLE L TH
FELTED, 70k 7EE LCEfEEZ SN,

MBI I — %1213 Doxycyeline (200mg/H) @ 6 H
M DWIRIZZ, 8 D14~21H ] 1 Streptomycin
(1g/H) HAWREHZHMNT 2 2 LRI N2,
Streptomycin D b 12 Gentamicin (5 mg/kg) %
THHHT 2 L v kb H %,

BRI S NI R O ABLT, W EOEIND
fbic, BPIOME, BikzZAKZ 70 VDWW AL
EDro YT 2L Ebh Tt D, BIEM, SEERK,
BRI &) A7 DBE, 7Tk 7 BRI
BREDOLWHE LTHISN, 77 7L A7 O#HE
bBEINTEY, BIUEAK TR 7 Vv FIERES
a7 VIMBMERE TS, BETHHRIENENRS
LEDHBEIN, BHIX) TV TREDRED N S
&, AR TOREZ POIER L TESEDNDH S,

7, TV FRHEDREENTOT 7 F 7L A 71
BIL Tig, R E L CTE L DG, SW6 7 vk i
REED RO EILH D EINT WS, JfTHIAD
TEWUEDS D 2, F72131A YR 7 DIRFED D 2 D
BFICB W CHERAR o FE#, BIfTRE 72 £ 2 TRk
Be L, Bk o 77 AEl/IMREE BN TR S
N7GEIE, REBE L TORRENKELZERTRE
EVIWEIL DY, BERIEFEDOY R 7 L) b
5 SR S RN AN DN H 5 EFZ ol

23 3k
1) SZhiE—, €5 v X5 1 755% 3%, 2009
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) 7k FIEHIE~ = 2 7V, ENLEGSEFZ AT

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

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

12.00

Exposures, ProMED-mail 2015-07-21 21:00:48,
Posted by Ackelsberg J, on Fri 17 Jul 2015
7 E BRI IE 2 >~ & — ki
PR EGiE 2 v 8 —
RS oo/ EARRE RiRgE—
ZIMELE T E FIIMERT  @)EdE
NI=CSIIIL I =2
N EREREVFEATEREE B S Bt —

<EREH>
20145 1 A~2015F 8 RIc KT B3 FEOB/BED S
DIYFAVAIILARERTE — SHMR

AR TIE, 20144 T H~20154E 8 HIZB W T T
1R B % 2> 5 Coxsackievirus A16 (CA16) # F & ¢
LY THIANADLERHINT LD TZ O
FERET 5,

EBEFAIRT BT, 201448 & i T8 A B 1Al
P K 2 FRIVEOE R Y7 D O BEHDEHEA3ME
6 2EEE % BN D iR, §49~52812 0\ T
B (2.0) 2@ L Tl A7, 204 E T D—
DEEOLN L FRIVFEOFAE — 7 03%F (5503H)
ICALND LWV INFETITIFRWIRN E o7,
20154EIC A D, FEE BT A R DB L 235 4
EPEEIC ZIE WS DD LIl 225 % (2015
8 HR) (K1), 20144 R DWATIE, Wbl & bl
BB DML IE 17 & R E HEFRIZ 35\ TELSD R o [T Hindek
WD H -7z LREDVH D, ZRARBI~ERA I
Hi2s & PEERIC BV RS RO TR B O T A
ol EHEHZING,

DA )L AR - 20144F 1 H~20154FE 8 HiZ B \»
T, EHIRNOWRIEARE S EEREE D S A I - F
RIH (BEwx &) &L o RIS o fik (HIE
B VIR E 73 ) 10Tk I OwW Ty Ty AL
AEWMBR LT, BE» DTy Tuy 4 L AOMHI,
il & RNA Z i, 5 ERIEEIR R 7Y —=
Y7 RT-PCR%ZFMELY, BatED b DIc2w»T VP
1% (CODEHOP-snPCR) % 721 VP4-2 fHigi % H 1Y &
L 72 Nested PCR IC X > CDNA Z Mg L, ¥4 1L 7
F =2 T AT & P LY, RETE

R1. FEORBEDSDIILARE

2011 2012 2013 2014 2015 Jo14f 20155
10.00 l' ~8AX
[EYES 48 59
= IoFAOALR 32 45
; 800 BHE (%) 66.7%  76.3%
b —~-2H Z0BOHALR 14 11
Y oo Tl BB (%) 292% 18.6%
2 ‘5& CA6 0 2
] CA10 0 1
fﬁi—% 4.00 ' I | *ﬁ
b J B CAle 2 34
M Echot8 0 2
2.00 4 @
L= EVTH 5 0
000 A BUNT 1 6
15 913172125293337414549 1 5 9 13172125293337414549 1 5 9 13172125293337414549 1 5 9 13172125293337414549 1 5 9 131721252933 i@ {'0)1190)
14 11

1. FROMERHDDBEREE (2011555 1:8~20155553618) DANA
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1 W Coxsackievirus A6

14 +— [ Coxsackievirus A10
12 +— [M Coxsackievirus A16
& 10 +— [ Echovirus 18
%H; 8 1 PAEnterovirus 71
6 - [JEnterovirus NT
s 0O Z0fith
2
0 |

2. FROMRHICILR (20145FE18~201558R)

7o 3E3EECS 13 NCBI BLAST #3538 %2 H o 7 HH [l i 58
WX > TEEMNDOFEZT> 72, $£7, Zv70Y
ANADBEH E N D> 7R 12ovTlE, Rhinovirus,
Human herpesvirus 1 ~ 7 B OE R FHREZ 1T 72,

RN BT, 20144 T~ 9 H ORI T
BE Bozat) »omishizryrary A LA
13 Enterovirus 71 (EVT71) (5 #ifk) & CA16 (6 #fhk)
THohD, ZNPE20144E10~12H DT % &
DALBFETHE TR SNy Ta 74 LRI
CA16 2390 % ML L% /& (CA16 (54H#if), CA10 (1
¥ifk), Enterovirus NT* (4 #i{8)), T LR O T
WA NZER>TWE, 8 HIZ A TCA6 (2 151F),
Echovirus 18 (2 #if4&), Enterovirus NT (2 #{f) 235
Hahz (MR—v%1, 2), CA161320114EDT~9
HORNZ 1A S S Tou e o 7z,

8 HARIZZ>TH FRIN O i HEU SRR B iE %
tHZTED, 72, YHIZA-S T2 6 CA9, CA6 »3EF
BRILSHIROTED, 5BV Tu YA )V ADF %
HEHLTOuER Y,

*Enterovirus NT: VP1, VP24 fHIk T — 7 v 2 %
19 2 EMTERD -7 b D% 5 IFFIFGEN Ty — 7 =
VAERITWD, TvTuuA LA LFAEINEZ LD,

25 3CHik
D) w0, fh, SRR 54: 29-34, 2008
2) WA~ = 2 7V (R PEBEIZ2)
AR A TSR
FigZE ol B fotHr

<EREHR>
Ay F—DA )L ABABEDPREShIEMABE
RICDWT — KB

G2 DL BTG T FAEBEDE O, BT 5
FHEOWTE DO RKERO—2% EHTW»aLY, FHiE

15 (197)

N7 BB REFBEERIC OV TRET 2,
20154 5 H, KiiNo XERERT (WEH10144, B
B#254) KB THBRERERE AL, BE
12284, EMiIZ0~5)% (hUfE 3% 620 H) T, Fhi
Hix5 H26H~5H29H 124 (53.6%, 15/28) LT\
7o (K), HEARAER & U CHEM: (75.0%, 21/28), T#i
(39.3%, 11/28) % EDH G RAERDMhIC, FEL (10.7%,

" 3/28) D b T, B84 5 40 MGk & R

L, 74 VA¥NREICB W TIEEBL 0y v 4
NAA, BETT ) IA4NVA, /a4 )NVA, R
ANVA, TAFATA LA XL AT A4 I)LARITDN
T, IRCEkETH -, 22T, ROy TR Y
A4V A (EV) 5” UTR % %12 L 7z Real-time RT-
PCRIENCTEVOMI ZiAA 7 & 2 5, 5tk 4 i
RKTEV B &z, Ric, VP1, VP4 Z iz L
TAGER A &7 2 S L, 5 efkeh 3 ik TRLER o By iR
DR S N, PCREVW OB O E S X O
BLAST f@#tr o f %, CVB4RFE S e, M E N
7- CVB4 OFERLSIE BEF M T100% —E L 72, EV 28
M & 7z 4 Bikodh 2 BefkiZ, Vero Mgz H w724
MR DB L 2 0, BYE T 5 CVBLOF
EPHER S N (],

a 7Yy X =7 AV AL 7 B R LR ER
& LT, CVALY, CVB29, CVB31W CVB52 23
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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 cryptococcal infection cases,

week 39 of 2014 to week 37 of 2015, Japan
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(National Epidemiological Surveillance of Infectious Diseases: as of September 17, 2015)

Cryptococcal infection is caused by infection of a fungi belonging to the
genus Cryptococcus, usually present in the soil or other environments. The
route of infection is inhalation or via a skin injury. No person-to-person
infection has been reported. Infections spreading systemically and/or to the
central nervous system (CNS) are classified as disseminated cryptococcal
infection (see p. 185 of this issue).

Disseminated cryptococcal infection is a category V infectious disease
under the Infectious Diseases Control Law. All cases shall be notified within
7 days after the diagnosis. The notification criteria, 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/niid/images/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).

Fungi belonging to the genus Cryptococcus have a thick capsule. There
are two species, C. neoformans and C. gattii, which are differentiated

Figure 2. Reported number of disseminated cryptococcal
infection cases, by prefecture, week 39 of 2014
to week 37 of 2015, Japan

No. of cases
(No. of prefectures)

0 =13)
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(National Epidemiological Surveillance of Infectious Diseases:
as of September 17, 2015)

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.
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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 Immunocompromised
15 B Male (076 symptoms (n=123) (n=18) (n=105)
ale (n=76) Fever 74 (60%) 9 (50%) 65 (62%)
7 Female (n=47) Disturbance of
o Disturbance o 53 (43%) 10 (56%) 43 (41%)
% Fungemia 47 (38%) 4 (22%) 43 (41%)
o Headache 37 (30%) 8 (44%) 29 (28%)
E Respiratory symptom 30 (24%) 5 (28%) 25 (24%)
57 Abnormal chest
roentgenogram 25 (20%) 3 (17%) 22 (21%)
Stiff neck 16 (13%) 3 (17%) 13 (12%)
Central nervous
0- 48 W S TN 13 (11%) 3 (17%) 10 (10%)
9 10 11 12 1 2 3 4 5 6 7 8 9 Month
I L Rash 11 ( 9%) - 11 (10%)
2014 2015 Year Convulsion 5 ( 4%) 3 (17%) 2( 2%)
(National Epidemiological 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 cryptococcal 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:
» 2567 Male (n=76) [l Deaths as of September 17, 2015)
% 201 (n=11)
E 15 National Epidemiological Surveillance of Infectious Diseases
2 10 (NESID)
57 From week 39 of 2014 when disseminated cryptococcal infection
O o 5099 4039 5050 | 6069 7079 | 8089 | 90.99 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
g ig: Female (n=47) o ]?I‘I’:g)’s number of reported cases were Tokyo 12; Saitama 11; Aichi 10; Fukuoka
% 10 10; Kanagawa 9; Nagano 7; Osaka 7; Tochigi 5) (as of 17 September 2015)
2 5 (Fig. 1 & Fig. 2). The reported annual incidence per 1,000,000 population
o4 was 0.97 (prefectures with the highest reported annual incidence were
20-29 3039 4049 50-59 6069 70-79 80-89 90-99 Tottori 6.97; Yamanashi 3.57; Nagano 3.32; Wakayama 3.09; Miyazaki
i  Agegroup(Years) ) 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 cryptococcal 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, etc.

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 cryptococcal 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 cryptococcal 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 compliance 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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