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Cryptococcus gattii R265, which was responsible for the cryptococcosis
outbreak on Vancouver Island, can cause life-threatening infectious diseases. However, putative
mechanisms of its high virulence remain unclear.To elucidate factors affecting high virulence of
this yeast, we conducted the systemic examinations using the lungs of the mice infected with C.
gattii R265 and 5815 and C. neoformans H99. In addition, microarray assay with gene ontology
analysis was also carried out.

Results showed that C. gattii R265 can easily proliferate in alveoli due to the ﬁoor cryptococcal
yeast-cell recognition by macrophages and/or other antigen-presenting cells. Furthermore, microarray
data sug?ested C. gattii R265 may have high adherence ability to the alveolar epithelium.
In conclusion, our investigations revealed that C. gattii R265 induces less macrophage response
and severe structural alteration of the lungs. These characteristics may be candidates for virulence
factor of this yeast.

Cryptococcus gattii Cryptococcus neoformans DNA Pgkl
CD4



B X C—19. F—19—1, Z—19.

1. WSO 5

7V hay s AREIIAMRITHEET D
WFEPEERE CTH 503, dLkKETOT T b7
LA 7 &I Cryptococcus gattii (C.
gattin )3 EH ST,

C. gattil 1 3EFFH TH EIR L R~ 35%,
ek D C. neoformans & 13572 2 B R R4
Zod b EMUEEO 720 B AR O RRYe E 3H)
HI, MR ER S AR ST,

2. MREOEK

EIRIENE C gattii ORRYHEIFIZITIRIAZR
BN, AFEOBEMIL, 7V T hav s
ANEREGET IV~ T A DT %2 g & LT,
(1) C. gattii DIFFIRTiEH, (2)  EERIGH
~OHMIEK TH D

3. WFED ik

WAL 7227 ) 7 b3y 7 ASE Yy
T TV~ 7 AL E SR YE R ZE AT IC /R
L7=M. BARHIIZIX € neoformans H99 k.
C. gattii 5815 #R72 5 TN R265 #RZE &
T. Bk 501 (5.0X10° CFU/mouse (ZFH#K)
% CH7BL/6, 9 W4, M~ v A~RREIIIC
PefET 5 2 & CERL L 72, M. C gattiiR265
X7 7 R 7 LA 7RTHY, Wb HIE
M ¢ gattii TH D,

WNT, ENLEYYEMTEANC C, ~ 7 AF
BaMII A GM-CSF (EkiBRHEERK = v = —HI4 (A
FIFIET T 6 AR L TR OIS
AR A AR S L, Z oM G
gattii DFERBPROEE ZHIR E L THE
BIEDHZ LTI OO T 7 FE L
7o DC U7 F X BEIREERE 14 H Al & BEFERT
AIZREEFIRD DG L, BFZEREE T DC U
I F B~ T RTRT D AR 2
1ToTe, SIEMIEOBL DI, CD4 BEPEY
VONERRIBIREED~ T A EIEHA L. C gattii
\ZXF9 5 CDA BPE U >/ SER O JR YR 110 S %
FHRRF R 2 B DRRAT L 7=,

I BT, C gattii OIFRIRETEHZ B
& LT, MERRA 285 1T AT & fEf T L 7=,
ELRAIIZIZ, RNA later ¥R ~JEYL il 2
—WiJRIE L RNA 15 % PR L 72 %212, TRIZOL
REICBE»POWREER THA L.
Affymetrix® % GeneChip Mouse Genome 430
2.0 Array® (ZC DNA ~A 7 a7 L A {E%E
ITU. EWRNE € gattii HERERECRE <%
BAE L CW D B2 Lz,

4. WFFERR R

FHRRZ2R9ZIX € neoformans H99 BEEEfE~
v Z il TIREIT N 38V T I M O G ik IR
BENRHBI, A TEEORIFEBPRD b
7o —J7. C gattii 5815 Bk72 & TN R265
PR~ o AN CISRE SR A BRI S
DUNMTTERL S ALT ., BRSSP T A L,
B R A B A 2 RN 2 B LTV 23,
AT D E /NI ThH -7 (K1), T72
Db, C gattii R~ A TIIANE

CK—19 (Jtm)

K 1. C gattii ¥R~ U AfHOMBE (PAS
Jufh, 400 %) : EEITOEAMELSAZRL,
FiRRZE I ARHRAN L2 R/IRR 2R LTS 28,
PIZFIETERRITFR O Hhawy,

ﬁ;om..-}-". ol j
DAEKREREIERIE L A BERBINTED
T RN OMELENEF LS 2D &
PSRRI RER S Tz,

F7-. CD4 BEMEY o RERRIBIREED < 7 R
W ClX. C neoformans H99 ¥4
o~ T AW TILCD4 Btk Y o RERDMERF S U
TWIVXRZEENTER SR EA L IRF S
HDIZHK LT, CD4 BEMEMIAE AN K48 L 7=k e
TIXAZFIEDNTEACEE < | A BAR S IAHPE
WA LTz, —H. @EME C gattii BEFE
~ U A TIL CD4 BIE U o RERD R ST
WE I BNFEWND | WEFEBEORKNIEE AL

BTET, EEDSOE AT LTV,
INHOFEELY, C gattii 1T@HEDOI Y
7 k3w 7 RIERG A CEE R E A1
STUND CDA BBt U o 7SERTEMER INFy %5
LAY A M IA VIEEZFHESIFICLL
TOHRBEREL TS LD EHER Sz,

—Ji. DC U7 F U BEHOMTIL, mHR
M C gattii ¥EfE~ 7 A ThH - T WIHEE
DEHEFE LEERZEREL TRV | oMk
WA LIH SN, Tbb, DCTY Y F T
BV A M VA VISE R TIIE. SRR
M C gattii Y% ORWIEE R ZFHET 5
ZENHREL 72V | EROBEIE A I LI 5
Z VB LTz,

Mz T, DNA ~A4 77 LAETIE C
gattii R265 BREEFE~ 7 AMfD AT Log2 &
Hatz 12 2 (5 LL Lo RBUTHE A <7 281 BIE T
ZRREA L7 (K 2), Z D 281 &fnF D Tk
Pgkl 2 bREBICHEL TEBY (X 3), Hi%
BTN EIRIENE € gattii OFRFEHEAE 2R
B LTWAAREMEN TR S LT,

VA E. C gattii 1ZAKRGESG %758 S
FIC WS AR LTWAN, U F o HEfE
M OBFEYA A ISE A R AITE AR
OEFEZIEICTE D Z LV L, MRS
15 TR TR IR E~DOBE 5N RSN 5
B S, SO G
gattii DOIFIFK R 72 & ONZERIRIS A~
DB EMR LG LD TH D,



K2 ZUFbayy RERREET LY TR
FICBWTRETLEZRLTWVWEEREST
B AR TIX € gattii R265 EE~ 7 X
DA T Log2 ZEHZIT 2 5L E DRI TTE
ZR L TWe 281 BT HH S,

The Gene Refinements with Venn diagram
(Fold Change = Log , 2.0)

C. gattiR265
(total 1115 genes)

X 3. C gattii R265 BfE~ 7 DL TR
BILEL T\ AL 10 BiEF - X 2 @ 281
BETFOH T, RBEITLELEL 10 BEFIEIH
TOBEY THD, AFFFETIL Pgkl B HF
BHtEZ R LTV,

C. gattiiR265 infected mice, Fold Change = Log , 2.0

Fold Change Gene symbol Gene name
4.086896 Pgk1 3-phosphoglycerate kinase
4.081602 Tne tenascin C

3.872107 Sic7a2
3.501668 Tipi2

solute carrier family 7
tissue factor pathway inhibitor 2

3.413169 lgf1 insulin-like growth factor 1
3.384405 Rgs5 regulator of G-protein signaling 5
3.33342 Gla galactosidase, alpha

3.318258 Cclé
3.199664 Emilin2
3.190153 Plau

chemokine (C-C motif) ligand 6
elastin microfibril interfacer 2
plasminogen activator, urokinase
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