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Abstract

Background :

Candidemia leads significant mortality and morbidity. Candida albicans is the
most common species in patients with candidemia. It has been a documented increase in
the proportion of candidemia caused by non-albicans species recently. Candida
tropicalis is a predominating species in non-albicans in Taiwan, and fluconazole is the
drug of choice in treating C. tropicalis infection. However, literatures reported rising
resistance to fluconazole in C. tropicalis. Therefore, it is a concern that fluconazole is

still the drug of choice in the treatment of C. tropicalis fungemia.
Objective :

The aims of this study are to evaluate patients’ characteristics, prognostic factors,
antifungal therapy prescribing patterns, mortality rate and treatment outcome in patients

with C. tropicalis fungemia, in comparison with patients with C. albicans fungemia.
Study design :

This retrospective study is part of a prospective study, and it entails reviewing
medical record information on all patients who were diagnosed with fungemia due to C.
albicans or C. tropicalis in the National Taiwan University hospital (NTUH) during
April 1, 2011 to March 31, 2012. The exclusion criteria is that patients who were
younger than 18 years old when candidemia onset. Clinical information was
documented on case report forms, which included time and location of positive cultures,
underlying diseases and severity of illness, laboratory data, and antifungal treatment of
the given episode of fungemia, microbiological data, clinical and laboratory outcomes,
demographic informations, gender, height, weight, and past medical history. The

minimum inhibition concentration (MIC) was tested by Sensititre YeastOne Panels.
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Data were analyzed using SAS 9.2 software, and statistical methods included
Chi-squre test, Fisher’s exact test, t test, Kruskal-Wallis test and Mann-Whitney U test.
Survival curve shown by Kaplan-Meier method was analyzed with Log-rank test.
Independent risk factors for C.tropicalis fungemia were examined using multinomial
logistic regression; prognostic factors of monomicrobial candidemia and C. tropicalis
fungemia were examined using univariate analysis and multiple logistic regression

analysis.
Results :

A total of 185 patients were enrolled in this study, including 110 patients with C.
albicans and 42 patients with C. tropicalis fungemia and 33 patients with polymicrobial
infection. Their mean age was 63 years old, and 57.3% were male. Most of patients
were diagnosed nosocominal fungemia. The most common underlying disease was
malignancy in three subgroups. Statistically differences in patients with C. tropicalis
fungemia by comparing with C. albicans fungemia and polymicrobial infection: 33.3%
were neutropenic patients (p < 0.01), 61.9% had received chemotherapy within 30 days
prior to candidemia onset (P = 0.01). The time from blood culture was drawen to report
yeast is shorter in C. tropicalis fungemia than C. albicans fungemia (p = 0.03). The
majority of the patients had received antibiotics treatment within 30 days prior to onset
of candidemia, and there was no significant difference of disease severity among
patients with different type of fungemia. In multinominal logistic regression, the only
difference between C. tropicalis and C. albicans fungemia was a higher proportion of
neutropenic patients in C. tropicalis fungemia (OR = 5.166, p<0.01).

C. tropicalis fungemia was more likely to have to higher mortality rate (59.5% vs.
43.6%, p = 0.08), and to have lower treatment success rate (38.1% vs. 57.3%, p = 0.03)

on day 28 after candidemia onset. A higher proportion of receiving empirical antifungal
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therapy was in patients with C. albicans fungemia, and among C. tropicalis fungemia,
patients who received empirical therapy had a lower mortality rate compared with those
who didn’t. A significant higher mortality rate on day 28 in patients with fungemia due
to C. tropicalis and didn’t receive empirical therapy comparing with patients with
fungemia due to C. albicans (42.4% vs. 69.7%, p = 0.01). The successful response rate
for candidemia due to C. albicans was higher than candidemia due to C. tropicalis in
patients who received definitive antifungal therapy (67.0% vs. 43.2%, p=0.01), and the
mortality rate was statistically different on day 28 (34.1% vs. 54.1%, p = 0.04). The
mortality rate and the response rate did not differ in patients with C. tropicalis fungemia
who treated with different antifungal therapy

The susceptibility of fluconazole was documented lower in C. tropicalis than C.
albicans: 82.2% in C. tropicalis and 99.1% in C. albicans were susceptible (MIC < 2
pg/mL). The successful response rate was higher in patients whose ratio of fluconazole
daily dose/MIC is over 400 than whose ratio below or equal to 400 when their APACHE
II score were < 17 at candidemia onset. The multivariate analysis showed that APACHE
II score > 17 was the independent risk factor for death in patients with monomicrobial
fungemia (OR: 3.904, p < 0.01) or patients who with C. tropicalis fungemia (OR: 4.267,
p=0.03).
Conclusion :

The difference between candidemia due to C. tropicalis and C. albicans was that
more neutropenic patients in C. tropicalis fungemia. The mortality rate of C. tropicalis
fungemia was higher than C. albicans fungemia, and APACHE II score > 17 was the

independent risk factor for death on day 28 in patients with candidemia or patients with

C. tropicalis fungemia.
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27.1% o *

TAEGE T FR o C tropicalis%?v’ﬁ P e o IR (Bde f B A R
RBRH A N G R R BRSSO R R e 4 PO R

5 = B MR % eNucei % 4 o= 3 R & or > C. tropicalis s s * & C. albicans



Fl o A va- oL £ 5 0 C. tropicalis f e 4 7 V‘g #olhe g IR LT dhup A
BlEE (8% vs. 3% p=0.01)> 5 ¢a § TN RO E # DA K E
#1514z hp L g 0 C. tropicalis T # &+ ~ C tropicalis Fu Jx Kk §
AU~ 2 C. tropicalis s g s A B = F e g o P H WA plEET o C
tropicalis '+ # # B nE R AL 7 5 2 ICU Jp ~ S RF hm= 5> £ 1 L Rp
m}?*‘r;‘ Lo 23.29.39

T4 4% k4% % B »% non-albicans Candida #w# 14 F* 5% 7 » 2 ¢ C. tropicalis
FEPIEL LTI FEFRFFAAGT ATLE " F- B ROy 8% 2 22—

oA 213 i o



% 2-1C.tropicalis & &K AR # (A E 5 1)° »Tikawt 5 T4

References Country/Data Source Year Source No. of isolates % of C. tropicalis
Pfaller et al.* The SENTRY Antimicrobial Surveillance
. - 2008 ~ 2009  Blood 1239 9.8
(2010) Program (79 medical centers worldwide)
e 1997~2000 55229 s4
Pfaller et al. The ARTEMIS global antifungal
] ] 2001 ~2004 Blood and non-blood 112996 7.5
(2010) surveillance program (41 countries)
____________________________________________________________________________________ o0 88467 80
Pfaller et al.* the International Fungal Surveillance
. . 1992 ~2001 Blood 6082 9.6
(2004 Participant Group (32 countries)  Gjb,— =, o~ 8O\
Cordoba et al.*! )
(2011 Argentina 2007 ~2008  Blood 461 15.4
Lyonetal® o NI M e
(2010) US (the Candida Surveillance Study) 2004 ~ 2007  Blood and non-blood 5900 8.9
Tan et al.?? )
(2010) Singapore 2005 ~2007 Blood 307 27.1
Leroyetal>
(2009) France (the AmarCand study) 2005 ~2006  Blood and non-blood 305 4.9
Adhikaryetal®
(2011) India 2009 ~2010  Blood 68 39.7




# 2-1C.tropicalis & & R AR % (A A 5 31)° *Tikdvt b- F&(H)

References Country/Data Source Year Source No. of isolates % of C. tropicalis
. 23
Chakrabarti et al.™ 1 4i, (the Postgraduate Institute of 2007.9~
) ] Blood 140 45.7
(2009) Medical Education and Research) 2007.12
Mokaddas etal?’ o
(2007) Kuwait 1996 ~ 2005 Blood 607 12.4
Colomboetal®™
(2006) Brazil 2003 ~ 2004 Blood 712 20.9
Lai et al.* __________________________________________________________________________________________________________________________________________________
(2012) Taiwan (NTUH) 2010 ~ 2011 Blood 329 23.7
Chietal®  #A*Bbh =N
2011 Taiwan (Tri-Service General Hospital) 2007 ~ 2009 Blood 108 13.0
Chenetal®* Sy =—=aDs
(2011) Taiwan 2000 ~ 2008 Blood 871 154
. 46 T e
Tsai et al. Taiwan (Taipei Veterans General
. 2003 ~ 2005 Blood 179 12.3
(2008) Hospital)
. ‘Taiwan (Taiwan Surveillance of
Yang et al. o ) _ Blood and non-blood 964 25.5
Antimicrobial Resistance of Yeasts, 2006
(2008) TSARY) Blood 145 22.0
Yang et al.’ ..~ Bloodandnon-blood 909 268
Taiwan (TSARY) 2002
(2005) Blood 126 24.6




2.1.3 Candidatropicalis #g % #+ (susceptibility )

%] #r#k & (minium inhibition concentration > MIC ) ¢4 # Bk (breakpoint )
AR E Nk T REEELE € (Clinical and Laboratory Standards Institute -
CLSI) * 1997 & 4935 £ 3k Fjehab R o iz » HB %2 B 178 % > #Hk R
ALE £ (MIC < 8 mg/l)- @l (MIC > 64 mg/L) 241§ &7 4R < |

(susceptible-dose dependent » S-DD » % & > MIC=16~32mg/L)- ¥ ¢t » g%
fF A8 Zac#% £ B € (European Committee on Antimicrobial Susceptibility Testing >
EUCAST) R E &A% 4~ 2 g <2 (MIC <2mg/L)~ %% (MIC >4 mg/L)
22 ¢ [ 4)(intermediate MIC = 4 mg/L )~ e 17 & & CLSI 4%} C. albicans~C. tropicalis
% C.parapsilosis % jg % EUCAST £ #7#] <_MIC 4 7 8 : #-¥+* fluconazole 7
R s MIC<2mg/L ; falfieac s MIC> 8 mg/L ; H 8 i 41 2 £ 120 L2
% & MIC =4 mg/L o %

CLSI 2 3 # i 3o | ¥ Bk A& e 28 = 2 £ ¢ @48 % (broth microdilution -

BMD ): 14 RPMI-1640 5 2 & 3% & ZA( P 7 7 L-glutamine )> £ 4r » 0.165M MOPS

( morpholinepropanesulfonic acid) % b #- pH &2 & 5 7.0 > & {& e fluconazole

Dk & 7€_0.125 pg/mL 3] 64 png/mL o & 35C ez & §a¢ 2l 24 /) P58 > 2|3 &)
FloE R H Y A FEanprdlie o 30 MEARRE AR 50 %k MER o BN A
FREEFGERL | g ER BRSSP IFFRR DS N0 S p FHFRE > Tand
REUTZOWESEBEREGF AR o L AB ] FrFRERDIFE D 0 A TR
BEOPPRER <2ug/mL FEAGE GG R R By B FrEkA> 4 ug/mL B
B2 53 8 o4 75 %% BEUCAST 2 CLSI i4 #82 5 #ip) 1) % 7 MIC
BRAPB B 0 9 0.90~0.95 - O

3 =+ 51‘35 Fefiefk b W iR B e Ik & 0 % B_E-test method @ #-FiR 3 K % 0.5
McFarland 77k & » * & #1544 RPMIMOPS T § g % A+ » £ pbt “7 &

T E-test & 50k > WA B > 2 15240 3% 35C(*2C)r 77 BF T %



fa¢ A 24 ) PEEA I E S 0 kB KEEL % R HH % o O IR CLSI
ZRehAs R B R A B > 19mm e A R F ) 5 13~18mm
WA R AR S R e Bl 12 mmo B L RE - 8 A g
i¢ * Sensititre YeastOne Panels & 5% Atk | #rFik & » 3 - B2 p &8 1
Wiz o7

Fluconazole % H57 &k FF« EOE E£EH » 2R LR * fluconazole 1%

% ¥ i i 43F AR fluconazole fh 2T R H 3 M E REM FK - % p

oo BEAR S FRA 4 IR F F AT fluconazole 7‘5’37& R X 1+ (susceptible) » & .17
3

KTV Ll 2 S 4 BB 4 0 38 B4 7 non-albicans Candida
,{t;ﬁr,— AREP A A 2 B A S Bt b 1920 % non-albicans Candida
¥ » C.tropicalis 43+ fluconazole iU i 1} FL& 4 > » g4 + 44>+ fluconazole ! I
LB 1 bRy B brensf 40 0 20 # 17 C. tropicalis #LE M nR AT tis B E iE b
FlEAR o Yang ¥ 4 12008 &4 4 9 5 ¢ o fe & 22 B F 12 2006 £ £k F
theh A (TSARY ) > C. tropicalis & 75 & 3k F Fj1Re125.5% 3 o p B iz e 7
2 F R X o s R 0 4p et C.oalbicans #1737 fluconazole 7 g < f0vt &) B
& 97.1% > C. tropicalis #1** fluconazole 7 & % f£ 0t HlEr 2 5 43.9% 5 F ¥ —Fﬂ- il
% e W et 4 > Cotropicalis © 5 31.2% % fluconazole g % 140 i 3¢ >+ C. albicans
1100% ° " " T % o Yang ¥ 4 22004 £ 5 £ 57§ ¢ R R T 0 F B 1 1999 £
TSARY Lk F AT A ? > C.tropicalis ¥ 7 79.2%%t fluconazole 7 g <X 44> H ¢
s WA IR G 58.4% 5 B £ 1 ot IR (81.4% ) & R (75.3%)
P B R E KR £ ki o e p M e T B B APAPE % 0 bl4c Hsueh
F 4 (2002 5 R AT fofok 4 % F R 1981 ~ 2000 # A SR FFs TR
g R ﬁ.—ﬁ Z W BF IR Y F 1% C. tropicalis ¥ fluconazole § 4% % - %5 +
* S‘IQEF% kg o Mk LT T AL REP p o C.tropicalis LB i L e oo
ARTEMIS &%= § @ 4 0% Ful 4 et 6] &7 e s % F #7 4 8 :C. tropicalis

T -5 T E T ¥ fluconazole s M 5% (6.5% ) B & 5 A £ (4.4%)

F_*

8



Wb B R B2 ¢ A R (2.6%) 3 s E 0 (2.6%) H ARG B TIRE M
HWT R L A 22

C. tropicalis $*+ # v & 3@ |+ 50t G| p| & 2006 £ TSARY # 7 &+ » C.
tropicalis ¥+ amphoterin B § 4.9%7% #1# + °>~ARTEMIS %= 7 ¢ B &4 3 8.4% C.

tropicalis ¥t voriconazole 7 #v% |+ o 2



% 2-2 C.tropicalis ¥ fluconazole g X |4

References Country/Data source Year Source/Methods Number of isolates  Criteria  Resistance
The SENTRY Antimicrobial
Pfaller et al.* Surveillance Program (79
. 2008 ~2009  Blood/BMD 122 CLSI 3.3%
(2010) medical centers throughout
,,,,,,,,,,,,,,,,,,,,,,,,,, thewold)
25 The ARTEMIS global 1997 ~ 2000 2996 3.6%
Pfaller et al. , g Blood and non-blood °
antifungal surveillance 2001 ~ 2004 8496 CLSI 4.5%
(2010) . /DD
__________________________ program (41 countries) = 2005800 | N W4 7050 36n
17 (Asia-Pacific) S: 100%
Pfaller et al 40 the International Fungal 119 (Latin America) S: 99%
aller et al.
(2004) Surveillance Participant 1992 ~2001  Blood/BMD 58 (Europe) CLSI S: 95%
Group (32 countries) 37 (Canada) S: 100%
______________________________________________________________________________________________________________________ 34USA) S
Cordoba et al.*!
(2011) Argentina 2007 ~2008  Blood/DD 71 EUCAST 3.3%
Tanetal”  Bleed
Singapore 2005 ~ 2007 . 3 CLSI 3.6%
(2010) /Sensititre YeastOne
Adhikary et al.*”®
India 2009 ~2010  Blood/VITEK 2 27 CLSI 19.0%
(2011)

10



% 2-2 C.tropicalis ¢ fluconazole g < {4(¥)

Number of
References Country Year Source/Methods . Criteria  Resistance
isolates
Chakrabarti et a1 2>  India (the Postgraduate 2007.9
Institute of Medical ' Blood/BMD 64 CLSI 10.2%
(2009) . 2007.12
_____________________________ Education and Researcn) e
5 Tai Tai S ill
Yang et al. alwar'l (_ alWE?.Il urv.el anee Blood and non-blood 246 53.7%
of Antimicrobial Resistance 2006 CLSI
(2008) Blood/BMD 32 56.3%
_____________________________ of Yeasts, TSARY)
47
Yang et al. , Blood and non-blood 244 0% (S-DD: 3.7%)
Taiwan (TSARY) 2002 CLSI
(2005) Blood/BMD 31 0% (S-DD: 3.2%)
""" O I i~ = " [ T T
Chi et al. Taiwan (Tri-Service General Blood
. 2007 ~ 2009 14 CLSI S: 78.6%
(2011) Hospital) /ATB Fungs 3 system
‘Hsuehetal® el A WSS
Taiwan (NTUH) 1999 ~2001  Blood/BMD 58 CLSI 1% (S-DD: 2%))

(2002)

S, susceptibility ; S-DD, susceptible-dose dependent
BMD, broth microdilution
DD, disk diffusion
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¥ 2& Candidatropicalis Fjs J 2 in

2.2.1 PR FEF PER

fAer S fhd T A AT L RIS 2009 £ AR ARFE
¢ (Infectious Diseases Society of America » IDSA ) #£3% 12 fluconazole (i »c#| & :
800 mg = ¥_12 mg/kg ; A&/ E : 400 mg/day & ¥_6 mg/kg/day) # echinocandin
HepEfs LERHBRRELLTYN G &Y azole FIfFF &dup 4 0 Rl
23kt * echinocandin $F & & F &2 * F IR AZ & ERE Y DF R E R
4_ amphotericin B 0.5 ~ 1 mg/kg/day 2 ;48 #3] (lipid formulation of AmB,
LFAmB)3 ~ 5 mg/kg/day « % & & ¢ {20 s 3 147 e 4 0 I A& % * LFAmB -
caspofungin (:# »x& & : 70 mg > 2FHE 50 mg/day) 2 E_voriconazole (i »x
R 6mgkg I E Ao £ 5 BAE o AHME 13 me/ke #0%1 54
# P30 ) ki piE* % fluconazole 2 amphotericin B B #_iF 2 F i #F & o @ F
{}?r,— Ak 11 azole #f il ﬁf}%r‘%f%? AR B2 Z %P @ azole sk
AE e o in TR EFFERESF - EBABPEHFF 14 & ﬁ’i% F s
A 5 e o

THARAPFFERSHEE Y B 2 KT R AR ERAALER 0 b
# "$ “7% f ¢ > * amphotericin B 0.6 ~ 1 mg/kg/day # #% /1 4+ 2 &_fluconazole 400
~800 mg/day #7%;1 8t B v JR o RAEPET LG - RRABREEFF 143 O

% Ip ** fluconazole » echinocandin #f % & 2 amphotericin B ¥+ £ 3R 7] 5 #&
F T 64 v echinocandin K& S AR FT A 2 h2 0 (biofilm) » &_F A%
o O iR R e * caspofungin f & M T A ER T - (1) LrH
RAZESF R AN RERTY 2 B2 > BHAR - > EAKRFAR 22 % - &

TE(2) ER AL ﬁi-j‘%g FFen s g @ 'g ; & * anidulafungin # micafungin P *3

66

P

TRFNEARFFE RS E L RRE R Lo

12



2.2.2 Fluconazole 7% p i#l]:&'ﬁ% B FRER 2 E
Fluconazole #»<¥ 41% & p# R i2 47 4] (time-dependent) » @ x @ k& -PF B )

WOART G Bl JER 20 (AUC,/MIC) 430 5 Bk in R & 7 cnigip) #15
Tabir & 4 %2> 24 ] pF e fluconazole AUC (mg x hour/L) #ciE §4p &3t =
p &R (mg):® 4 Pai £ 4 - Baddley % % 57 5 ¢ > 3 T4c % i 4% fluconazole
kg AR QA MIC h 12-15 B PF o $0 Ak F L ok 4 0 BHr = 5
(all-cause mortality) #i< o 7@ Rex JH % 4 *t 1997 & 4 & ¥ eh4 3k FARER
Sfeimr BR LT B HE MIC tha fghy i 500 i}{‘,;b ¥ &2 /MIC
>500 bk b oans R o # X H_92.4%; % A E S MIC /|3 500 058 = # 5 66.9% o
Y7l Cuesta ¥ 4 LA 2 PR & W AR FAE SR 0 BE %A £R74
11 e & > @R R E MIC A K BRI E 75 PP e by deRE S L HIV
Ao :;’;5 AR B ¥ ﬁﬁiﬁ}@ﬂ’bmﬁ_i\ﬁﬁ R DA ﬁn.}ﬁ—: e R Y A
I 7 4 C.albicans & i gefesk b4k L £ 5 C. tropicalis s e 4 S > &L
% 2 fFFL;_P #cigig * +v C. tropicalis B s A 19 L F RAF ORI & 23
fluconazole =+ p #| & ",f PUBC] A E R R A B s ook L B Gaip AT T K

9 o

13



% 2-3 Fluconazole % p &£ '4 1 & | $r gk B vt Efoip o d 2 B 1%

- Fluconazole ) .
No. of Dose/MIC Treatment The susceptibility: . Infection C. albicans/
Study Year . . B daily dose .
pts ratio success %" S/S-DD/R (%) . type C. tropicalis (%)
(patient number)

BSI: 800 mg (3);

b BSI: 600mg (2);  ggy (126)
Cuestaetal.””® 2009 236 75 94.0/ 14.7 , 400 mg (92); 79.4/ 4.6
96.8% susceptible 200 mg (25); OC (110)
e 100mME (4)
Baddleyetal.” 2008 84 125 740/42.9" 88.1/24/95 200-800mg BSI . aarns
Paietal” 2007 77 S ] 940/729" 95/2.5/25 150-800mg . BSI e4/6
BSI: 800 mg (3);
. BSI: 600mg (2); gy (126)
Rodriguez et al. 2007 236 100 93.9/14.6 ) 400 mg (92); 79.4/4.6
96.8% susceptible 200 mg (25); OC (110)
e ALY =D Q) A%y 0 100mg(4)
400 mg (4)
Clancy et al.” 2005 32 75 73.7 /7. 757 T80 1. 9 125 200mg (21) BSI 37.5/9.4
100 mg (6)
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, SOomg(l)
100mg(58%) oC
Rex etal.”' 1997 519 50 92.4/669 77.6/10.6/11.8 7715

>100 mg (42%)  (79.2%)

BSI, bloodstream infection. OC, oropharyngeal candidiasis

* the success or survival rate for a dose/MIC ratio > breakpoint compared to < a dose/MIC ratio breakpoint

# ¢

broth microdilution, 80 % inhibition read at 24 hours survival rate instead of treatment success rate

“  the patients were recruited from the same surveillance study as Rodriguez et al. (2007)

14



A&

34 Candidatropicalis F g2 5= £ ' ¥+

FIFIRBRED R ZARAAL R FR7F - g g FlF o a4 C
tropicalis 51 4= Ao Jx 2 40 B A7 7 B -ﬁip?ﬁ" “0 2 244 AR AAERAF RS C
tropicalis Fu Jg @ ¥ st B2 F g g FlFApMAT Y B o

APACHE Il score (OR : 1.1 ~32) & &% Lenfp> g %3 » 3% 5777 ¢
PR S AR AR R L 7S B IR S T ek e g ey

MATKFFE R A E TGP A EREE g R B kg

1=
\‘é

S Fospe ATk AR R KPR T k2 R AR (OR
34~82) P LG HEL B TR ARASEEFIBL T EFR e B
(OR: 1.7) ¥ & 873 f § bl {#E &% (OR:15~33) 7% % 8muw i
e g Bl e

Pl ine g A DA DG IR R AT S DR AT Y S s R Bl
# 2 4+4F C. tropicalis Fx Jg 7% 1 > C. tropicalis Fa fz frd # & 3k 7 & o 5
< B FSEE G A - B F R E R AL - Munoz £ A 2011 # 7
¥ &7 > C.tropicalis j# R FAE @& iEEFEE (OR:8.2) & 4 F fru
el A, (OR :14.6) 0 FRALF ay § H 40 7v = F i ig B3 o Velasco & 4 crum
T P RE R AR FAFAALHE fluconazole g X M £ 1 F 4 C

glabrata + C. krusei ¢ C. tropicalis pi| 5 = & 4 $a§ sagdt - 7

15



£ 24 RAATKEFL RS BRA ERTFS BHFATFE

No. of
Study Design” Country Patient population ¢ Prognostic factors ORO5S%CI) p
pts
pre-infection hospital stay 1.7(1.1~25) 0.01
“ liver cirrhosis 39(1.2~12.4) 0.02
Chen et al. , o malignancy 2.5(1.8~3.5) <001
R Taiwan  candidemia patients 847 ) )
(2011) ESRD under dialysis 21(1.3~35) <0.01
Mechanical ventilation 1.7(1.2~24) <0.01
RO s ot I .- sl 18(13~25) <001
. 45 1.0(1.0~1.1
Chi et al. . . . ] Poor renal function ( ) 0.04
R Taiwan  candidemia patients = 108 194
(2011) shock <0.01
_____________________________________________________________________________________________________________________________________________ @5~1495)
. 46 duration of prior antibiotics treatment 3.5 (1.5 ~ 8.5 0.01
Tsai et al. i adult candidemia i . o ( )
R Taiwan . 174 APACHE 1I score 23 32(1.3~7.7) 0.01
(2008) patients .
... Tetentionofcentral venous catheters 69 (2.5~18.9) <001
26 central venous catheterization 0.04
Cheng et al. . adult candidemia
R Taiwan ] 91 shock <0.01
(2006) patients .
.. highAPACHEscore 12(10~13) 001
Grim et al % cirrhosis 22(1.5~3.1) <0.01
(2012) US candidemia patients 446 APACHE II score 1.1 (1.1~1.13) <0.01
HIV infection 202.5~3.7) 0.02

R, retrospective ; P, prospective
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224R A ARFAFACED FRA- B G FFIRMAL FREGD

No. of
Study Design” Country Patient population ¢ Prognostic factors OR (95 % CI) p
pts

28

Munoz et al. , S corticosteroid use 82(1.1~61.9)  0.04
Spain candidemia patients 236 .
(2011) septic shock 14.6 (2.4~90.2) 0.04
APACHE II score 1.2 (1.1 ~2.5) <0.01

76

Labelle et al. . . . central vein catheter retention 4.9 (2.5~9.3) 0.02
UsS candidemia patients 245 i ]
(2008) corticosteroid use 34(2.0~5.9) 0.03
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, nadeqgply mitial fluconazolouse  3.3(18~6.0) 004

79

Velasco et al. Brazil adults and children i the presence of comorbidities 2.6 (1.5~4.7)
razi
(2008) with candidemia neutropenia 10.3 (1.8 ~ 58.5)
""""""""""""""""""""""""""""" candidemia patients
Garey et al.”’ Time from culture date of 1.5(1.1~2.1) 0.01
(2006) UsS with fluconazole 230 fluconazole therapy
treatment APACHE II score 1.1 (1.1~1.2) <0.01

R, retrospective ; P, prospective

17
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1. 445 C. tropicalis s sy [ % # &> 31 # 48+ % fluconazole & p 4| £ 7%

Wb RR 2V B R IR R F S KRR

2. @ ¥ LnC albicans B a0 3=E B % C.tropicalis B & hE 15 B

fgz;é;}%gt;éf;: N f&gﬁ_‘ﬂ—? °
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F18% PIH%

Rz 4B~ FFFR b (BFEL*FlR) 548 2UDFFY vz - pah
i 2500 45 o AT R WPERBERF Y 0 P EHAR 4-1 0 AP Atk ER A
2011 # 4% 1 p 22012 &# 3% 31 p »fex@RFE 12" - Eﬁ“ﬁﬁﬁ“mi@»g‘_»&%
Priife &0 ok eni Fi3s £ %% 1> 3 - £ C.albicans & &_C. tropicalis F5 {4 5 4
ERN TR o B AR AR FF G § = C albicans & & C. tropicalis F

LR R Widh - K F o

»[i*§%ﬂﬁﬂ~?ﬂ&’
; | ‘
‘ 2011/4/1%2012/3/31p % > s @ — % C. albicansst £_
“[ C. tropicalist {1 g ¢ & 8 }

L{Piﬁ?%E]

. j 1
FF 4 H {[ %@*5 ]
% > 7 (TMIC (ArBHE~ R HE)
e iRl _ | ]
' ﬁ;ﬁ&%j\?# N

2. TRhk A MR TR sk ~ DB R Sk % iy
3RAEF R Y hRE BT T
4.3 Ginhs# ¥ I HFRRL AT
Ffaen% 143 ~ 5281 112 B ok
5. AFe TS F3% ~ F14% ~ $283 -~ Biis
N B EILE DR s )

E

\

1% B3t fCRESASiE 7
FRLA

W 41 =% %4
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AT Y e 4 * o %&gmiﬁﬂ;ﬂ%ﬁ_ﬁ‘ﬂ%]&_mlﬁm S~ 4 C. abicans 2 C.
tropicalis Fjut i s 4 £ w ikt Fa g A TR AT AE T LB EL §

FrHuilE o 6L ¢ %55 :20110312IRB -

4.1.1% » ixgit
(1) ** 2011/04/01 % 2012/03/31 #} & 5 % 32 & #/x2 < C. tropicalis & &_C. albicans f
s R B B 4

(2) Eresje R % - =g % C. albicans & & C. tropicalis f] & e *

4.1.2 #ﬂ,f iE i

(1) %% 18 f& g 4

2

B RAEL RS R LM TR BRFL AL NGRS S A
AFHL S B BRI R FIBIE (S RS ~ & C.albicans & £_C. tropicalis F« 3 ¥
30X EFF ORI ALY A 0 E LT RER LR TR R E S
e A R AR AR LT LN g Fe T2 ) R AR R BF
Rl 5 e (TP fed b P YR R R FURER - TRA & M A MR SR B
s BMFAHRRERE R LA EEARR 26 IO EL R i TR Y 2 Pk
BEBFRABALEE N PHIEETS DA R dF (TR 1428 2 012 Qg

|
FOREE R TG iR S B F 2 = 5 REEGFLRE PO S 3 X 2 N
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4.2.1 fA R rFH

= R TATINE T SNEE BN U E N RN IR S AN EF Y SN NN
%&‘ﬁiﬁ%ﬁ%@(%%ﬁiﬁﬁ)iﬁaﬁi\ﬁiﬁ%ﬁiﬁii@%&%
A (& F s T g B A LR AR D FRAREL 28 L

AFUR L P 2Pz AR S L EN BTG Afaes i 30X 0 EE G K

4.2.2 LEEZ2 BEFRLELTS

4 BLFRpEih g B g B 42 & 14 Charlson’s comorbidity index® 2= > a4 A
BROLT R L SHEA R o F R R A PR AR~ TR R B
RMALAR T FEAR  RIREAR > L RAJRTERER ¥y &LT 54
RARETHEA(e FRAALARLEGH - BFHHE 77 1d 43k iT - Coalbicans
£ Z_C. tropicalis s fr 4 £30 30 % & @& * g FfE ~ i EH B L BRI HE )
EFFEG LG P s AR E R A

pediof A bl (TW 30 X 2 3 N2 Fjeies s AF L E L R0
FEDT2)EP LT LR EF Rl ¢ FFF LR RE (W2 d 4
EF FREE N EE) ot 2 okl (AINA T TR - MR
LR E = E DR i T S E N AR L R N R
SHEAFRBL) L FRRE ARSI E U LT L EF A L
B (ot B R EE BRI R CNEE) B RREESL
FHL LEE IR LGP R

4.2.3 C.albicans 2 C.tropicalis Fs % iT% 2 g %

3545 C. albicans & &_C. tropicalis s g% (5 30 2 p 2 K F MR 2 5% > ¢

PR DY R B R FA R R UK E SR MR BFLER R
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AP ek F RIPFFPEAGHREIRAE S TS N R B
X e ¥ egkE T 30 RN 2 dmd F R g bk R Y hE AN B ER T
% X s 2 NI RIS R & B S o Fu R (T 24 ) PEN dog Bt

BASFTEE RRfrRA -

4.2.4 C.albicans 2 C.tropicalis s % TR 2 T f

o 3 FPF o I * Pitt bacteremia score 4 2 APACHE II (Acute Physiology and
Chronic Health Evaluation 1) score TR R AF T TR dok B IEE XL E
RO E  RIBa - R RBRENE ek ARG TR BIREER%RE
AGZEF o TRk AHT B 0 REFLRET TR X2 S ¢ THIE i et
RS o n BREZBREE R LM EIRSFEY 23k~ A& 3k (segment) ~ F
AP 3k (band )~ C & Ji& 39 (C reactive protein ) » & ** % (hematocrit) ~ "+ %5 it ~

VRRE e E > T P TR RT g B E ) BT RTa g (sepsis)

B & P g (severe sepsis) 2 pra {4 ik 5. (septic shock)e & rT 3 # 12 i ~ APACHE
Il score e117 i~ Heia s B «‘ﬁp‘ﬁ’iﬁiﬁ AR e A Bl o

LR AR SRS R INA > ek - 20 k3 & Calbicans & #_C. tropicalis 5 |2 %
2 P PER S LR AR (Blded? AR R R )
24 R LRI T RANE S AV skt B E IR F(yeast)
iR 4 2 ;z e s C.albicans ¢ #_C. tropicalis crdR 2 P o B | FrFk B 2 5 0 4
% 3 ~F7 3 14 Sensititre YeastOne Panels = ;% # % e Rl% % & £ e P‘Q 2R 11 E-test
S N Bk K R RS 1 g o

CLSI 4+%t C. albicans ~ C. tropicalis 2 C. parapsilosis % g & #7: % MIC » J 8 :
#-fluconazole g % :x 5 MIC<2mg/L ; & x5 MIC>8 mg/L ; & & & ¥ | g %
MR % & 5 MIC=4 mg/L-" 4 P12 i1 CLSI chd | 37 ik B & B 2] 87 F ik chp £ 12

T F T Lo e a7 3 1 EUCAST e 87 2L 3 23§ Fx ¥ fluconazole st < {2 o
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4.2.5 FRFF &2 0k

Tk F s A R SRS e S A R TR R DR R
AL SR FHLPET > R R RIS L RBEFE IER AT R
WARF A R F o TR DR B R Iofy o Aot PG R R Y il
BRamE o R PR AL DRREFESPRIE RS SR EP o p A T FL R
BPEY-

—
P

13

©
i

Kb 29Ty KA & ¢ F ESRAG RE B ES
LA 2 B PFR A U3sd o d 3t fluconazole 5§ T %E "f PTILRA b g R
# i B fluconazole sn S Z & E > Flpt 247 3 5 1 3 F fluconazole & p & “ﬁ% 1 MIC
dul B § %’3:}7;}]% AR R %3 (7B = e p A (renal adjusted daily dose ) » 14
7 A i R “ﬁz VB Fr R R A B o B DR B TR “f F (estimated
creatinine clearance » Cc;) -] >t 50 mL/min FF » & & (S eh@| & Redr s RA R ¥ #E o
212 o H“ﬁ%ﬁi}%% F # * Cockcroft-Gault 258 (4-1) % 5 -

~ b mL, _ (140-age)xactual body weight
- }\‘ 4-1 CCr( i ) - 72XScr

(% 0.85 if female)

MRl R A MEAASEREHE 130% Pl EREEF » 258

%431 2 : Scr, serum creatinine ( s ;% VUFFEL B

4.2.6 ?é.ﬁﬁ‘%&ﬁi\?ﬁmﬁij—fg 2%
¢4k C. albicans ~ C. tropicalis s fr 3 18 e &8 2 8 301~ 8 i [Ffrim
AR ES% 0 £Fx 40 C abicans-~ C. tropicalis & # & 7] ~ w7 > * wlF L4

M ekl e S 28 X o 4% C. albicans & #_C. tropicalis#F $ 3 & 5 B E

PR A28 X PR EHERE L - B AEE- ZHEEE -

4.2.7 ibH AP F B L

C. albicans ~ C. tropicalis s g 3 (F15 % 14~ 28 % 2 Juili [F % 5 B F P 2R o

B
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F s 0 ¥ % 434 Mycoses Study Group (MSG) criteria @ * & A B2 pF P BE > 5
w4 = C.albicans et £_C.tropicalista ik e »RIAR 5 = ¥ i F ok 20 5 A px o
EHRBALEMN (dod 2 ShEE ~ME 2 BRE) WA EL A I3 behis o 3
WMEBGFHFT R AL F I E 3514028 A ol A E SR ERF U Z g
F2FIE LV - SRAEER o dofh 4 RRBRD P DR R AERR S ARF T
HARRIE FR L Gl R T B P LR ARG F R R A B

A Rlges s v

% 4-1 Responses to antifungal therapy in patients with candidemia

Outcome  Response

Successful Complete response:
e Survival and resolution of all attributable symptoms and signs of
infection; plus
e Sterilization of blood.
Partial response:
e Survival and improvement of attributable symptoms and signs of
infection; plus
e Sterilization of blood.

Failure Stable response:
e Survival and minor or no improvement in attributable symptoms and

signs of infection; plus
e Persistent isolation of Candida sp. from blood.

Progression of infection:
e Persistent isolation of Candida sp. from blood in association with

worsening clinical symptoms or signs of infection.

Death:
e Death during the pre-specified period of evaluation regardless of

attribution.
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$3§ Lwak

4.3.1 Bp R %

ep B A2 R&R G IRARE A8 P b A2 B AR A koY

132 FREERNR 4

MRS AS LB WEF TR A S FRBARME A #4830 2 p

[

Badmz RS S LY A i3 90 2 P ¥ DAL 48 ] FF i 30 % kT

F_

SECE IR SEL KRR £- T3 EICED S R R R TR L Vo ¥ 5

B R B il (Blde o ARgD s kB EHRE )

4.3.3 A% R %
FoRp A ALY PEE TR R 48 R A R AT A L F R PR AR B R
AAERREEZARTES N T H R RP DRI R T F R

Bk SR B R G R B R o

4.3.4 LEFH BT

% B it M (immunocompromised) ¢ Z U TR D {8 X LA AL RiIEE B
FAYE ~ FREHAE ~ of P SR IT R R LRI FIA] o deodk o A R L R T
2 N5 %[%F? # 43¢ (absolute neutrophil count * ANC) #c i -] >t 1000 cells/mm’
r’l”/i,"%’\\:* =4 ]%n m BT m;ﬁ; L o 85 4 gk ;fppﬂflja.ﬂ J_{# K% F 1——17“]1’- }ﬁ__ﬂ} iT% 30 % i
B REEE RN s AR E Rodg FAR 2 @ 3L TS @ * prednisolone > 20 mg
(R E % H s FHMG) AQES T * prednisolone >30 mg Az~ ¥ » # & 1@

G\' é’uqf b I"(.—r mr /E ‘._'—{"J |})E;£§r7 o 84

25



4.3.5 # ¥ ¢ C.albicans 2 C. tropicalis F= i

Fh%-Filrrd25% 5 C abicans & £_C. tropicalis 5 #5748 /| Bis » (54

F_

R AERETRI IS - 2B EREE  RIAR L F 9 C oalbicans & £ C.
tropicalis #« 7 (persistent fungemia)  *7 fu 3 FnpEF R d - £ HEE & pE
FEbii-2BREETER Y A2 EEFaopRLr: e g Ffaord (F

» AR R o

4.3.6 % £ HHR %

% 1 C. albicans & &_C. tropicalis s % F (4o fdm 32 R 2% ) % {8 24 /]
P2 En g FRANEE FRE (F AR REA) TR L ARAR 2
( polymicrobial or concomitant bloodstream infection )o "¢ T ] = coagulase negative

Saphylococcus /¥ > Z PG 22 M R &P BA DT TR FEAKE % -

4.3.7 T&h % R

> e X F R i3 (systemic inflammatory response syndrome » SIRS) iz % #_

IAEDTHEAE L gk R BTSN 38C A M 36C ~ - A dm L T
90 T ~efexiE F - A 4E+ 3 20 X & PaCO2 -3t 32 mmHg ~ v o ZE#cp * 3 12000
cells/mm> & -] %+ 4000 cells/mm> & 4 ;& ¢ #43k (band) > 10%% o 28 & >3 %
FREGEFHDERE > L PR RAR L 2#y 0 8 £pcd g (sepsis) 5 4r¥%
JEXE EAEG B RB - #n 72 & (hypoperfusion) & £ M Bz R 0 Bl BE Rk
g (severe sepsis ) J i 3 & ¥ iy eh& G F R 7 & (lactic acidosis )~ % 4k (oliguria )
AR RauFA R R T o M B2 TR H T ﬁﬁfﬁ /] %+ 90 mmHg g T 352 % &R | 3T 60
mmHg 2 Jc5F/B T ' 4718 40 mmHge bk o 4 PIBE Pra F AR RS F X 5 40% ¢
do% S R mﬂjgi],,zm‘ S Mo R v iE R |57 4 % posi 2 i 5 (septic shock ) -

7= F KL 50%~80% o O
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1.3.8 B B R R 2
AR EPE L FIRfERk P ieSR b FrER AR 07 2 5 Edtestr @ A
S R E_i¢ * Sensititre YeastOne Panels kS b | #rFER > 2% > 2 5 ¢ & 35CH %
72 -] P& > 12 Alamar blue # 3 & ¢ & 0 ¥ B Foibedmtis kLt e
BiEHETH AN o 4 FF E-test & & Sensititre YeastOne Panels # -] $r ik R TR

S FRLE € e 03k o

S A4 LR

AR T AT & 2 12 Microsoft Excel 2007 (Microsoft Corp., Redmond, WA, USA )
TR o 1T SAS B3t KHH (92%) FILFRE S04

FRAS A BRAR 2 o 4o d ¥ Coalbicans 2 ¥ 4 C. tropicalis s & s 4
LR B R A EF R TR S A ek I LR
A BER T2 B 5 R oMk T (Fisher exact test) B~ + = &
T RGHRFTHEEFENEAT > % ttest BFEHREAIT > F 23 EF B A FhFT R
Mann-Whitney U test +* $2/h 24k A2 £ 8 o F 2 S 2 U BH 2 ¥ LA
Fenm TR 5 e B Hics 47 (analysis of variance » ANOVA) » F PJiE (7 & * #icik
€_» & * Kruskal-Wallis test o %73 # 2% = B & # € (two-side) > ¥ p & ] > 0.05 R

ARG E P B F o 3 e W sd Kaplan-Meier method % % » )2 Log-rank test +*

P

bt E G

FH A T A LR H ¥ C. tropicalis s g3 1718 28 2 2 35 d &
B¥azid -

A7k % C. tropicalis Fe g el 2 & "G F1F BF 0 Bl 88 p E-] 3 0.15 chg R
4 » multinomial logistic regression 2_ Wﬁﬁ: Bosi e 5@ AR % C.tropicalis a7 5
F e g i TS pE o R4S Cotropicalis Fa e F(S % 28 X v Fo0 1 H gIE
AT R YR MR S p Bl Y 0.15 %R 3~ logistic regression 2 W fF Y 0 1
stepwise & ;4 (T EHE o wEFA TS pE) 3 0.05 HRIAARL F ALK o
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$18 Bipnd

5.1.1 1’(%3‘5&-&3:}}% A #Kk

2011 &4 % 1p32012&32 31 p2AyF 4= %gl‘;i},@}ﬁ';ﬂ s FORE P
+ 134 =g % C. albicans o & # 52 = % C. tropicalis = R A T I Rt
i~ PR % C. albicans 2 C.tropicalis #s  © 187 s 4 ¥ ’:}i% 2 = EEL A 18
& ehps 4 B ek D H B Coalbicans Fa g4 Bos 110 £ (59.5% )0 E ¥ C. tropicalis
Bk s 42 4 (227%) 0 5 £ FbEem s 33 4 (17.8%)° £ ¢ 151 £ § #§
IR B priFk & 0 H % Calbicans Fa g £ 92 4 (83.6 %)~ C. tropicalis
B 364 (857 %) 5 € ABRES Y 23 % (697 %) ¥ ¢ - B C. albicans §
mE? R A AR GRS O A B isRk o @ H ¥ Ctropicalis Fa gk
PRI O AR EREIE 3T ARSI A TR AR AT E R
FARRBELT]F AT R Y il F R BRI ERR e AR AT U E
% C. albicans TR A ¥ ¥ C.tropicalis s TE i A g2iERARE R L= BpAR
WA AEA F AR RS BB el B SR B~ B & C
albicans f] s TE i A 2 H ¥ C. tropicalis jjx T A R A B A e Famearc kB AR

2@ 5-1-
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2011/4/1 - 2012/3/31 #p ﬁ?-‘@ X 28!
(1) C. albicans 134 4+ ~ C. tropicalisx 52 4
(2)1+ F R 4 C. albicansz C. tropicalis

BTk A ¥k

B E2L
(1) C. albicans* 134 + ~ C. tropicalis* 50 4

(1) & #2185 :

(2) 1+ F p# 5 C.albicansz C. tropicalisg % C. tropicalis% 2 4
’ . D
¥ #C. albicansps  * 1104 ¥ A C. tropicalisg= 4 ¢ 42 ¢ SERPBREH 334
MIC : 92 4 (83.6%) MIC : 36 % (85.7%) MIC : 23 % (69.7%)
| | C. albicans - 14 +
© Lo 3= e . . C.tropicalis : 8 4
BERRAF IR 1994 RELREF Fiog 1374 - rlb'?' -
. albicans+
ARZREAF SR 114 AEIFRKRAF SR 54 .
= BAF &R ek alaalatia C.tropicalis: 14
\_ J
Tl FE7 LIS BRI 7 AL
44 % (40.0%) 91 4 (82.7%) 9 4 (21.4%) 37 4 (88.1%)
REREioEk || Aok maEmiisg o || RAETERSR
66 * (60.0%) 19+ (17.3%) 334 (78.6%) 54 (11.9%)

W 51 ok BS54 K

5.1.2 pi A AAFH

Tedkogp A A A Tl Ao 5-1 97 o RARE R AR MR A A F 2 o 2B
¥ ¥ C.albicans A= & ~ ¥ % C. tropicalis fFa J & % £ )tk (polymicrocial » “poly”)

ER > v“RZERLDLE -
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% 51 Jok;

L2 f A FH

C.albicans C. tropicalis Poly
. (n=110) (n=42) (n=33) P
Demographics
Number Number Number
(o) (%) (o)

Age (yr)’ 63.5(23-93) 62 (19-84) 67(31-93) 0.10°
Gender (male) 62 (56.4) 25 (59.5) 19 (57.6) 0.94°
Body weight (kg)* 57.0£11.2 58.0+14.2  55.8+12.2  0.80°
Acquisition

Nosocomial 100 (90.9) 36 (85.7) 31(93.9) 0.54°

Health-care associated 9(8.2) 6 (14.3) 2(6.1) 0.46°

Community-acquired 1(0.9) 0 0 1.00°
Ward type

Emergency room 3(2.7) 3(7.1) 1(3.3) 0.42°

General ward 70 (63.6) 29 (69.1) 24 (72.7) 0.58°

Intensive care unit 36 (32.7) 10 (23.8) 8(24.2) 0.44°

Outpatient department 1(0.9) 0 0 1.00°
Total LOS © (day)* 445+38.5 39.5+42.0 30.0£20.0 0.07*

LOS before onset 20.0£28.0 19.0£23.0 16.0+£18.0 0.47*

ICU LOS before onset 0+11.0 0+2.0 0+7.0 0.30°
LOS after onset® 20.5+33.5 16.0+£30.0 12.0£19.0 0.11°
ICU LOS after onset® 20 135 1.0£17.0 0+£2.0 0.05*

LOS, length of stay "

+

median (range)

N

median + interquartile range

mean =+ standard deviation © n= 108 in C. albicans group

& Kruskal-Wallis test °

C

Chi-square test Fisher-exact test

B A A R FALY S RINE A nTEaEEE S 63.0 & 0 T HIE 57.3% 0 =l
hES T ERF LR L L ARFL RGUR A E8Y BHF T A maup Lo 2
AT BT LA A o X S HB A Y R RP RS B FRBEAME 4
£F 17 AH P 15 4(882%)5 B4 90 X P ¥ GFRATHE 48 P ¥ 2 4 (11.8%)
Al w0 30 % p L AgEsz R R RES o 2 o 4 gt 5 fFet
RS 37 S iFm2~3% 8¢ H¥ Cabicansfe g7 1 XA APk
B G RS R S A r o o BRARAEY B4 2 R % ER C

albicans fjat S 4 FIE 2 2012 # 6 7 % A e o pr AR~ S PR X di Bl R A
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EH e e R B R A T e § R Hen A T AT o @ A S e
5 % ¥ % C. albicans{r¥ % C. tropicalis #u 7t o fu 2 4 (3 11 3 3 (£ 15 i ® #
i HCFARIT 0 5 E FBRE S BRIRY hA ek K o 2 et B g (E 0
Sl ST E T T B 00 F AT FRE (TH e $ e 102
#c: H @ C albicans Fi g 5 72 % ~ B & C. tropicalis Fu 7 & 4.1 = ~ % £ FHkR
ARIE 38 X o 5 EFRE A A PR S LRSI foend ko] o K

FlB L R E LR

5.1.3 it & ¥R
‘13:;%:?5 A end Hpdrk 5-2 fror vf}f%&ffﬁa A Lt HgE s pm(126 £ 068.1%) »
B zwag g P (95 %X »51.4%)- = %= 2 A &3 % ¥ &7 Charlson’s comorbidity
score ¥ HA G L A4S AR 64 0 Z AT R T AR o = 4
2 & #g 'y MRk » 2 (C. albicans: 66.4%~C. tropicalis: 64.3%~ % £ FthR % :78.8%) -
Ho o prig it E S Cotropicalis Fa g 4 719.1% ~ £ FiRF R 15.2% 0 4p
$>¢ C. albicans a4 ¢ 5 8.2% 0 F e cagd 0 @ H ¥ Calbicans g
:If%&’)% 37.3% ~ % £ FRE —’1er1ﬁr,‘ 3 424% 5 % G i o H WA }ijﬁa H % C.
tropicalis e g 4 RIEF 19.01% - 2% T g A m> e (455 g hi ~FH - 3
%) C.albicans s sz £ et ] (41.8%) BF A A i F (p=0.01)-
g Bogy o bva BAm s BB E R - TRE R  TRA R ERE A
o~ B R B R B ek B RO B Al a2 2R TG RS

L EF L -
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% 52 JrkmpAi2 g

C.albicans C.tropicalis Poly

. . (n=110) (n=42) (n=33)
Underlying diseases
Number Number Number
(o) (%) (%)
Charlson’s comorbidity score # 4 (0-11) 4 (1-11) 6 (1-12) 0.38°
Score > 4 68 (61.8) 25(59.5)  23(69.7) 0.63°
Malignancy 73 (66.4) 27 (64.3) 26 (78.8) 0.34°
Solid organ 64 (58.2) 20 (47.6) 22 (66.7) 0.24°
GI system 41 (37.3) 8 (19.1) 14 (42.4) 0.06°
Hematologic 9(8.2) 8 (19.1) 5(15.2) 0.12°
Cardiovascular diseases 60 (54.6) 21 (50.0) 14 (42.4) 0.46"
GI disorders 46 (41.8) 11 (26.2) 5(15.2) 0.01°
Metabolic diseases 39 (35.5) 14 (33.3) 15 (45.5) 0.51°
Diabetes mellitus 29 (26.4) 9(121.4) 9(27.3) 0.79°
Renal diseases 54 (49.1) 22 (52.4) 16 (48.5) 0.92°
Acute kidney injury 38 (34.6) 12 (28.6) 11 (33.3) 0.78°
Hepatobiliary diseases 31(28.2) 12 (28.6) 11 (33.3) 0.85°
Liver cirrhosis 4 (3.6) 2 (4.8) 1(3.0) 0.87°
Hepatitis B 9(8.2) 6 (14.3) 4 (12.1) 0.46°
Hepatitis C 5(4.6) 1(2.4) 2 (6.1) 0.78¢
Respiratory diseases 6 (5.5) 5(11.9) 2(6.1) 0.34°
Autoimmune diseases 8(7.3) 8 (19.1) 3(9.1) 0.11°
Urogenital system 13 (11.8) 6 (14.3) 5(15.2) 0.85°
Cerebrovascular accidents 13 (11.8) 4(9.5) 0 0.09°
Tuberculosis 5 (4.0) 0 1(3.0) 0.43°
Burn 1(0.9) 0 (0.0) 0 1.00°
Trauma 1(0.8) 1(2.4) 0 0.65°

*  median (range). Charlson’s comorbidity score, at onset of candidemia

® Kruskal-Wallis test ° Chi-square test ¢ Fisher-exact test

PERBLBEETF agesr £ 530 g4 B C. tropicalis Fat v 4 0
T14% Fs g 4 (05 Bt sk 7 i M ek Gl E @ C. albicans Fs i(51.9%)
P25 E ARAL R (60.6%) B 0 AT B FLE (p=0.07) ¢ i &
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W EW T2 P PR RE Yt s T el 2 8 8 Ctropicalis e (33.3%) 2 3 £
FiH s o (24.2%) B F hd +0 8 3 C. albicans Fi 4 (9.1%) > p A 5 < 0.0l
2 0.035 @ * i Fink #FERacH @ C otropicalis e g aup 4 (61.9%) 112 5 £
B (54.6%) #.H  C. albicans Fu s i 4 & (36.4%) > p=0.01 ° Fu g3
£ 30 X pATHER § pE* F# 4 (colonization) hiFA5 0 g 4 H % C. albicans F+
R @3@@’p=0%ofﬂ’Emﬁcnmmwsﬁiﬁﬁ%ﬂjﬁwiﬂ
BB RRA DR F (yeast) s P RE 4 8 @ C. albicans Fs g ok 4 E
HP 285 453> p=0.02; 2% = .f‘!E_FE?I’Lﬁ;}&E]'J—% HAR A7 ¢ PR

e e FlF RAE RS B E L o

5.1.5 L= ig * Jud % 2 53
Tedeogp 4w i * il F Al & 540 B Cooalbicans F gk i 4

103 i+ (93.6%) ~ H % C. tropicalis Fa gz s * % 7 37 i (88.1%) ~ % £ Ffaf
EAE A R F 31 2 (93.9%) § A g H T 30 X P R F oo o R H
it R AEAF e Bk = dom 4 W L cephalosporin #dd & @ * 0t Gk § (63.6%
vs. 66.7% vs. 63.6% )° B == % penicillin #g (60.9% vs. 50.0% vs. 51.5% )° % cephalosporin
i &Y 0 P S 3 A os 4 Kbt Bl 5 B 5 @ fpenicillin #742 F ¢ B E_u
f3 -lactam/ 3 -lactamase inhibitor & 1 o - it * 7 e fEAFOE F O 2 Hop A R D

W E A B F A oo
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3053 RERABEFELBELTS

C. albicans C.tropicalis Poly
(n=110) (n=42) (n=33) P
Predisposing factors
Number Number Number
(%) (%) (%)
Immunocompromised 56 (50.9) 30(71.4) 20 (60.6) 0.07°
Neutropenia 10 (9.1) 14 (33.3) 8(24.2) <0.01°
Solid organ transplantation 3(2.7) 2 (4.8) 0 0.57°
HSCT 2 (1.8) 2 (4.8) 0 0.36°
AIDS 1(0.9) 0 (0.0) 0 1.00°
Immunosuppressive therapy 53 (48.2) 28 (66.7) 20 (60.6) 0.09°
Chemotherapy 40 (36.4) 26 (61.9) 18 (54.6) 0.01°
Steroid 27 (24.6) 12 (28.6) 6 (18.2) 0.58°
Surgery within previous 30 days 32(29.1) 13 (31.0) 12 (36.4) 0.73°
Abdominal surgery 15 (13.6) 5(11.9) 6 (18.2) 0.73°
Surgery within previous 3 months 55 (50.0) 17 (40.5) 18 (54.6) 0.44°
Abdominal surgery 24 (21.8) 7 (16.7) 7(21.2) 0.78°
Invasive procedure 49 (44.6) 22 (52.4) 17 (51.5) 0.61°
Intravascular catheter type 48 (43.6) 16 (39.0) 16 (50.0) 0.64°
Urinary catheter 43 (39.1) 13 (31.0) 10 (30.3) 0.50°
Mechanical ventilator 73 (66.4) 254359.5) 19 (57.6) 0.56"
PPN/TPN 68 (61.8) 21 (50.0) 18 (54.6) 0.38"
The presence of central lines 99 (90.0) 38 (90.5) 31 (93.9) 0.88°
Multiple central lines 24 (21.8) 5(11.9) 5(15.2) 0.32°
All removed 68 (61.8) 28 (66.7) 20 (60.6) 0.90°
ICU care during admission 24 (21.8) 10 (23.8) 9(27.3) 0.81°
Yeast colonization within 30 days 59 (53.6) 13 (31.0) 13 (39.4) 0.03°
Urine 26 (23.6) 10 (23.8) 2(6.1) 0.08°
Sputum 28 (25.5) 6 (14.3) 9(27.3) 0.29°
Previous antifungal therapy .
. 9(8.2) 4 (9.5) 309.1) 0.94
within 30 days
Time from blood drawn to report 54.0 453 49.5 .
yeast (hr)" (25-237) (24-71)  (26-154.5) 0.08

HSCT, hematopoietic stem cell transplantation

AIDS, acquired immunodeficiency syndrome

PPN/TPN, partial parenteral nutrition/total parenteral nutrition
*  median (range)

 Kruskal-Wallis test ° Chi-square test ¢ Fisher-exact test

34



C.albicans C.tropicalis  Poly
Antibiotics (n=110) (n=42) (n=33)
Number Number Number
(%) (%) (%)

Antibiotics therapy 103 (93.6) 37 (88.1)  31(93.9) 0.46"
Penicillins 67 (60.9) 21(50.0) 17 (51.5) 0.38"
Natural PCN 4 (3.6) 1(2.4) 1(3.0) 1.00°
5 -lactam/ f3 -lactamase inhibitor 65 (59.1) 20 (47.6) 17 (51.5) 0.40°
Cephalosporins 70 (63.6) 28 (66.7) 21 (63.6) 0.94°
First generation 10 (9.1) 4(9.5) 2(6.1) 0.87°
Second generation 15 (13.6) 4(9.5) 4(12.1) 0.79*
Third generation 41 (37.3) 16 (38.1) 10 (30.3) 0.73*
Fourth generation 23 (20.9) 15 (35.7) 11 (33.3) 0.11°
Cephamycin” 17 (15.5) 5(11.9) 6 (18.2) 0.75
Carbapenem 39 (35.5) 11 (29.2) 6 (18.2) 0.13*
Monobactam 1(0.9) 1(2.4) 0 0.65°
Aminoglycosides 6(5.5) 4(9.5) 1(3.0) 0.56"
Fluoroquinolones 24 (21.8) 6 (14.3) 6 (18.2) 0.56
Macrolides 8 (7.3) 6 (14.3) 1(3.0) 0.19°
Sulfonamides 13 (11.8) 6 (14.3) 2(6.1) 0.55°
Anti-tuberculosis 5(4.5) 0 1(3.0) 0.43°
Vancomycin, teicoplanin 34 (30.9) 15 (35.7) 7(21.2) 0.39°
Linezolid 1(0.9) 1(2.4) 0 0.65°
Metronidazole 13 (11.8) 7 (16.7) 7(21.2) 0.37°
Colistin 4 (3.6) 0 0 0.48°
Tigecycline 6(5.5) 3(7.1) 0 0.35°

* Cephamycin : cefmetazole, flomoxef

a

5.1.6 B m# (TR ARERERR

Chi-square test

®  Fisher-exact test

055 Rz Em A bR R TR ERR LT G TR o BT~ BRE

Pk g & A RTa PR S A B B AP EF LR o 5 F Fh L g

APACHE Il score » =83 20 » 3 H s & 2.3 - A 7 & ¥ + 777 F ;Pitt bacteremia

score (¥ T HcA = BRI EZ R AL o K3 fops 4 & i APACHE II score B A MR
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Vo B oy Wiag st EFE L R 2 8kp 15 3 35 4 B0 7 # 7 3 2-( cut-off point )

L5 2 A R L DR S B F A

355 i md TR A pRERR

C. albicans C. tropicalis Poly
Severity of illness (n=110) (n=42) (n=33) P
Number (%) Number (%) Number (%)
Sepsis 36 (32.7) 14 (33.3) 11 (33.3) 0.57°
Sever sepsis 29 (26.4) 14 (33.3) 6 (18.2) 0.69°
Septic shock 37 (33.6) 12 (28.6) 13 (39.4) 0.97°
Pitt bacteremia score” 2 (0-13) 3(0-9) 2 (0-10) 0.68"
APACHE II score” 17 (0-45) 17.5 (6-40) 20 (5-42) 0.75°

* median (range) * Kruskal-Wallis test ° univariate logistic regression

5.1.7 3 &£ %ﬁfﬁ}a 2 ﬁﬂ%ﬁﬁi&# 35

ARG ek A ¢ > £ 33t A B 5 E FRFS R RS T T
WA S6o B Rp AT £ G Am A B EWEAR S R0 4 S AR
wFm s EAKE A2 1 =g % C albcians Fs gk e 4 & 24 o] PEP R PER A
4 2 f4.s0 j/ (Pseudomonas putida % Enterococcus faecalis) » # et 4 SRR 3 % -
B fF e 7 2 =g % C. albicans F. ks 4 AR % 15 Staphylococeus

epidermidis» & F1F AP 2 £ 8 2 2 A S BB S FEHBR D -
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Polymicrobial

C. albicans C. tropicalis
Number (%)  Number (%)

Yeast

C. parapsilosis
C. glabrata
Kodamaea ohmeri

Gram-positive pathogens

Enterococcus faecalis
Enterococcus faecium

Vancomycin resistant E. faecium
Methicillin resistant Staphyl ococcus aureus
Saphylococcus epidermidis
Viridans streptococci

Streptococcus mitis
Gram positive bacilli

(98]
(98]

—_— O = NN
p—

Gram-negative pathogens

Klebsiella pneumoniae
ESBL K. pneumoniae
Pseudomonas aeruginosa
Pseudomonas putida
Escherichia coli
Acinetobacter baumannii
MDR A. baumannii
Burkholderia cepacia
Achromobacter xylosoxidans

ESBL, extended-spectrum beta-lactamase

MDR, multidrug resistant

e e e e e T DL 'S T NS

" 1 patient with concurrent C. albicans and C. tropicalis fungemia

5.1.8 S #FrFk R 2 A 47

AR R A R % T ﬂuconazoleﬁavj‘#fr’ﬁf]'i%}i?ﬁ\'ﬂ—'ﬁir—f75 151 ~ :

¥ % C. albicans fFa s (110 * ) # 5 92 4 | ¥ % C. tropicalis Fx & (42 4 ) ¢ %

336 45 5 E FRES maup 4 (33 49
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gHEAKR8 4 5 # Clropicalis &2 # # ik~ ¥ 1 4 R G Calbicans & C.
tropicalis ¥ 355 § -] 47 Bk & 05 e ek 15 40~ $o) 7k & A 47 C.albicans
107 £ F#L 2 C. tropicalis: 45 £ F#L > H 2% 4cB) 52 #77 @ BARE 4 CLSI ik
Bl kR <8pgml iF5 § gL arr g a §RE 4 CLSI ATeniR v 2
EUCAST st » v do [ $r kR <2pg/mL i35 § gL e gho 7 obd % Frak
% FHNAE LG Etest 3% F = © Coalbicans46 £ 412 C.tropicalis28 £ F i -

C. albicans % % fluconazole & | #r Fjk & 5 F & £ #(MIC <2 pg/mL )=+ § 106

£FEF (99.1%)~ B e Balen (MIC=4pg/mL) #£F 1 £F4 (09%) 23 B
33 f#E e (MIC >4 pg/mL); @ C.tropicalis £ 3 37 £ F4L (82.2%) B* 5 B %
S EFR (111%) B d BA -3 LB 5 B (6.7%) @& % + = 5 T3

R AAKRER L s F§ A3 P EF7 B oo p<0.01; @& * Mann-Whitney U test
B EF RS BARTE ] FrER AT dbgs 5 A EF R o p<0.0]-

Bl 5-3 42 # Bl % 7 fluconazole & | #r ik & 4 # 1w A% & CLSI iR >
Bl kR <8 pg/mL (TR G OR R P g A st A CLSI ATeniR iy 2

EUCAST el it » 2 g | 3Bk & <2 pg/mL (4 F B £ e g o

100
90

80 //
70

60

50 // = . albicans
40 / C. tropicalis
30

wl—/
wl—S

0.12 025 0.5 1 2 4 8 16 32

Percentage

Minimum inhibition concentration, MIC (ng/mL)

W 5-2 Fluconazole ik ] ¥ Fik & % f# W]
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65
60 |(®

55 ¢ C. albicans
50
5 45 C. tropicalis
£ 40
235
= 30
%)
= 25
o ®
15 | @
10
5 4
0 1 *

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
MIC (pg/mL)

B 5-3 Fluconazole 18-/ ¥ Fk & 4t % W

5.1.9 Fluconazole 3] #r Fik & 2 ' (&

&%t H ' C.albicans 2 ¥ # C. tropicalis s Je s + # > i@ * fluconazole & B 42
AR W mg‘i‘?}rﬂﬁ » & +5 fluconazole = B f‘?‘*ﬂ]i"ﬁ Mg FrE R R 2 B s oo i
%3 75 ¢ % C. abicans s s £ i * fluconazole £ ¥ deo] r ik B G F AL
T 355 1250+1000; H & C. tropicalis *pf]n. }ﬁ_?{ PlE 5 21 &1 25 543+334-Fluconazole

R p ] R R 2 B F Aok 57

% 5-7Fluconazole # p # &% b [ drfk R 2 1 @A F

C.albicans  C.tropicalis C.albicans C.tropicalis
Dose/MIC (n=75) (n=21) Dose/MIC (n=75) (n=21)
Number (%)  Number (%) Number (%)  Number (%)
100 1(1.3) 1 (4.8) 800 28 (37.3) 6 (28.6)
200 2(2.7) 3(14.3) 1200 2(2.7) 0
300 1(1.3) 0 1600 21 (28.0) 1 (4.8)
400 11 (14.7) 8 (38.1) 2400 3(4.0) 0
500 0 1 (4.8) 3200 3(4.0) 0
600 0 1(4.8) >3200 3(4.0) 0
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Distribution of fluconazole dose/MIC ratio
30

2

25

[\
[«

@ C. albicans
C. tropicalis

P atient number
O

—_
o

2 L
* 4 4
2 2

0 1000 2000 3000 4000 5000 6000 7000
Fluconazole daily dose/MIC

®] 5-4 Fluconazole & p #| & ',f ME FrE kR 2 BT B

B 5-4 124 # B & 3 fluconazole = p Fiﬂlfé_“,f Mg PrEE R E 0 d B¢ T Y
¥ > C. albicans ‘¢ fg4p >t C. tropicalis 2§ i + 4%t > @ C. tropicalis 2 p

&P o #0330 400 ~ 800 FiT o

28 R #EW Ctropicalis Fu e 5 R334 45

FHATG R A REFERFF AT AR X HEA ST p<015 LR
&3 8% (interaction) » wef % %5 % 3f "B ~ iR R~ p WAL A~ ok A
P~ FeX 1 F ISR~ Bl H T 30 X & * S-lactam/ 8 -lactamase inhibitor ~ i *
% 4 % cephalosporin » $. {5 #-i # ~ Fu #1779 30 X f R FH L 0 e 83
T2 RS GE R /& 4 %5 3~ multinomial logistic regression 4 7 > 12 p < 0.05

TL EFRE - H ¥ C. albicans Fx e SR A T5 44w 254k 5-8 917 ¢ ﬁ‘%’ 4
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Moo g R T ¢ B 4 Ctropicalis [ g ek 'k 0 5 B v 55,1660 95% 3 4F % /Y
1.966 ~ 13.572 » p<0.01 ; ‘E%]":L R Fw 30 X 3 g2 ﬁﬁ% 4 GFA5 R g B4 H &

C. albicans jFu Jx ek *& > 2% 5 L 0323 5 95% T 4 % & ¢ 0.247 ~0.837 > p<0.01 -

% 5-8 jp# v H @ C albicans g % ¥ # C. tropicalis & 7k F & g b > & '& F]F
Predisposing factors Estimate S.E. p OR 95 % C.I.
Neutropenia 1.6421 0.4928 <0.01 5.166 1.966 ~ 13.572

Yeast colonization -0.1300 0.4161 <0.01 0.323 0.247 ~ 0.837

¥38 FRRFESL R T
¥R 4 H 4 C.albicans Fx g ~ H ¥ C. tropicalis Fe g ™ % 5 £ FfAR 4m)]35
Ao PR W R AR hik B S AT o & 59 Sop A el Rl PR Y
KA SOF N - H¥ C tropicalis Fa TR P13 = (351%) ¢
fluconazole { < % echinocandin i& B o & > @ i #) & % # * echinocandin 757 [7a
EuE A RIEG 2 = (54%); B C albicans Fa g s R0 H i ¥
fluconazole Fps 4 A (74.5%) Tl * Filk FE S DR R 0 s R R R P
B R L E R PR A ER s S L 4 510
AT IO Sl A S R 93.4% (49.2% ~ 100.0% ) 0 @ * Fik

-

7]

e

Sl Fa o en® B g H Coalbicans Fja g & 17 2 (EEEI1~67) H
B Cotropicalis Fa g 5 17 2 (EFE1~59) S £ AR Ak~ 145 % (=iE: 1~
58)c @ J s R (FIERR KA e R Y =8 % Calbicans Fx o &
8 ] pF (kpei: 0~ 145) H 3 C. tropicalis s & 5 36.5 /] P (=805 0.5~ 68)~
SERBRA RS 40 ) (BFEL 45~211) = fopm AT Rt HMEHHlp o =
B A w2 i * fluconazole et G| E B > o 3% fluconazole S /& F R T # it
5 5 % C.albicans g = F 49 (59.8% )~ ¥ % C. tropicalis + § 16 (66.7% ) ~
S LR FASETF 16 = (66.7%) 5 % & * Cockcroft-Gault 2 3% 3+ ¥ 163 Ce, | 3+ 50
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mL/min » ** £~ S5 BHE L RAE 2 0 i [renal adjusted daily dose |
“i4 g % E @ C. tropicalis Fs & e 4 % & * if § # £ ¢ fluconazole (> 6 mg/kg) -
WHIP RER Y A e kehg (79.3% 0 87.5% 0 p=0.03); & ¥ ¥ C.tropicalis s g
i % i * echinocandin #f ch& 51t BIELF e ¥ ¢h A ey 4 kehg (p=0.01) ¥ * >
8 # C. albicans s & % 4 11 &« ¥ % C. tropicalis fe % 5 =+ 5 € HikFs

EREG SELURDFARL TPl FE SR < FE R

i 59 PulFE SRS LREY

C. albicans C. tropicalis Poly

(n=99) (n=37) (n=28)
Antifungal sequence

Number Number Number

(o) (%) (%)

Fluconazole alone 73 (74.5) 19 (51.4) 21 (75.0)
Echinocandin alone 2(2.0) 2(5.4) 1(3.6)
Polyene alone 1(1.0) 0 1(1.0)
Fluconazole — echinocandin 14 (14.3) 13 (35.1) 3(10.7)
Fluconazole — polyene 0 0 1(3.6)
Fluconazole — other azoles 0 0 1(3.6)
Echinocandin — fluconazole 2(2.0) 0 0
Fluconazole — polyenes — other azoles 1 (1.0) 0 0
Fluconazole — echinocandin — fluconazole 33.1) 1(2.7) 0
Fluconazole — other azoles — fluconazole 1(1.0) 0 0
Echinocandin — polyene — echinocandin 1 (1.0) 0 0
Others * 1(1.0) 2 (5.4) 0

Echinocandin include caspofingin, micafingin and anidulafungin

*1 in C. albicans: echinocandin— polyene— (polyene+echinocandin) — echinocandin
1 in C. tropicalis: other azoles — echinocandin — fluconazole—echinocandin

1 in C. tropicalis: polyene — echinocandin — polyene— echinocandin— fluconazole
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% 510 Fk FFE &2 0B A )

C.albicans C. tropicalis Poly
Antifungal agents (n=110) (n=42) (n=33) P
Number (%)  Number (%)  Number (%)
Fluconazole 82 (74.6) 24 (57.1) 24 (72.7) 0.10*
> 6 mg/kg* 65 (79.3) 24 (100.0) 21(87.5) 0.03°
Echinocandins 15 (13.6) 13 (31.0) 2(6.1) 0.01*
Caspofungin 1 (0.9) 1(2.4) 1(3.0)
Micafungin 3(2.7) 5(11.9) 0
Anidulafungin 11 (10.0) 7 (16.7) 1(3.0)
Polyenes 1(0.9) 0 2(6.1) 0.12°
Amphotericin B 1 (0.7) 1(3.0)
Liposomal amphotericin B 0 0 1 (3.0)
Other azoles 1(0.9) 0 0 1.00°
Voriconazole 1(0.9)
No antifungal therapy 11 (10.0) 5(11.9) 5(15.2) 0.65"
* n = patients who received fluconazole as the longest therapy during fungemia treatment

a b

Chi-square test Fisher-exact test

AT R TESUR AR SIS g AR (% 5-11): H ¥ C. tropicalis
Bl o A AR R SRR At BIRE (78.6%) 0 fe i A FlA L B F (p =
0.09 )- # % v+ ] =1 C. albicans 7 JE s 4 € * fluconazole fs Bk (38.1%)
p=0.03 - & * fluconazole S A ¢ 2P 64.3%0H @ C. albicans Fa g ~ 71.4%:0
H ¥ C. tropicalis fx JEJ A IR 88.9%:1 5 £ Atk JEF A 3 %4 fluconazole i# »x
| £ (loading dose )> @ = B A ik A E iR (> 12 mglkg )t G4 ] 5 26.2%

28.6%% 55.6% ¢ ¥ A R ILEI P EEF A oo
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% 5-11 Pl % &2 SRR &S )

C.albicans C.tropicalis  Poly
(n=110) (n=42) (n=33)

Antifungal agents
Number Number Number
(%) (%) (o)
Fluconazole 42 (38.1) 7 (16.7) 9(27.3) 0.03*
Loading dose* 27 (64.3) 5(71.4) 8 (88.9) 0.39°
Adequate loading (> 12 mg/kg)* 11 (26.2) 2 (28.6) 5(55.6) 0.25°
Echinocandins 1(0.9) 0 0 1.00°
Caspofungin 1 (0.9)
Polyenes 1(0.9) 1(2.4) 1(3.0) 0.36°
Amphotericin B 1(0.9) 1(2.1) 0
Liposomal amphotericin B 0 0 1(3.0)
Other azoles 0 1(2.4) 0 0.41°
Posaconazole 1(2.4)
No antifungal therapy 66 (60.0) 33 (78.6) 23 (69.7) 0.09°
+

n = patients who received fluconazole as empirical therapy

a b

Chi-square test Fisher-exact test

TR A Z &R o R IR A 5-120 4 8] 19 =8 & C.albicans Fa g
5i=H % Ctropicalis e g 4 2 6 = 5 & FHRAFA. R A AR I 0R o = KR
A i * fluconazole 7+t ] 4p 17> i€ i& 3 fluconazole (& € 4 47 = & A # % fluconazole
HHELTEF (>6 mghkg) FHRII= ep L EF LR D H C tropicalis
GES T A #E % (100.0% )~ ¥  C. albicans s TR At i (81.3%): p
=0.05 > 7% 2 ¥ C. tropicalis s 7z 5 * 455 7 fluconazole #| £ ¢ 5 i 4 ¢ 7 &
# C. tropicalis Ft  chfs 4 F P vt bt * echinocandin % % &5 FE27 s R

(33.3%) p=0.01 B & coFg*r ik F 8 &> A1 & 5-12 -
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C.albicans  C. tropicalis Poly
(n=110) (n=42) (n=33) P
Antifungal agents
Number Number Number
(%) (%) (%)
Fluconazole 75 (68.2) 23 (54.8) 23 (69.7) 0.25%
> 6 mg/kg* 61 (81.3) 23 (100.0) 21 (91.3) 0.05°
Echinocandins 15 (13.6) 14 (33.3) 3(9.1) 0.01*
Caspofungin 1(0.9) 2 (4.8) 0
Micafungin 3(2.7) 5(11.9) 1(3.0)
Anidulafungin 11 (10.0) 7 (16.7) 2(6.1)
Polyenes 0 0 1 (3.0) 0.18°
Amphotericin B 1(3.0)
Other azoles 1(0.9) 0 0 1.00°
Voriconazole 1(0.9)
No antifungal therapy 19 (17.3) 5(11.9) 6 (18.2) 0.68"
+

n = patients who received fluconazole as definitive therapy

a b

Chi-square test Fisher-exact test

5485 7= F2IPHLAH

[

5.4.1 A EHF S~ F2 ¢

7 2 g % H ¥ C. albicans T S B3 2012 & 6% (v AFISR AT
in-hospital mortality FFAR5 4 & 7% © #4110 = % ¥ % C. albicans # 42 =¥  C.
tropicalis s g 7 = F A 4740 B] 5-5 7o ¢ W RFL R E (FE A RO R B E W C
tropicalis s T & e Fo v g 4 H % C. albicans j#sx TE A B oo RFE IR
TR F LR o R S5-6 5 A MehA 4T FHRT U I H @ Cotropicalis Fsk gk
A= FRE o RAEREFLRE (p=0.16)-

¥ b4t H & Coalbicans 2 B ' C.tropicalis fFs e e fr = 7 F s 470 2 g %
4ol 5-7 #1704 H 3 C. tropicalis ﬁn’; )imfﬁi Ay *];E]L JEF Fisen% 1428 % %

BRI E p s P s $ 0 %50 B 5 Calbicans B ka4 £ 0 2 ¢ 28
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100 -
90 - m C. albicans
80 C. tropicalis
70
60 -
£ 50 1
£ 40 -
§ 30 -
20 A
zy
0

D3 D14 D28 End of therapy In-hospital
Days after candidemia onset

C.albicans | 15(13.6) | 42(38.2) | 48(43.6) | 50 (45.5) | 69 (62.7)
C.tropicalis | 8(19.1) | 17(40.5) | 25(59.5) | 25(59.5) | 32(76.2)
p 0.41 0.80 0.08 0.12 0.12
W 55 7= F A4

Product-Limit Survival Estimates
With Mumber of Subjects at Risk
1.0 H
Logrank p=0.1606
0.8
=
T 06+
2 [
pd [
o -
= —__ _
< 04
3
vy
0.2
0.0+
1 110 86 71 64 60
2 42 33 28 21 18
T T T T T T
0 5 10 15 20 25
Survival Time (Days)
| Candidatype 1: Candida albicans ———— 2: Candida tropicalis |

Bl 5-6 ¥ % C.albicans A« & H ¥ C. tropicalis Fu 2 1 & & &
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100 m C. albicans
C. tropicalis

+ ¢

e ]

Treatment success rate (%)
(o))
[e]

D14 D28 End of therapy
Days after candidemia onset

C.albicans | 65(59.1) | 63(57.3) | 64 (58.2)
C.tropicalis | 19(45.2) | 16(38.1) | 16 (38.1)
p 0.12 0.03 0.03
Bl 57 ioh & # & A4

FEH A LR TR RASERSTRY A E IR SN2 F A
B w541 (& 5-13~ 4 5-14)- ¥ ¥ C. albicans s ki + @ * fluconazole £ -
R FE % 28 X nk R A s = Sy R E B C tropicalis Fu g e 4
g st P A F L R S % echinocandin #f % &5 C. albicans fx T A 2
= gt C. tropicalis 7 R 4 e @ H @ C.oalbicans ] JEH A R * <6 mg/kg
¢ fluconazole jp ¥ > = F it * > 6 mgkgickhFR L paEEF o AiTESC
albicans Fe ¢ * 2 A DFE LSRR RS FEARFDI R o UK A F R
o B 4 H ¥ Calbicans Fa Jx i@ * fluconazole & chjpf = 7 F &3 b T ip By R
¥ & C. tropicalis A g % 0 AP BEFNLRE L FA TR * > 6 mg/kg fluconazole
g Ao Jpf S # F e R E @ Coalbicans Fa gk A RE 0 R F R TR
14 = e vt B 5 67.7% vs. 45.8% > p=0.06 - C. albicans }i—‘ﬁ i¢ * echinocandin
BEiey 8 s & 7 5 g C. tropicalis s :fj-:"ﬁ o i ok AR F 2 & e FF(80.0% vs.
385%) E R EESIR Pp=0.02° @ ﬁ‘“}i\» % C. albicans £ &_C. tropicalis f

eV REY A RAKRAE S R AL R Te RS H RN I EF IR -
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Choice of C. albicans C. tropicalis
antifungal . .

Mortality (%) Mortality (%)
therapy

D3 D14 D28 EOT H D3 Dl4 D28 EOT H

Fluconazole” 85 36.6 415 415 585 83 292 500 50.0 66.7

_ >6mgkg 77 323 385 385 585 83 292 500 500 667

Voriconazole® 0 0 0 100 100

EOT, end of therapy H, in-hospital mortality
© 11 patients in C. albicans group ~ 5 patients in C. tropicalis group didn’t receive

antifungal therapy

* 82 patients (< 6 mg/kg : 17 patients » > 6 mg/kg : 65 patients) in C. albicans group -
24 patients (all in > 6 mg/kg) in C. tropicalis group on fluconazole.

* 15 patients in C. albicans group ~ 13 patients in C. tropicalis group on candins.

* 1 patient in C. albicans group
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Choice of C. albicans C. tropicalis
antifungal therapy Success rate (%) Success rate (%)
D14 D28 EOT D14 D28 EOT

Fluconazole” 634 598 61.0 458 458 458

””” <6mgkg 471 471 471
>6omghkg 67.7 631 646 458 458 A8

Candins’ 667 733 800 615 385 385
Polyenes® 000
Voriconazole! 100 100 0

EOT, end of therapy

p < 0.05 on end of therapy between patients with C. albicans and C. tropicalis fungemia
in whom received candins

11 patients in C. albicans group -~ 5 patients in C. tropicalis group didn’t receive

®

antifungal therapy
82 patients (< 6 mg/kg : 17 patients > > 6 mg/kg : 65 patients) in C. albicans group ~

B

24 patients (all in > 6 mg/kg) in C. tropicalis group on fluconazole.
15 patients in C. albicans group ~ 13 patients in C. tropicalis group on candins.

+

<

1 patient in C. albicans group

542 SHPIAKAESE S F 2 LM G

¥ » C. albicans A ER PR A4 A B EBRIEISE 00 A AFER S
ey s H & Cotropicalis Fa TR A ¢ AW E 9 4% 334 04 5-15 5 A o TR
447 0 B C.tropicalis Fi s 4 ¢ 0 F % S5 1455 9 APACHE Il score - 45
5148 A s AFEE SRR E A 2024 0 p =002 @ S AR SRR
dﬂz ¢ o H % C albicans Fx it = v*g Pl g IR et b i 4.6% @ H % Ctropicalis
Fla R 5 33.3% 0 p<0.0l > Ba4adl ATHI AF R THEFOATR o 72 F1
Eipfgmap F a7 LG B SHREIR fs A ¢ > g % C. albicans jFjx R A
W TR R apE L = 5 g 4 C. tropicaliss Fx TR 4 B oo RE IR
tRESLIN A AR EHREISR i A ¢ A %4 C.tropicalis f e &

F#g 4 C.albicans Fa ik F & 0 # ¢ waF (T 28 % (424% vs. 69.7%) 11 %
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b F ] s P (43.9% vs. 69.7% ) i< Ff sk BEF LR o pAH 5 001
2 0.02- 8 @ C.tropicalis Fu g s 4 § 525 SR M0 R K 05 2 FRARE LR
SRE M R e F AR A Y 28 (222% Vs, 69.7%) % b A HE S

B (222%vs. 69.7%) % Tt F B E A b o p=0.02 c B2 Sk E L

!

= &
=t

e % 5L B 5-8 o ?‘;i.fsm.’rﬁﬂz%éﬁ-i % 9-1~ % 93¢

% 515 B EHRBICHRERLAITH

C. albicans C. tropicalis
Received No Received No
empirical  empirical empirical empirical
(n=44) (n=66) (n=9) (n=33)
APACHE II score* 20.9+11.3 17.3£9.5 14.8+4.6 20.2+9.6
Pitt bacteremia score* 3.8£3.2 34329 1.9£1.5 3.7£2.8
Charlson’s comorbidity score* 4.5£2.4 4.9£2.6 4.6+2.4 7.8£2.3
Neutropenia® 7 (15.9) 3(4.6) 3(33.3) 11 (33.3)

* meantstandard deviation © number (%)

Received empirical No empirical
100 -
90 4 T 4
80 - T T 5
-~ 70 {° - 3 —
N3 | |
z 007 | |
& 50 1 . | mC.albicans
s 40 7 C. tropicalis
= 30 - [~ P
20 - I B
10 ' l B
0 d : | _Em _m __am _mm __rg
D3 DI4 D28 EOT H D3 DI4 D28 EOT H

Days after candidemia onset

EOT, end of therapy H, in-hospital mortality 4 p < 0.05 between patients
with C. albicansand C. tropicalis fungemia.
B 58 HXZ2ARIEREISRES - FOM %
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BiFERief S H P D AR EHREISRSE LY o g3 C.oalbicans Fa g e
Lipd S FEE % Cotropicalis Fa g 4 B 0 B P AR T 14 % (68.2% vs.
42.4% )~ % 28 & (59.1% vs. 30.3% ) 4 3 &k ik ﬁ*}?%m%ﬁﬁf (62.1% vs. 30.3% )

A BI85 AP P EF opA S 001001 2<0.01 - E ¥ C.albicans Fx Jx £ 3

e

ﬁi%'ﬁ/é%"ﬁ E:]_ﬂ. E]\isﬁ lFlsv '37 14 = rﬂ/r.}%‘ ‘3\'14 < %;‘ mﬁ’ip Ji-;» ;,_.55' f'.}_/r-}%"ﬁ

B (682%vs. 455% ) p=0.02; &% fFenpr B3 0 H & C. tropicalis Fa g * 4%

?Ia\

EEMEISTh X 5 R Hinh F e g 4 C.tropicalis Fo 7 4% % q,EéPrim}%—‘ﬁ x5t
AEPRF I EFOIR BRI EHRIE LKA Sl LR 59 e anilicdy

FRA94~ £ 96

Received empirical No empirical

100 -
90 *
80 -
70 +°
60

m C. albicans
40 - C. tropicalis
30 -
20 -

10 -

Treatment success rate (%)
(9,1
(e

D14 D28 EOT D14 D28 EOT
Days after candidemia onset

EOT, end of therapy 4 p<0.05 between patients with C. albicans
and C. tropicalis fungemia

B 59 BXZ2ABRIEREISRE A FOH %

EEPER IR S KR Lk A B S A frhod 5216 £ 5-17 HE o @ %
fluconazole & polyene #f % =i % & % C. albicans fFu x> - >t i€ * b & 500k 8
% C.tropicalis Bui g% > = FRA LS FIHF L RKF A B o @ B Cotropicalis
& 2 H % C. albicans fFu g @ * 7 I infii F 8 &R S SkIIG R B

SRR RS FOPEL A REEFSF ot E @ Cotropicalis Fa g Ap 4 T g
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)

13 4% fluconazole i »cH| & e 4 - dp ¥ R E BB F G 7= FHRM DR

& PR AR o

516 SHRHESERA S FAH

Choice of C. albicans C. tropicalis
antifungal . .

Mortality (%) Mortality (%)
therapy

Fluconazole” 11.9 452 452 476 619 0 28.6 28.6 28.6  85.7

Loading 148 482 482 482 593 0 20.0 20.0 20.0 80.0
__Noloading 6.7 400 400 467 667 0 500 500 500 100
Candins® 0 133 267 333 667
_Polyenes® 100 100 100 100 100 0 0 0 0 0
Posaconazole”

EOT, end of therapy H, in-hospital mortality

© 66 patients in C. albicans group ~ 33 patients in C. tropicalis group didn’t receive
empirical drugs

* 42 patients (loading : 27 patients > no loading : 15 patients) in C. albicans group -
7 patients (loading : 5 patients > no loading : 2 patients) in C. tropicalis group on
fluconazole.

* 1 patient in C. albicans group on candins

* 1 patient in C. albicans group and 1 patients in C. tropicalis group on polyenes

1 patient in C. tropicalis group on posaconazole
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4 517 EHUESERE LR IHFLN

Choice of C. albicans C. tropicalis
antifungal therapy Success rate (%) Success rate (%)
D14 D28 EOT D14 D28 EOT

Fluconazole” 452 548 524 571 571 571
””” Loadingdose 444 519 519 800 800  80.0
_...Noloadingdose 467 600 533 0 0 0

Candins 66.7 73.3 &wo ...
Polyenes* o 0o 0 0 100 100
‘Posaconazole® 100 100 100

EOT, end of therapy
© 66 patients in C. albicans group ~ 33 patients in C. tropicalis group didn’t receive

empirical drugs

B

42 patients (loading : 27 patients * no loading : 15 patients) in C. albicans group ~
7 patients (loading : 5 patients * no loading : 2 patients) in C. tropicalis group on

fluconazole.
* 1 patient in C. albicans group on candins
* 1 patient in C. albicans group and 1 patients in C. tropicalis group on polyenes
<+

1 patient in C. tropicalis group on posaconazole

5.4.3 FE (AR FE &L 2 K 2 (M

H ¥ C. albicans s T S 4 (110 ) 25 91 A BZm7r iR~ §% C
tropicalis /= 7z (42 4 ) A5 37 * - H % C. tropicalis 7= TE R A B R FEE ML
o7 Fh PR EYRE R & m iR o S Coalbicans s ko 4 F
e R R B Y A g W (TS % 28 * H 4 C. albicans & ¥ & C. tropicalis f
B e = F oG 34.1%vs. 54.1% (p=0.04) ~ i5 % = # F R 5 67.0% vs. 43.2% (p
=001) ¥ 3 BRI E %C.albicansﬁivjzﬁﬂsfﬁa& = KRS
B = ¥ F 5 e g C.otropicalis Fa TR AR BMEPLRAL S 71 14 X penr =
FoRuTR o FRR RN PO E  Bioh A Y R FME e 2R
7 F’La‘mn;ézﬁ]—rwl’??*‘ TR LR Kk Rdo B 5-10 2 B 5-11 #7157 > meﬁ;:;}fg

L4 9T~ % 9-12
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Received definitive  No definitive

100 ol &1 & a °
90 al sl el el
80 + B
~ 70 B
£ 60 u
z ] |
= 0 _ | = C.albicans
g :g _ |_=C. tropicalis
20 ' B
10 ' B
0 g

D3 D14 D28 EOT H D3 DI14 D28 EOT H

Days after candidemia onset

EOT, end of therapy  H, in-hospital mortality + p < 0.05 between
patients with C. albicansand C. tropicalis fungemia
B 5-10 #X 2 BRI ERET FHM G

Received definitive No difinitive

100 -+
90 - )
80
gy +
60 -
50 - E C. albicans
40 - C. tropicalis
30 -
20
10 -
0

Treatment success rate (%)

D14 D28 EOT D14 D28 EOT
Days after candidemia onset

EOT, end of therapy + p < 0.05 between patients with C. albicans
and C. tropicalis fungemia
Bl 5-11 #2 2 g mr ik Bick 7 F bl %

R B E AT S S KA SR S A LA 5-18 2 £ 5-19- kit ¥

fluconazole ~ echinocandin #g % 5-i: % C. albicans & C. tropicalis Fju & » ¥t 5 fi 7
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REFAC FE R HEESLE RN FLRE FEY 14 3 b HREL> 6mgkg 0
fluconaozle i 16 - H ¥ C.albicans s s 4 ip & # & ¥ B ¥ C. tropicalis
R A % (72.1%vs.47.8% > p=0.04)° @ i¢ * echinocandin #f % & & o Jp % (¥ 1S
§ 28 % 2 ik Pk A EF e s 2 54 S0 H 3 C. albicans 2 E % C. tropicalis
A BEDLRE > A% L 733%vs. 35.7%14 2 80.0% vs. 38.5%  p A W & 0.04 %
0.02 - fe je8 4 C. tropicalis Flu ks ¢ K5 > # * 3 b AT DA E S LT HF
F 573 C tropicalis Fa Jg sy = F & £~ 5 ;@ C.albicans s T ¢
* > 6 mg/kg fluconazole i 4 HisR = F v <6 mg/kg s AR o AiE ) st

BE A oo

% 518 A HERERHE - F ot

Choice of C. albicans C. tropicalis
antifungal f .

Mortality (%) Mortality (%)
therapy

D3 D14 D28 EOT H D3 D14 D28 EOT H
Fluconazole” 27 307 360 360 547 87 304 522 522 652

< 6 mg/kg 0 429 429 429 500
_Z6megkg 33 279 344 344 557 87 304 22 22 652
Candins* 133 267 333 667 7.1 357 571 571 857

Voriconazole® 0 0 0 100 100

EOT, end of therapy  H, in-hospital mortality

© 19 patients in C. albicans group -~ 5 patients in C. tropicalis group didn’t receive
definitive drugs

* 75 patients (< 6 mg/kg : 14 patients > > 6 mg/kg : 61 patients) in C. albicans group -
23 patients (all in > 6 mg/kg) in C. tropicalis group on fluconazole.

* 15 patients in C. albicans group ~ 14 patients in C. tropicalis group on candins.

* 1 patient in C. albicans group
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4 519 FEHESEREIR A H FAR

Choice of C. albicans C. tropicalis
antifungal therapy Success rate (%) Success rate (%)
D14 D28 EOT D14 D28 EOT
Fluconazole” 693 653 667 478 478 478
<6 mg/kg 57.1 57.1 57.1

comgke 71672 800 478° 478 357
Condins® 667 733 800 571 357° 385%

Voriconazole® 100 100 0

EOT, end of therapy

* 75 patients (< 6 mg/kg : 14 patients > > 6 mg/kg : 61 patients) in C. albicans group -

23 patients (all in > 6 mg/kg) in C. tropicalis group on fluconazole.

15 patients in C. albicans group ~ 14 patients in C. tropicalis group on candins.

* 1 patient in C. albicans group

“ p<0.05 on day 14 between patients with C. albicans and C. tropicalis fungemia in
whom received > 6mg/kg fluconazole

® p<0.05 on day 28 between patients with C. albicans and C. tropicalis fungemia in

whom received candins

p < 0.05 on end of therapy between patients with C. albicans and C. tropicalis fungemia

in whom received candins

5.4.4 HEG B A FRR L BRSSP

/%% Fluconazole # p #| & " B FrFdk R B S SR L 2 SR
FRREIE AT A 520 2 4 5210 Flps A hB B E AR R R FENHIHTF > &
AR Ry ¥ 9 APACHE Il score ® i #ics = APACHE Il score > 17 4 2 <17 4~
e ¥t Ay fluconazole & p FS?'JE&_",% B AR R Bk B S 1000 B2
[’%i ikt BAP R 0 &2 Ti%%ﬂ‘}}%i e A BLA B o R G A B B0 S S A
128 £ > #- fluconazole &+ p é?l]fé_"$ YL R v T A BERR G 400 o A 4555 R A
T ! & APACHE II score < 17 & iz e v M % 3| % fluconazole = p #| & "$ RS W i
R L > 400 PE 0 B SR < 400 g A R A H S R s

fluconazole #| & “ﬁ% Mgl Pk Bt ke 5 >400 & <400 pF s C.albicans £ A
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C.tropicalis s Jg f6 e5v = F 2 o % F ¥ 1§ BFeH7 Fo@ & APACHE Il score

> 17 &g ¥ Fla i AR f)l%ﬁgzjif 2K # % - # fluconazole | & & ™ & | #r ik

LR SRR R F R EY T

# 5-20 Fluconazole #| £ *2 11 & | #r F{ik & et B8 5> = F ol i

C. albicans C. tropicalis
Dose/MIC
Mortality (%) Mortality (%)
APACHE W< 17
D14 D28 EOT H D14 D28 EOT H
< 400" 333 500 50.0 66.7  25.0 50.0 50.0 62.5
>400 273 297 297 48.7  20.0 40.0 40.0 40.0

APACHE 11 > 17

<400° 55.6  55.6 55.6 77.8 0 50.0 50.0 75.0
>400 47.8 56.2 56.2 65.2 75.0 75.0 75.0 100.0

EOT, end of therapy  H, in-hospital mortality

# <400 : 6 in C. albicans group ~ 8 in C. tropicalis group ; > 400 : 37 in C. albicans
group ~ 5 in C. tropicalis group

® <400 : 9in C. albicans group ~ 4 in C. tropicalis group ; > 400 : 23 in C. albicans
group ~ 4 in C. tropicalis group
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# 5-21 Fluconazole #| £ *4 1 & /| Fr ik B it B8 ok = # F Ol 2

C. albicans C. tropicalis
Dose/MIC
Success rate (%) Success rate (%)

APACHEII<17
77777777777777777777777777777777 D4 D28 EOT  DI4 D28 EOT

< 400" 66.7  50.0 50.0 37.5 50.0 50.0

>400 75.7  73.0 73.0 60.0 60.0 60.0

APACHEII>17
""""""""""""""""" DI4 D28 EOT  DI4 D28 EOT

<400° 333 444 44 .4 75.0 50.0 50.0

>400 522 435 47.8 0 0 0

EOT, end of therapy

#

group ~ 5 in C. tropicalis group

<400 : 6 in C. albicans group ~ 8 in C. tropicalis group ; >400 : 37 in C. albicans

© <400 : 9 in C. albicans group ~ 4 in C. tropicalis group ; > 400 : 23 in C. albicans

group ~ 4 in C. tropicalis group
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5.5.1 23"HE & ﬁ:]"ﬁ'_ R %

# 522 5 2INH B AL i (C. albicans: 110 * ~ C. tropicalis: 42 * ) &7
R EEE 28 X 5= B3 chlH R a4 D BT A e S RS B
= EmETIA s FREEE TIA S BTG ’&_4\:?‘}-‘[}% %% i¥ (p=0.01)~ Charlson’s
comorbidity score #28 (p=0.02)~ &5 %:H (p<0.01) & it (p=0.01)~ Fx=
JEH Fm T2 pEF R e E (p<0.01)~ HAE (p=0.02)~ Fu 2 # (7§ % O Pitt
bacteremia score 2 APACHE Il score 28 (p<0.01) ™2 & w4 (FF % 5 % 2 B
R TRk A (p<0.01) - BEFFRF R G ¢l EE (p<0.01) 1

S Ul E SR (p<001)

5.5.2 ¥ ¥ C.tropicalis F= & %

# 5-23 Pl £ H ¥ C. tropicalis s e ¥ % &g (Fi6 % 28 A p 7= chg g ¥+ H %
Bt 45t P FEoRFET T2 R et B (p=0.01) B E T X eh
Pitt bacteremia score (p=0.01) 2 APACHE Il score #28 (p<0.01) FFEF]+ A5 :

Wop (p=0.02)~ 47 & E¥ (p=0.03) 2 &2 gkitisg (p=0.02)
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% 5-22 »IMH B ?ﬁn.)j‘;?; AMFIRRE 282 7= A2 M GE REL )

Variables Survival (n=79) Death (n=73) Odds ratio 95 % C.L p
Demographic data
Candida tropicalis fungemia 17 (21.5) 25 (34.3) 1.900 0.923 ~3911 0.08°
Age 63.3+14.4 61.8+16.1 0.63"
Age > 65 years 35 (44.3) 33 (45.2) 1.037 0.547 ~ 1.967 0.91°
Male 45 (57.0) 42 (57.5) 1.024 0.538 ~ 1.948 0.94°
Nosocomial infection 67 (84.8) 69 (94.5) 3.090 0.949 ~ 10.059  0.05°
Culture in ICU 16 (20.3) 30 (41.1) 2.747 1.337 ~5.644 0.01°
LOS before onset 23.9+23.0 24.9+20.5 0.58"
ICU LOS before onset 5.8€14.9 6.9+£10.7 0.05°
Underlying diseases
Charlson’s comorbidity score at onset 43423 5.242.6 0.02°
Charlson’s comorbidity score > 4 42 (53.2) 51 (69.9) 2.042 1.048 ~ 3.980 0.03°
Malignancy 55 (69.2) 45 (61.6) 0.701 0.358 ~1.371 0.30°
Solid organ cancer 46 (58.2) 38 (52.1) 0.779 0.410~1.479 0.44°
Hematologic malignancy 10 (12.7) 7(9.6) 0.732 0.263 ~ 2.036 0.55°
Cardiovascular diseases 40 (50.6) 41 (56.1) 1.249 0.659 ~2.367 0.49°
Metabolic disease 27 (34.2) 26 (35.6) 1.065 0.547 ~2.077 0.85°
Diabetes Mellitus 22 (27.9) 16 (21.9) 0.727 0.347 ~ 1.526 0.40°
GI diseases 34 (43.0) 23 (31.5) 0.609 0.313~1.183 0.14°
Autoimmune disease 6 (7.6) 10 (13.7) 1.931 0.665 ~5.612 0.22°
Renal diseases 25 (31.7) 51(69.9) 5.007 2.514~9.973 <0.01°
Acute kidney injury 15 (19.0) 35 (48.0) 3.930 1.902 ~ 8.122 <0.01°
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Variables Survival (n=79) Death (n=73) Odds ratio 95 % C.I. p
Underlying diseases
Hepatobiliary diseases 16 (20.3) 27 (37.0) 2.311 1.118 ~4.776 0.02°
Cirrhosis 0 6(8.2) 0.01°
Respiratory diseases 5(6.3) 6 (8.2) 1.325 0.387 ~4.543 0.65°
Predisposing factors
Immunocompromised 40 (50.6) 46 (63.0) 1.661 0.869 ~3.177 0.12°
Neutropenia 13 (16.5) 11 (15.1) 0.901 0.376 ~2.160 0.81°
Immunosuppressive therapy 39 (49.4) 42 (57.5) 1.390 0.733 ~2.636 0.31°
Chemotherapy 35 (44.3) 31 (42.5) 0.928 0.488 ~ 1.764 0.82°
Steroid 16 (20.3) 23 (31.5) 1.811 0.866 ~ 3.789 0.11°
Surgery within previous 30 days 28 (35.4) 17 (23.3) 0.553 0.271 ~1.127 0.10°
Abdomen surgery within previous 30 days 14 (17.7) 6 (8.2) 0.416 0.151 ~1.148 0.08"
Surgery within previous 3 months 43 (54.4) 29 (39.7) 0.552 0.290 ~ 1.052 0.07°
Abdomen surgery within previous 3 months 19 (24.1) 12 (16.4) 0.621 0.278 ~ 1.391 0.24°
Invasive procedure within previous 72 hours 36 (45.6) 35 (48.0) 1.100 0.581 ~2.082 0.77°
Intravascular catheter type invasive procedure 34 (43.0) 30 (41.7) 0.945 0.495 ~ 1.804 0.86"
Mechanical ventilator within previous 72 hours 36 (45.6) 62 (84.9) 6.732 3.089 ~ 14.675  <0.01°
Urinary catheter within previous 72 hours 22 (27.9) 34 (46.6) 2.259 1.152 ~4.429 0.02°
TPN/PPN within previous 72 hours 43 (54.4) 46 (63.0) 1.426 0.745 ~ 2.731 0.28°
ICU care during admission 13 (16.5) 21 (28.8) 2.050 0.939 ~4.479 0.07°
Central line retention 75 (94.9) 62 (84.9) 0.301 0.091 ~0.991 0.04°
Central line all removed 69 (87.3) 27 (37.0) 0.067 0.025~0.178 <0.01¢

61




Variables Survival (n=79) Death (n=73) Odds ratio 95 % C.I. p
Predisposing factors
Removed central lines after blood culture drawn (hr) 92.0+98.0 101.7+84.4 0.42°
<12 hrs (n=59 vs. 23) 14 (23.7) 3(13.0) 0.493 0.127~1.907  0.31¢
<24 hrs (n=59 vs. 23) 16 (27.1) 3(13.0) 0.413 0.108 ~1.578  0.20¢
<36 hrs (n=59 vs. 23) 19 (32.2) 4(17.4) 0.454 0.136 ~1.520  <0.01¢
<48 hrs (n=59 vs. 23) 24 (40.7) 9(39.1) 0.964 0.361 ~2.579  0.94¢
Time from blood drawn to report yeast (hr) 57.94+30.7 49.84€21.0 0.09*
<36 hrs (n=62 vs. 44) 12 (19.4) 13 (29.5) 1.747 0.708 ~4.313  0.23¢
<48 hrs (n=62 vs. 44) 25 (40.3) 26 (59.1) 2.137 0.973 ~4.693  0.06°
<72 hrs (n=62 vs. 44) 51(79.7) 38 (86.4) 1.366 0.464 ~4.021 0.57¢
Prior antifungal agents 5(6.3) 8 (11.0) 1.822 0.568 ~ 5.845 0.31°
Yeast colonization within 30 days 34 (43.0) 38 (52.1) 1.437 0.758 ~2.724  0.27°
Previous antibiotics treatment 70 (88.6) 70 (95.9) 3.000 0.779 ~ 11.549  0.10°
Severity of illness
Pitt bacteremia score (day 0) 2.1+£2.0 5.0£3.0 <0.01*
Pitt bacteremia score > 3 (day 0) 17 (21.5) 48 (65.8) 7.002 3.401 ~ 14418 <0.01°
APACHE 1I score (day 0) 14.8+8.4 23.149.8 <0.01*
APACHE II score >17 (day 0) 25 (31.7) 47 (64.4) 3.905 1.990 ~7.661  <0.01°
Sepsis (day 0) 39 (49.4) 11 (15.1) 1.128 0.209 ~6.101 0.89¢
Severe sepsis (day 0) 21 (26.6) 22 (30.1) 4.190 0.796 ~22.057  0.09¢
Septic shock (day 0) 11 (13.9) 38 (52.1) 13.818 2.553~74.776 <0.01¢
Persistent candidemia 23 (29.1) 22 (30.1) 1.050 0.523 ~2.108 0.89°
Length of candidemia 3.8+6.5 3.2+4.2 0.96"
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Variables Survival (n=79) Death (n=73) Odds ratio 95 % C.I. p
Susceptibility (n=128)
Intermediate (n=4) 3 (75.0) 1(25.0) 0.380 0.038 ~3.757 0.41¢
Resistant (n=2) 0 2 (100.0) 0.99¢
Antifungal therapy
Time from blood culture drawn to given therapy (hr) 43.1£32.1 36.4£25.5 0.46°
<24 hrs (n=31) 16 (51.6) 15(48.4) e e e
24- 47 hrs (n=44) 25 (56.8) 19 (43.2) 0.811 0.322 ~2.040 0.66°
48- 71 hrs (n=29) 15 (51.7) 14 (48.3) 0.996 0.361 ~2.742 0.99¢
72- 95 hrs (n=6) 5(83.3) 1(16.7) 0.213 0.022 ~2.044 0.18¢
> 96 hrs (n=7) 5(71.4) 2 (28.6) 0.427 0.072 ~2.542 0.35¢
Received antifungal therapy 77 (97.5) 59 (80.8) 0.110 0.024 ~ 0.500 <0.01°
Received empirical antifungal therapy 31(39.2) 22 (30.1) 0.668 0.341 ~1.310 0.24°
Fluconazole as empirical antifungal therapy 28 (35.4) 21 (28.8) 0.736 0.371 ~ 1.459 0.38"
Received definitive antifungal therapy 77 (97.5) 51(69.9) 0.060 0.014 ~0.267 <0.01°
Fluconazole as definitive antifungal therapy 59 (74.7) 39 (53.4) 0.389 0.196 ~0.771 0.01°
Fluconazole dose/MIC
<400 (n=27) 13 (48.1) 14(51.9) e e e
> 400 (n=69) 21 (58.0) 29 (42.0) 0.673 0.275 ~ 1.645 0.39¢

® Mann-Whitney U test ° Chi-square test ¢ Fisher-exact test
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% 5-23 B C.tropicalis Fa e fp A *F 10 ¥ 28 2 7~ s f M2 M (H $3449)

Variables Survival (n=17) Death (n=25) Odds ratio 95 % C.L p
Demographic data
Age 61.5£16.7 55.3+16.6 0.25°
Age > 65 years 8(47.1) 7 (28.0) 0.438 0.120 ~ 1.593 0.21°
Male 9 (52.9) 16 (64.0) 1.580 0.451 ~5.541 0.47°
Nosocomial infection 15 (88.2) 21 (84.0) 0.700 0.113 ~4.330 1.00°
Culture in ICU 2 (11.8) 8(32.0) 3.529 0.646 ~19.280  0.16°
LOS before onset 21.2+15.6 22.7+21.8 0.92°
ICU LOS before onset 5.4+15.0 3.2+£53 0.62°
Underlying diseases
Charlson’s comorbidity score at onset 5.0£1.9 4.6+2.6 0.31*
Charlson’s comorbidity score > 4 12 (70.6) 13 (52.0) 0.451 0.122 ~ 1.665 0.23°
Malignancy 13 (76.5) 14 (56.0) 0.392 0.099 ~ 1.543 0.17°
Solid organ cancer 9(52.9) 11 (44.0) 0.698 0.203 ~ 2.407 0.57°
Hematologic malignancy 5(29.4) 3 (12.0) 0.327 0.066 ~ 1.613 0.23°
Cardiovascular diseases 10 (58.8) 11 (44.0) 0.550 0.158 ~1.915 0.35°
Metabolic disease 8(47.1) 6 (24.0) 0.355 0.095 ~1.333 0.12°
Diabetes Mellitus 7(41.2) 2 (8.0) 0.124 0.022 ~0.706 0.02°
GI diseases 5(29.4) 6 (24.0) 0.758 0.189 ~ 3.042 0.73¢
Autoimmune disease 1(5.9) 7 (28.0) 6.222 0.689 ~56.203  0.11°
Renal diseases 6 (35.3) 16 (64.0) 3.259 0.900 ~ 11.805  0.07°
Acute kidney injury 4 (23.5) 8(32.0) 1.529 0.377 ~ 6.207 0.73¢
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Variables Survival (n=17) Death (n=25) Odds ratio 95 % C.I. p
Underlying diseases
Hepatobiliary diseases 3(17.7) 9 (36.0) 2.263 0.591 ~11.654  0.30°
Cirrhosis 0 2 (8.0) 0.51°
Respiratory diseases 3(17.7) 2 (8.0) 0.406 0.060 ~ 2.737 0.38°
Predisposing factors
Immunocompromised 11 (64.7) 19 (76.0) 1.727 0.446 ~ 6.686 0.50°
Neutropenia 6 (35.3) 8 (32.0) 0.863 0.235~3.173 0.82°
Immunosuppressive therapy 11 (64.7) 17 (68.0) 1.159 0.315 ~4.262 0.82°
Chemotherapy 11 (64.7) 15 (60.0) 0.818 0.228 ~2.933 0.76°
Steroid 3(17.7) 9 (36.0) 2.625 0.591 ~11.654  0.30°
Surgery within previous 30 days 6 (35.3) 7 (28.0) 0.713 0.190 ~ 2.678 0.62°
Abdomen surgery within previous 30 days 3(17.7) 2 (8.0) 0.406 0.060 ~ 2.737 0.38°
Surgery within previous 3 months 8(47.1) 9 (36.0) 0.633 0.181 ~2.219 0.47°
Abdomen surgery within previous 3 months 3(17.7) 4 (16.0) 0.889 0.172 ~4.594 1.00°
Invasive procedure within previous 72 hours 8(47.1) 14 (56.0) 1.432 0.416 ~4.934 0.57°
Intravascular catheter type invasive procedure 6 (35.3) 10 (40.0) 1.310 0.363 ~4.728 0.68"
Mechanical ventilator within previous 72 hours 6 (35.3) 19 (76.0) 5.806 1.500 ~22.472  0.01°
Urinary catheter within previous 72 hours 3(17.7) 10 (40.0) 3.111 0.707 ~13.689  0.12°
TPN/PPN within previous 72 hours 6 (35.3) 15 (60.0) 2.750 0.767 ~ 9.857 0.12°
ICU care during admission 4(23.5) 6 (24.0) 1.026 0.241 ~4.369 1.00°
Central line retention 17 (100.0) 21 (84.0) 0.13°
Central line all removed 16 (94.1) 12 (48.0) 0.083 0.009 ~ 0.750 0.03¢
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Variables Survival (n=17) Death (n=25) Odds ratio 95 % C.I. p
Predisposing factors
Removed central lines after blood culture drawn (hr) 103.0+132.3 113.3£93.3 0.62°
<12 hrs (n =10 vs. 13) 2 (20.0) 1(7.7) 0.611 0.047 ~ 7.882 0.71¢
<24 hrs (n =10 vs. 13) 2 (20.0) 1(7.7) 0.611 0.047 ~ 7.882 0.71¢
<36 hrs (n =10 vs. 13) 3 (30.0) 2 (15.4) 0.833 0.111 ~ 6.259 0.33¢
<48 hrs (n =10 vs. 13) 5(50.0) 4 (30.8) 1.067 0.197 ~5.769 0.94¢
Time from blood drawn to report yeast (hr) 46.1£12.6 44.4+13.2 0.64"
<36 hrs (n=15 vs. 17) 3(17.7) 6 (24.0) 2.182 0.436 ~ 10.908  0.34¢
<48 hrs (n=15 vs. 17) 9(52.9) 11 (44.0) 1.222 0.291 ~5.128 0.78¢
<72 hrs (n=15 vs. 17) 15 (100.0) 17 (100.0) 1.00
Prior antifungal agents 1(5.9) 3 (12.0) 2.182 0.208 ~22.947  0.64°
Yeast colonization within 30 days 6 (35.3) 7 (28.0) 0.713 0.190 ~ 2.678 0.62°
Previous antibiotics treatment 15 (88.2) 22 (88.0) 0.978 0.145 ~6.575 1.00°
Severity of illness
Pitt bacteremia score (day 0) 2.0+£2.0 4.2+2.7 0.01°
Pitt bacteremia score > 3 (day 0) 4(23.5) 16 (64.0) 5.778 1.444 ~23.119  0.01°
APACHE 1I score (day 0) 14.4+6.4 22.249.2 <0.01*
APACHE 1I score >17 (day 0) 5(29.4) 16 (64.0) 4.267 1.134 ~16.050  0.03"
Sepsis (day 0) 10 (58.8) 4 (16.0) 0.400 0.020 ~ 8.071 0.55¢
Severe sepsis (day 0) 4(23.5) 10 (40.0) 2.500 0.124 ~50.444  0.55¢
Septic shock (day 0) 2 (11.8) 10 (40.0) 5.000 0.212~117.881 0.32¢
Persistent candidemia 6 (35.3) 11 (44.0) 1.441 0.405 ~5.130 0.57°
Length of candidemia 5.8+10.1 5+6 0.67*
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Survival (n=17) Death (n=25)
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Variables Odds ratio 95 % C.I. p
Severity of illness
AC blood sugar (n= 14 vs. 21) 157.9+38.4 154.7+49.9 0.75*
Susceptibility (n=36)
Intermediate (n=3) 2 (66.7) 1(33.3) 0.316 0.026 ~ 3.874 0.37¢
Resistant (n=2) 0 2 (100.0) 0.97¢
Antifungal therapy
Time from blood culture drawn to given therapy (hr) 31.9+17.0 37.7£19.0 0.43°
<24 hrs (n=7) 4 (57.1) 3(429)  emeeeeen e e
24- 47 hrs (n=15) 8(53.3) 7 (46.7) 1.167 0.191 ~7.116 0.87¢
48- 71 hrs (n=9) 3(33.3) 6 (66.7) 2.667 0.347 ~20.508  0.35¢
Received antifungal therapy 17 (100.0) 20 (80.0) 0.07°
Received empirical antifungal therapy 7(41.2) 2 (8.0) 0.668 0.341 ~1.310 0.02¢
Fluconazole as empirical antifungal therapy 5(29.4) 2 (8.0) 0.209 0.035 ~ 1.240 0.10°
Received definitive antifungal therapy 17 (100.0) 20 (80.0) 0.060 0.014 ~0.267 0.07°
Fluconazole as definitive antifungal therapy 11 (64.7) 12 (48.0) 0.504 0.142 ~ 1.787 0.29°
Fluconazole dose/MIC
<400 (n=12) 6 (50.0) 6(50.0) e e e
> 400 (n=9) 4 (44.5) 5(55.5) 1.250 0.221 ~7.084 0.80¢
® Mann-Whitney U test ° Chi-square test ¢ Fisher-exacttest ¢ univariate logistic regression
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FHE WA TR A o H AP p<0.15 chzbag Fom - 2 Kf WL

MR B EEEa: £ 5 Cotropicalis Fs R % 0 B %5 R
%~ ity X e APACHE II score > 17 4 11 % %‘}%E‘ [ Y L Ey oed v
= s A %%%“,‘fﬁ‘i%x%ﬁ-t’ EERT R ATIGEAE e S AR E %",%t‘ e
U O JHEI S LANTHEREFATEFE AR/ FP LTI RAL TR L
7t ",‘TT o T %I (T d stepwise logistic regression 4 17 0 11 p<0.05 =5 B F %
o @FIHPEAELRR AT 8 AN A Fabs ARG R e RH T
% % e APACHE Il score > 17 & » 25 8+ 5 3.904 > 95% % ¥ % AF 5 1.990 ~ 7.659 >
P<0.01- ¥ ¢ » &g e EfAsgt > 55d stepwise logistic regression 4 17 {5 ¥
RF o B F R R TS 0 F Fa g & C.albicans £ E_C. tropicalis i g 3 7
EMFRPHTEY 28 A hr= F o Bl 512 A EBFL R HE FF 2

APACHE Il score > 17 &~ & §_ <17 A 354 5E o

Product-Limit Survival Estimates
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Logrank p <.0001
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0.0
1 &0 74 64 57 55
2 72 45 35 28 3
I I I I I I
0 5 10 15 20 25
Survival Time (Days)
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B 5-12 B ¥ & gk 4 APACHE Il score 17 4 2 137 ¢ &
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5.6.2 H ¥ C.tropicalis F{= & & %

$-4HR 4 8 @ C. tropicalis s i 4 0 o~ B 895 A 7R p<0.15 fzks
g 4 Kf Bt BB enRIE s > B EiER G 0 & Cotropicalis Fa g (T
W72 L PR R B R B - TR~ 8 89 % 0 APACHE Il score > 17 4
PR BER LY LB o 0 r e A AR (Y ST L
FlAp s e m MR KA E B LB ] B TR ERE A
€ AT FIP AT R A kT “f o | T eI 5 stepwise logistic
regression 4" 17 > 12 p<0.05 T 5 B FIRF > IR FE S C tropicalis Fa g 4
WE 28 AP Fanfh g FF 5 R g # (7§ X 0 APACHE II score > 17
Ao BB G 4267 0 95% G i R R 5 1.134~16.050 > p=0.03 - @] 5-13 5 H & C.

tropicalis s TR A ¢ (T4 X e0 APACHE Il score > 17 & & &_ <17 & iz idw

Product-Limit Survival Estimates
With Mumber of Subjects at Risk
1.0 -
| Logrank p=0.0074
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|APACHE_II T:APACHEN <17 or=17 ———— 2 APACHEI =17 |

B 5-13 H 3 C.tropicalis #s % ¢ APACHE Il score 17 4 2 3¢ /& & 3
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A > sl
6 ¥ @

P18 B R FERLp L EHE
6.1.1 ¥ 3 B s e 4

AFTF R 110 =8 ¥ C.albicans # 42 = ¥ 3 C. tropicalis f# s g 5 4
# ¢ C.albicansyy 4 e 322 # 5 64.4 i ~C. tropicalisys + T35 &8 5 ST.8 & -
fez_ @ T 7 Ap T o AFFF e » e C. albicans pﬂlfim@-& wmELR DA E R
2009 & 7% % 7 Eﬁéﬁ«fﬁﬁ 5 ATRNA R F A R L PR~ E 8L 18 s
#& 4> Coalbicans Fu g 4 T o ds s S5 BT E FIT 42010 £ 5 A 454
& & A stpenF L pA g 0 3 Coalbicans i g A TroE L S8 f e L C
tropicalis s J 87§ B & d4 b T U] B TiaE 8 5 53-59 g o PP dap) A
LA HESR HRFIF R LF SR A RS F L oREp L P H % Coalbicans
F g 2 C.tropicalis ¥ 4 Bl 5 66.4% ~64.3% & gk ¢ 0 R T CURE R L 5 AR
x*ﬁm/—‘»‘ﬁim?}n_}i?[;kt‘ » H OE R [’ia&lijﬁ&164}‘§<~ﬂ.,,s”ﬁ }%AE
BOST R TR R AMMERERS B 0 B A TIOESS BB
T OATRFF R G SRS g L RRE A BN GIRE R L ERE S 30~39 A K
9 2FF S R A T4% 0 @ EEER S 70 ~ 79 g R 2P0 g 4 D
24.6% 7 ¥ bt & g A8 g 5 3| Ctropicalis B T A FORE P b 4
WERL IR DL RERE A R BFEE Y ke L3 g AR » 237 ) e
Munoz ¥ * 3 % = 3 @ K7 > C. tropicalis s g ® § 10.2% & o it "B % 4

@ C.albicans s i # &5 6.0% 5 s ik "B ¢ o 28

B4

P LTS 2 5 0 C. tropicalis Fak o 4§ T14%50 B 5 G
Flerp Ao B A (F3 S F Y 2 L IR SN R TR 30 X g R Fin g
PERfATAEL R LY ML F R AR RS ER L e LR T
25 2 4 C. tropicalis Fu g eifh® & F1F > 5 fe” & & 2007 & 405
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R T AR e 0 EATE fhup A R E R R ALk C. tropicalis et i 4 0 302 C

albicans s R FRHEE A SR AT R L AR T 30

ARG EER AS L s A F P g% Coalbicans ek AW TG A7 T C
albicans s & e 4 .2t C. albicans s R A % % 3 C.albicans ¢ o 7]

ek PR Ead R AR g IE A RFa RS T0 30 X PG R
AR A 3 - 2 Ffaatesk o & C. albicans R FT 0t B E 0 HBIF R
%% g % C. albicans fF T S A ¢ #%2 pg# /e 11 Coalbicans & 4 0 i F
EERAVRE LR 4 C. albicans s J ©

¥ - @R o C otropicalis fFa e p 4 A s PIAEL S EE RO TP BTG
C. albicans fjs s 4 &> W L5 452 )~ 6 f T9 5 586 P o piEG
0.002 > p* 4 fr Lai % ¢ 22012 & * 22 Park % 4« #2010 & M8 £ 557 7 & %
ke oLlai FAF AT THT > KBRLBANKRIRTHFLE AL DR
C.tropicalis 355 16.9 -] pF ~ C.albicans T 355 342 /| pF > PR AFT T & &
Il s i e BRapfdR 2 5 i Fap i 27 ¢ 30 @& aigig o
MEFE AT ERAFEL B ACHRL pREDR ST RRAE ST
EFRFDEAL > AL EREeRAL §EF DR L EEY

TR LSS P RATRER 2 AT Feaho

~
R

G F 3G 0 Ay Cotropicalis fFa Ep 4 A Fi % 28 % dhv = 3

59.5%-~C. albicans fx T A R 5 455% B2 AET| A BE T F(Pp=0.08) >

e ¥ 114 | C. tropicalis s J 77 = 5§ #& C. albicans .« 7z & A% o L3~

T

F AT 4n A g LR 3] Ctropicalis Fx & 3 # C. albicans s i & e = 5o

=

3

Vi ehF % 2 Cotropicalis g h # A AR L B o A AR R
B FRRBAESF Y TR AL RERLZ B iE ’35'3? i = C. tropicalis
Fle i = F g o MY FRe g FRz g i amy gk C

tropicalis s & 30 % &5 = F 4 61.0% ~ C. albicans s 5 ] 5 44.8% - *°

71



6.1.2 % £ Ak Fs B <

AETERr 3B S EARFAL ER A B AL S EEAR S T
29 =R AR RAL OFAR L c 2T S ERER ZOF L F 5 22% 0 A5
FEREHARFLFO5 16%~6%; " Tk AREIE AT LR
B A FFG oA RO 8 BEFLEHFF Y 0§ FRAE T A
BF et Bl G RY E A (54.6%) ME Y RRG G TR KT (24.2%) 4
HPITALF R S FREL R X R e B R R R 4 78.8% 5 R
Frenus A o @k R B AR 4 T 15.2% -

FRE RS L R R A B R S e F R R e 5 PR
oA E S EE RER A 4 0 RESER - & S EFRRFLRETRE G &

SR AR - RE SRS o ARG e PR B S K

FUREMARARACRESC SR OubE o R X 2R HEF (B6-1)-
70 7 mMonomicrobial
60 - Polymicrobial
g 50 -
Z 40 -
E
5 30 4
= 20 -
10 -
0
D3 D14 End of In-hospital
therapy

Days after candidemia onset

Mono (n=152) | 23 (15.1) | 59 (38.8) | 73 (48.0) | 75(49.3) | 101 (66.5)

Poly n=33) | 7(21.2) | 17(51.5) | 21(63.6) | 20(60.6) | 21 (63.6)

p 0.39 0.18 0.10 0.24 0.75

W 6-1 5 F FHR 42 E B ERFFEL R F M GH
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100 -
90 - B Monomicrobial
80 -
70 -
60 -
50 -
40 -
30 -
20 -
10 - |

0 e

D14 D28 End of therapy

Days after candidemia onset

Polymicrobial

Success rate (%)

Mono (n=152) | 84 (55.3) 79 (52.0) 80 (52.6)
Poly (n=33) 14 (42.4) 11 (33.3) 11 (33.3)
p 0.18 0.05 0.04

W 62 5 EFHREF TS ERFFL Rioh > FMGE

R EEERE RS S LI T RS EE T TR NS

WEE SR HEFDLE (52.6% vs.333% > p=0.04) 3L § 6-2 c 2 %
LS 'R ARFFEER A FFE BB D F R ok 4 SR
Fev i P AP R AR IS FFIMFLE L FERG TR

AF G AL h A s > Wi g hARR o

6.1.3 72} PN = m}}i; A

RGP 0 B 30 2 (162%) Jp AT R E FiE T2 R = AP H
% C. albicans s g 15 4 ~ H ' C.tropicalis e & 8 4 ~ % £ FtR A2 7 4
- Lk (16 4 2 533%) Bt A %ﬁ%ﬁz‘ﬁﬁ%’ﬁm Ee o

T F 1996 & SRR R L ARFFL RS 0T £ R 118 RAKFF
SR A B G 70 2(593% ) 4 fdbRak 2 o H 9 14 2.(20.0%)

S A R TR AP o FRAATY FR LG R REESLP T
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S Fefpr g G o AP LY RRT UER LG @ RRAE S 4 (21
AOARET G R Y R E S s 4 (164 4 ) e 3 X ehr :—’%"ri%‘u%‘ir"s(?] 6-3) e
AEF ET2PN PR m}?i A ’.‘iﬁ;’u % 174 % e APACHE 1I socre #§ @ &
¥ 277 A 5 @ AR T2 pER O g A TI0R G 173 A 0 B L BN
SEEF 0 p<00] o AU A AT p A hFL RE TR R AR ERARE 0 &
R v AR IR A E &R ij‘%‘wi £ 7 ; & Charlson’s comorbidity score = & »
BEpBARRTEEOLR T ARPIERA TR S F AL e o T
Pt RR A2 AR RAE HERER -

B Received treatment

No treatment

+ +

100 -
90 -
80 -
70 A
60 -
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10 -

0

Mortality (%)

\“\\\*\\\\l\
¢
¢

7~

D3 D14 D28 End of In-hospital
Days after candidemia onset therapy

T AR HSALY S EE o A w2 By JHFDLL AT
poF = g A "3 3 4 (10.0%) %{%ﬁ'g\l{j{i%t‘ LW A A T2 PR
7= g A RF 113 4 (72.9%) 0 p<0.01» B5F 5 ¥ R G F A Lk AFUF Y
SEET R G FE RO F o G HRIT R LT BL S (Y LR

DR ;g.;:(;)rﬁa T2 RS o ¥ - 3G ?Eéiﬂﬁffﬁa4 ﬁ?ﬁﬁaﬁ%ﬁﬁi
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BB o FP T A k7 %ﬁ%*ﬁé{uﬂ i%ﬁgsfgawjm 21 oo
FHORmA R R EA LR GRS F RS F o AETE R
T2OPEER R A RE G bR R B T LR A AR
FRRIE > ERBALFRY IR AR EIE B R T2 ] PER S
LE (50.0%vs.329%) e p i 007 FaiEpittnlgE o Vb AT

RGBS Fh B B IOR A T2 LB S O RS S 4

@

S RRAERPER (o A %7 B AE SR 4 487 Al
FR RSN R L% RS TE B B REE S e
T8

o PGS R BSOS 0 ) RT3y ERM g F LR

A T I
H g Rt £ 6-1 o

% 61 2372 )R- hi B

. Died within Alive beyond
Variables Y
72 hrs (n= 30) 72 hrs (n= 155)

APACHE II score D705 94 17.3+£9.2 <0.01
Pitt bacteremia score 5.5 (2-13) 2 (0-10) <0.01
Charlson’s comorbidity socre 6 (1-11) 4 (0-12) 0.19
All central lines removed 3 (10.0) 113 (72.9) <0.01
Time to antifungal therapy 28 (5-63) 38 (0-211) 0.14
Mechanical ventilator 29 (96.7) 88 (56.7) <0.01
Urinary catheter 15 (50.0) 51(32.9) 0.07

% 2% C.tropicalis$## {4

A RS T~ 2011/4/1 ~2012/3/31 < C. albicans 2 C. tropicalis F i & 3K 7 7]
th o # ¢ C.albicansizj Fixh>t Fifiien (MIC >4 pg/mL) > &5 0.9%<H
P B A (MIC=4 pg/mL); 4p¥f0 C. tropicalis 7 6.7% /6> 7 & 1~11.1%
v P A e

W AR I 1981~2000 & ST RLPEE AT Y 0 R E AR R R R
7 1%+ C. tropicalis ¥t fluconazole 7 #i#{+ o @ *F 7 & % * %Ffoﬁﬁﬂﬁﬂi‘ C.
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tropicalis # % |4 5%7 7 > 11 Sensititre YeastOne Panels # Bl & | #r Fk & > BT B2
X C.tropicalisti frernt v 2 ¥ B e £ & #rFk R g £ 122 C. albicans
F A EF a7 o pFCotropicalisfi# s iR E A g o

LRGP s PR Chi % 4FT 2 B WF 12007 ~ 2009 & £ 5k

= Jg > & * ATB Fungs 3 system 4% /7| fluconazole & -] #rFk & > £ ¢ C. tropicalis

S+

144 (& 23CAKFFREA13.0 %) 0 £ F 78.6%5% tt B £ ehfs Bl PTasi
B AL AN RF R 2003 ~ 2005 # 0E TR FF E R G0 % * ATB Fungs 2
system # B3] #r k& > C.tropicalis & 22 tk (& 2MA R F RS 12.3%) o0
RIS % 2T A R K e R o %o ¥ b 4 2006 # %  H TSARY F25 ¢ >
fcf 5 321k C. tropicalis Fs gk Ftk » @ * BB R D IRE M 6B 2 18
th (563%) EH 2% ¥ g EF L MIC HFEFRF2km ik, i 24
H3 5 7R KR 48 PRAG pREE R D 4 R e irir g g AL £ D)
(trailing growth )> @ # 3 MIC + # - & TSARY #7 % © & * 48 /| pFeni|zf 2 % >
BEHE S G RER R £ 12 tk (66.7%) B F b g o Fpt HET o
HEEET G LR

W H B e B R R Tan ® A BT 2005 ~ 2007 # F7ic s hA TR E
Al 0 fc B £ 83 $& C.tropicalis’ i * Sensititre YeastOne Panels # P -| ¥ ik
B B¢ 3.6%E % #EEE ; PAdhikary £ 4 T 2009 ~ 2010 & Er & 4 3k ) F o
JEF AL Jcf £ 27 3 C. tropicalis # # * VITEK 2 # #| fluconazole % | #r ik & >
HY 19.0%5 § Fisl o T T o 4 4 FEp 0 C. tropicalis A 4 fu it

FIREFRT LG PR B 0 AP AT H AT BB kR R AP B R P

wp A F dp 0 $3% fluconazole & X 4T REF v &2 L i@ * i fluconazole
FHoT Bl PERARTRESE A B R FERSR A Y 5 212(5.0%)
B A g # (w30 2 pi * i fluconazole’ @ FL % L g A ?RlE 17(33.3%)

¥ & * & fluconazole o F|* ¥ 11 ¢ I & Fu g% (Fm - B 7 ¥ & * i fluconazole
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T A A RER AR F e wAay ¢ Coalbicans Fu g dup 4 ¢ BT R
S gERaE L3 8 (7.5 %) » § # * i fluconazole - F]p+ f frjab 3 (790 -

B2 ¥ 5@ * i fluconazole £.F € 2 F R X BT v 8- B FFL R o

6.2.1 & -] #»Pﬁ,%fiﬁﬁﬁ's % ehd W)

BAE L e AR 0 4% FRIRA L R R 97 F 5 Edtest
e AR Y AR eh™ 2 5 Sensititre YeastOne Panels 7 3% 46 Bl & | 3¢ ‘E%]”,;g B o d
% 6-2 ¥ 14 'FT F] » C. tropicalis ¢ Sensititre YeastOne Panels #7ip] 1 & ek 2 & % &
E-test % % 3 FLB M0t GIRE ~ F B L et GRS e 5 BV 5 fifhsk
;3973 ol FrEk R TR E ¢ C.oalbicans % 41 £~ C. tropicalis % 25 X - & fafe
S RN FrEk R BT - iR X4 (£ 6-3)1 C. albicans % 39 £
(95.1%) ~ C. tropicalis + 21 £ (84.0% ) # ¢ C.tropicalis7 3 £ F# (12.0%)
d Sensititre YeastOne Panels # @] % # A 4> e d E-test B 5 7 & % {%> #< Sentitre
YeastOne Panels ¥ E-test x5 C. tropicalis | F#rFk R s 7 7 - Rehlk

% o

% 6-2 E-test §- Sentitire YeastOne Panels 18 -] Er]"j)& B¥Ek2s%

Methods S Medium R

Totl
E-test (n=74) 71 (96.0%) 2 (2.7%) 1 (1.3%)
Sentitre (n=152) 143 (94.1%) 6 (3.9%) 3 (2.0%)

Cabieans
E-test (n=46) 45 (97.8) 1(2.2%)
Sentitre (n=107) 106 (99.1%) 1 (0.9%)

Cotopicalis .
E-test (n=28) 26 (92.2%) 1 (3.6%) 1 (3.6%)
Sentitre (n=45) 37 (82.2%) 5(11.1%) 3 (6.7%)
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% 6-3 E-test f= Sentitire YeastOne Panels 17— k%

Species Category Number of patients
_ S (Sentitre) — S (E-test) 39 (95.2%)
C. albicans ) .
(n=41) Medium (Sentitre) — S (E-test) 1 (2.4%)
n=
S (Sentitre) — Medium (E-test) 1 (2.4%)
S (Sentitre) — S (E-test) 20 (80.0%)
C. tropicalis R (Sentitre) — R (E-test) 1 (4.0%)
(n=25) Medium (Sentitre) — S (E-test) 3 (12.0%)

R (Sentitre) — Medium (E-test) 1 (4.0%)

FIE FREEFSICR
6.3.1 F™ A i

BUSERMISR A A G At A (£ 5-11) 0 B ¥ C. albicans Fs g s £ § &
R GBI F v g H & C. tropicalis Fa ks 4 B (40.0% vs. 21.4% 0 p =

0.03) » 478 F F1 5 Flo & TR OB HREARRIF & & Hpis fd » Fx

Cwmmmbﬁiﬁ@Axxaﬁﬁg%ﬁﬁﬁ’@&&%Jzﬁﬁ% oo it
AT EE FE TR S A B FREZRBFEFS SRS AET R

#IE ¥ C. albicans Fas T A ey 20 4 (18.2%) ttf’ﬁﬂ:fga% ~H® C.
tropicalis s o 4 RIEF 2 4 (4.8%) 7 $3- 2 BEF % b > p = 0.03 > &

A??ﬁ{ﬂﬁ&ﬂﬁ@ém%éﬁﬁ$%ﬁ%ﬁ¥&£$ﬁ$&a%ﬁ&$%

o

Toh- BTG BE S e R RE SRR 6 FL R R

AUl S LR AR RRLARAESOPETS ER T LR o s W
Fla o A e & FIAR S 5 R FehpE 2 C.otropicalis s e 4 P R RCE
HPFRAFNIREIFFLL TNV GRAR L2 YRGS WRAES P
C. tropicalis s e * 4 o te e & f¥* FodR L ¢ G ED %ﬁgmig& » A e
/p%)]*g%p s a e SR o @ B C. albicans Fa gk 4 A

R TT 30 % F R ES L g0 ble R (53.6% vs. 31.0%) 0 T i o F TR
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FA RS A BRI SRS R AES 0 ) SR T

v avid & C. albicans i i 4 #E GHALIS R A BlIRE o T b0 Y 5 If
AR I Ao Fw 30 X F EER* A A ) 5 - H ¥ Calbicans s
g% H ¥ Cotropicalis Fja e p 4 AT X SR IR b FlF o B 06

% 2734 (1.229~6.080) % 15.750 (2.595~95.600) > p # % 5 0.01 122 <0.01 »

3064 BB EE R LB

C. albicans C. tropicalis

Variables
(n=110) (n=42)

APACHE II score™ 17 (0-45) 17.5 (6-40) 0.63
Pitt bacteremia score”* 2 (0-13) 3 (0-9) 0.85
Charlson’s comorbidity score* 4 (0-11) 4 (1-11) 0.97
Yeast colonization 59 (53.6) 13 (31.0) 0.01
Surgical ward® 20 (18.2) 2(4.8) 0.03
Time to report yeast (hr) * 54.0 (25-237) 45.3 (24-71) 0.03
Time to antifungal therapy (hr) * 38 (0-145) 36.5 (0.5-68) 0.94
+

median (range) © number (%)

2

b A TR R B A DERLY (£ 5-10) ¢ > H % C. albicans 2 C.
tropicalis fF & & 14 & * fluconazole & i > iz B ' C. tropicalis fFs e 4 & *
echinocandin #f % & /¢ Ao g 7 G B (13.6% vs. 31.0% ) = H ¥ C. tropicalis
i3 R 4 % > 6 mg/kg 7 fluconazole iy v B+ #® (79.3% vs. 100.0% ) »
PR EEFOIR PG 001 AHTH T AR F] > FE W C. tropicalis
Bis s 4 FORB G0 b5 B E L B (264% vs.38.1%) 0 p=0.15; A A4
Fle gk chx g0 % A C.otropicalis et o 4 Fle mAFEA T X 0 dup L
26.2% 4p ¥+ C. albicans ok e ¥ § 11.8%up 4 > 5 s+ B ¥ en7 I op=0.03-
#p|¥ A L F] 5 Cotropicalis fFu e 45 W O R A > FRTRH FR B LR FE
PerE 2 (P2 E4 L B Frc S hechinocandin #F % 528 ¢ * g H|
£ ¢ fluconazole & (7 i %X F &inf o 4 ¢ 0 B ¥ Ctropicalis Fat g * 7
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10 * (27.0%) ~ 4 C. albicans =z ¢ 7 12 4 (12.1%) & 4 & * fluconazole

S

{8 :x* echinocandin %f % 544 /5 » ¥ 12 echinocandin %8 2 5~ 2 #2¢ & * & A

7

g0 ¥ - B acig + B ¥ C tropicalis Fa JEJm £ & * > 6 mg/kg 1 fluconazole

e 40t I AEF % 2 C.albicans F o 4 R FlE 0 TR

iiﬂ

™ % echinocandin #f 2
T %5?*'_‘ Y £ 3 C. tropicalis*;;?]ﬁ;:}i:;ga A% ;;vg ¢ on IR g A A, 5 g
ﬂ\?s fr4 £ C.tropicalis ¥ it € 7 i@ hk' 42 > Tt % 28 & £ 5 fluconazole

£ 4_echinocandin sF # 5-iof - ¢ H ¥ C albicans fe sz ? 7 2 & (2.0%)~ ¥
M C.tropicalis Fe 2 ¥ § 2 & (54%) tipsf A2 ® @ * echinocandin #F % &5

6.3.2 kBT i i 0 fluconazole #| £

A AR T B E 2 N E @ * Cockeroft-Gault = ;%3 % B’“ﬁi‘-ﬁﬁiﬁ-%

o R F AT EFEOME SR (57.0512.1 kg ) RPN TRF KL @Y

‘ﬂ\‘j,

Cockcroft-Gault 2> ;¢ ( ﬁ? iz = T g KT Fletd s f]’?u%?i’“

R RIAE 2 Tty 254 (body weight adjusted equation » 2 3¢ 4-2) ki

ETHG - ROTHAGEE 20T ¢ Pifluconazole & B T iy ok 2 & E
L a2 2V E 3% fluconazole Z B E 0 Bk drd 6-50
o 140—
O min — age
4-2  Cer e (x 0.85 if female)

PR R E 2 %?‘14§;r;€2;‘%§’»K/w\;sﬁ&m%";résbmx%?*
Cockcroft-Gault 2> ;% &k 7% » #7132 fluconazole 12 it § 7 &t 34 B {8 enB| £ » 1L HLiK o
gLy HE (> 6 mgkg) e A Ko Sd I MEZTH LGy o8

e A v g2 @ % Cockeroft-Gault = 3% dhp A 1 Gldp £ 3 ~ o
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% 6-5Fluconazole &7 6 5% it o B 2N 2 R § A B35

Renal adjust daily Cockcroft-Gault equation  Body weight adjust equation
dose of fluconazole Number (%) Number (%)
Total (n=130)
200 mg/day 3(2.3) 10 (7.7)
300 mg/day 0 6 (4.6)
400 mg/day 86 (66.2) 88 (67.7)
500 mg/day 1 (0.8) 1 (0.8)
600 mg/day 8(6.2) 2(1.5)
800 mg/day 31(23.9) 23 (17.7)
1600 mg/day 1(0.8) 0
""" >6mgkg 110846 10171

6.3.3 B ick

Aprg @ o B Cotropicalis Fa o 4 P 0 X BR GEISR G 4 AP
W RRLEREISROFEA TS FRE e F RN 5 Ep A b FE R
# (¥ pF e APACHE Il score § 5ot F B ¥ end B o g ¥ it A B € 2R
B AR DT oo FI A TR R SRR # TR L s C. tropicalis s
Ex A Eethe B Coalbicans Fa ko A R Fa o TR E 14X 0 L
BXEHRLioFop A Riph P FEF M RIEREFF AT FR C
albicans [ Ep 4 ¢ F AR EREISROH A o ARALARRT BB PR
APACHE score T 355 18.5 4 ~ @ A o ILisf ehp A BT 05 1554 > p=
0.07 42ip] ¥ it & 715 C. albicans @ gk A 42X S8 M5 R chp 4 2 TRk i A
Bk TP RBRE AT AL RE A ST BRI
¥obo agpmy @ Cotropicalis Fa g m 4 ¢ F 4% fluconazole & »o | £ e 4 o
FA R E R R gk A R A FRE 2 R B R (& 54154 5-16)
fed ¥ A i o FI g @R Al F L & 0 A C. albicans [ g f 4

Plazg @ FroRBELE TN F R 0K Fal ko

~my
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4066 MM Fw A F RBEERIISRE 7= 2 R 35 F el 1

C. albicans (%) C. tropicalis (%)
Moratlity D14 D28 EOT D14 D28 EOT
Empirical therapy 45.5 45.5 47.7 22.2 22.2 222
No empirical therapy 333 42.4 43.9 45.5 69.7 69.7
L 020 075 070 027 002 002
Treatment success rate D14 D28 EOT D14 D28 EOT
Empirical therapy 45.5 54.6 523 55.6 66.7 66.7
No empirical therapy 68.2 59.1 62.1 42.4 30.3 30.3
p 0.02 0.64 0.30 0.70 0.06 0.06

EOT, end of therapy

6.3.4 FHBEHFHL R

ahFr g ¢ £ A% C abicans & £ C. tropicalis Fa o ¢ 0 # * 7 i
'%‘E:]'*‘“"’ Fishs = FUZ ok X3 HF Db Ripk PR R

e

echinocandin #§ 2 -5 = 7 & J& B > fluconazole » F]pt PH:E ) 5 F 1 ?F’] o E
G Ao A ATR TR e R PR Y R E S S R 0 A Fded 6-7
# 4§12 C. tropicalis 2 #.4% i {257 C. albicans s JE 4 & % echinocandin Xy

iR vt @ % fluconazole 7™ = K 3 R eAR% » e A P B F LR o

067 HEMFLER? FURFERISRE = F2 RS0 F el i

C. albicans (%)* C. tropicalis (%)"

Moratlity D14 D28 EOT D14 D28 EOT
Fluconazole 304 43.5 43.5 30.0 70.0 70.0
Echinocandin 33.3 333 33.3 33.3 50.0 50.0

P 1.00 1.00 1.00 1.00 0.61 0.61
Treatment successrate ~ DI4 D28 EOT DI4 D28  EOT
Fluconazole 65.2 56.5 60.9 20.0 30.0 30.0
Echinocandin 16.7 66.7 66.7 50.0 333 33.3

P 0.06 1.00 1.00 0.30 1.00 1.00

*+ 23 patients in C. albicans group on fluconazole, 6 patients on candins

* 10 patients in C. tropicalis group on fluconazole, 6 patients on candins
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6.3.5 £ % 1 B $r ik R b 1%

A~ 7 ¢ C.albicans & C. tropicalis ch /| #r 7k & /| > F]2* fluconazole =
p é"ﬂlfé_“ﬁ% M FrEER G B RS B B A 1000 F /gJeb'L’r:%*F% SE i < RF
5o raRsd fluconazole R 'x 14 do| Fr ik R 2 B S A LR N F
[ S g7 R slgrs P MARFAR 7 AL HEE - HARESY - 69-72,74,75
Ay ¢ &3 75 =8 ¥ Calbicans fFa e 4~ 21 =8 4 C. tropicalis Fi &
A % * fluconazole i & o #E K2 F B FrF kR TREIEE o LU AR
i * fluconazole * &'J‘#‘Fﬁﬁﬂé}iﬁﬂff}iﬁ ARG s s BEE L 400 L L R
Fla® 3 30m i @i i AR A R A R ERERR DT B A Ao e

KL D) j&%i:}fia A APACHE Il score e1® i~ #c 17 & s &~ K B8 ¥4 T B :jriags;;gf‘_ 2

W
)
N
=
=)
4k
‘-'-)1
"ﬁ\
e
\ &
ﬂ?t
m

TR R g A R R R B2 R A K eh
Bt o Fmy B% 2 ¢ & APACHE II score < 17 & S AT g A A H S C
albicans &% £_¥  C. tropicalis s 7 > %l £ Mf ] Fr kR vt T KT 400 F o
o KD Py w50t bR %t e § APACHE II score>17 PF R 5
PN ARE S HRT R AT R R BRERRARE A FRF AT RS FR
% e fifﬂﬂ%ﬂi":"ﬁ’?%"l‘_%_“ﬁ’rv"lﬁwl‘a“f’ﬁi%)iﬁw“ RS AR IS S R

W e et i

48 PEFL pETI A

B 2 gk 3T R Cotropicalis i & AR F RS RS S F
FIFF B R (TF PP op B 2R % (APACHE Il score) » fs i 3 (FFF Y
FORTa MR TRE A ¢ LR %ﬁ‘,ffé“ii o TR EAR ISR R
PR B G A i~ A E ek ﬁ%@%m}% g o 26.28344546,76,77

[£50 0 e #zké;gkc’ TR g F I e AL b H _ga@;*ﬁ*ﬁé]iﬁﬁq;@

AF L PPHEGE 28 AN A Fep R TFG akEp s FE I (p=001)-
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Charlson’s comorbidity score # & (p=0.02)> &M T % B (p<0.01 )~ +H i* (p=
0.01) Fu e (£% 72 [ FEF & % B (p<0.01)~ HA4F (p=0.02)- Fs
Jr 3 1¥4 % 9 Pitt bacteremia score # APACHE Il score #% (p<0.01) ™ % & jFx
R T 23 2 Pt ik ahTRa & ik (p<0.01) - #EF]F A3 ”f {
P (p<00l) M2 EX g FESICR (p<0.01)- @ &8 C. tropicalis
Fl i A F Y R AR R SR LI R TR A e (RS 28 X e

Fs (p=0.02) -

% stepwise logistic regression 4 47 ¢ B &% I > § 11 ~# 7 APACHE II score
ﬂa&17&&é#&%ﬁ’l%{ﬁjﬁﬁﬁiﬁ@4Wﬁ{ﬁﬁcwmmmS
s B 4 B % (7§ X 57 APACHE Il score > 17 4 3 B s % (¢ 18 %
28 A p= Fenfh B F]F o Tsal & 4 7 3 B+ > 5 APACHE II score * *t
23 A PEL BN 2 Fepfhr prg F1F 0 Kett £ 4 B F) L w 5% 5 & APACHE 11
score > 15 p&F » -‘Iﬁi Loz > 20% 0 32 F] gt 12 APACHE 11 score > 15 #% B & *;;5]

S EE N BRI AE LY RGBT B T e LY ek %

LI

6.4.1 A% &L L7 &34

AL ALY SR E GG Y g FS A

f']?{}%‘ 3 ﬁ%“fé‘{iﬁ'ﬁ-“ LEFIREE > B2 KR 02009 £ £ R 2R
%?g,r%;} 5I4L$§§i§?bv%‘ﬂ M g IRT m;ﬁ; giﬁé‘_;ﬂiﬁrlﬁrlﬂ_ JE1S 0 BIE

FEBGALLHEATT PP L FREF  GIBGC LEREF T L
PR e P 5 e T A P BT Aok A s gAY
Fh BB ¥y sorg v & 3% E g S L port-A 3RA R 0 A UL A R LR
RAZEFROEE R AFT R A S RRERY AE TSRS AR AP F

R T o F R B 4 SN g M oY LR R A L
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j&ﬁﬂﬁd_}l&?{@%%xf A ,d_i’ﬂfgé;?pf ?{;ﬁ;&p;g&),ﬁag;ulmc’
L FREE A port-Ac g g S - B L EREY S ﬂ—\portAﬁ%“f { e
RSB FHEnp R Fp EH G LAY - B ARSI BG

cR B

6.4.2 2 REEABPESNEFEI &

G352 ped GG R A B AP R ho R AR A 2 F €48 Fraser
B4R 3 ERE LA R F s A ] 20 2401 B L A e 2 ARG
Plohmy b ERMAITRELRG FPHFOM G LA ] ¢ > ¥ C albicans
i+ 81 4 (73.6% )~ H % C.tropicalis Fs Jg + 34 4 (81.0%)~ % £ FtkR

FRIF 26 4 (78.8%) F X M ERIT G ARFLEF o d F B L

G WIS PO FRBRAF I PR R FRF§F L350

O TR B A Fi op B A B TR A Y FRp A AF LR

F

KL

@—iiﬁ%%ﬁ%é%ﬁ’%gﬁ%&ﬁﬂ%ﬁiﬁﬁﬁﬁ%%ﬁﬁﬁ%

g'- o

6.4.3 £ R F e R ePAR b P T

7 v}f?ﬂﬁzfﬁ Do EREKIHIRL BT B 4@ * fluconazole FpFFAXRE 0§
Baor = Fenjpr prigFF oA AL L RAAITEL LG R I F M G
a7 C o tropicalis Fa g ¥ 28 X ih = Bl pE . T U Iy I - B
W S ARG g 4 e AR oABE e XL M EF LR -

L AR R S AR S Tl v A
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6.5.1 P 3 B2 I,ia A 3

AT A EPFERF L 2011 #4 7 1 p 3 2012&# 37" 31 p > fekprls 12
B2 oofekp A RELS LA FROLIREA  ARIERFAUNFES w2 -
7 b 4 ﬁvﬁ:}?a'r%ﬂj%‘iinﬁié g o ek mfris AR AR 2R ff’iﬁﬁifiﬂﬁﬁ?‘f(ﬁ”’ffﬁi
AL N RE R R FROARRELTT A o B A g
BR AL MM o 2B AE Y L E BT E S EF L CotropicalisgEE 0 PR

e T HES S AR l’bifpjﬁ‘;};ﬁ: "“‘%mx% B o

6.5.2 ’P";}—'vlzﬁn PRy mAd
AL ZRBERRRZFY 0 ATRAKETR IS RT €5 ¥4 DFA - ¥
o AR R A E R AEPERR Y FR AL EERE A4 AT
ERFLFREGYEAREIR > TR AZ B A EREHESRT] Y
P il A S A TR AR E P R g R AP ET R
Fl o P R Sop B TR L e R E 2 R el R MY Y E
RS - B 4 ZH{ad dRELHFDRT] o n L ARRAES DT LE 5y T
i BRI F E A E 0 YT A0 UL o 4 ¥R BT ﬁ‘b)’i*ugé'ﬁ
T3 o] ¥ & @ 7 ¢ 4% amphotericin B 5 @ fg{ffia AREAFR G e By R
e pF o 2 ¥ it ke iE % echinocandin #f % &2 ¥_ amphotericin B @ 2t
fluconazole » ¥ “F & ¥ # i c=im b oo F1 5 AR F 25U RO A T AR AT
Mg F BB EMG AN B BT fluconazole # R E o A AT
TEP I8 A A FHRFRZ AN AFE UG T RS aZEINHF
FREF 8 20%% + e A T m B IR R OTH  ERAITOERT GG AT
ik oo e AFEY T~ — W§ ¢sih- &g 4 C.albicans & C. tropicalis Fa

BB AT ek A s 185 4 v A 7 C.tropicalis fFa g 0 /1?67}5
86



LT j‘fﬂfﬁ”‘f{% Afce HOE S#co

#7417 C.albicans 2 C. tropicalis fF« Jx ik ) % &iv fr ™ BF > F R F7

TR WPRERAE L TR TRk fe E R T Ak > A TR AE SR
fi™ P 0 £ % fluconazole = p # & + 3t 6 mg/kg ehps 4 WL L S Hc HP >N

C. tropicalis fFj= i ¢ & %X % 3% 6 mg/kg ¢ fluconazolee ¢ t A 1770 ot i €9
R Ak 4 45 PF & 7% 4 17 fluconazole # p | € «hif ¢ #2335 % C. tropicalis -

RIEE)

IS

Wi

Tl S o o @ SEk s ¢+ § 02 fluconazole G Fik [ &
BiA AT P A TS SRR LT M T S F AL
ip g PR e ¥ e 47 fluconazole & P RIE f b Fr R A Tt B
= FEp g P AR ERE > Flp 4 X fluconazole hd E it § 0w
fluconazole + F f?ﬁ"ligxf ML FrERER GV EY B o A Bt E S 100 0
LYY DB B RRERAF LSRR SR P e A
% g3 501 Coalbicans Fak g A 5 A 0 @ AT F 5 F k43 C. tropicalis

s gk s 4 fluconazole # p fé_“,f Mg FrEERYELZ AT AT R

2GRk £ e

A
,‘m
A
=N

d R AFTEREF I AT LA R PR LG T AT RISk
FA BB A o B R SR 6 B S o e a
M %2 6 0 d NRE? - L7 URADNK T FRRS TS 2 HlRR R v
FFC LM RS DET > A FREH A F R o Tt Ao £
B oA R PO F R B SU  pET R S FEBENT IR EET  T R
PR TR F S RR R EHE R R ] - -

' 5 ¥

=
oo

%

,g fgl‘s;'/r'}%tg\']% }J% jilpﬁ}?ﬁ/\ﬁgﬂ‘é\*q_ﬁj%io
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AP AWML Ry o R E W C tropicalis Fu gz & H ¥ C. albicans
s e 7 b0 dgd 28 ¥ A e Coalbicans e Apt o 4~ 7R % C. tropicalis Fa
s B G o AL RS BFRRECIFFRER LR R IR FE & D
o F R AR RS F SR oo AT 201141 ~ 2012/3/31 B £ A3 185
woEm Ao #7110 =8 C.oalbicans ~ 42 = ¥ % C. tropicalis £ 3k f#] ] & 4z /4 2
335 £ FRAe TR 4 &%ﬁ:}?ﬁ AenTiaE# L 63.0 K 0§ IR 573% Vg
AR R AR A 0 ZHp A hE B R S A

¢ C. albicans s i 4p V- ﬁﬁ’vg vod o IR € A F = 4 4 H & Cltropicalis
B b Y o BB 5 51660 95% 2 E B 5 1.966 ~ 13.572 ¢ @ s g F T
w30 % G OpEA F# A ORI B F A 4 B C.albicans Fu g Ok e o

fAe R (F{S % 28 = > H % C. alabicans 2 ¥ ' C. tropicalis s J 5 =
FA B G 43.6% ~59.5% ; iede = F R L 573%% 38.1% 0 B A3 R F 7
Fop=0.03°i * Sskitisfk e 11" i« C. tropicalis T & e N N =3
% fluconazole & »<| & rm]% Ao Hn R w5 B ~ 77 55 Mg o &

ZHREEARALERAR L BGELS SRR X BT @ H|

Ik

o 55
Bt F i & * fluconazole «r# £ > 6 mg/kg PFen = 5 5 o< 6 mg/kg F M inf <
X PR kg Fpt FEc i * fluconazole i C. albicans £ #_C. tropicalis
B ERRY RRTHAAESE P HE> 6 mgkge m AFTY P v N
% e endilk [ E ek Cotropicalis Fe Jrfs e = F 2 nfh S # 55 HEFOT P
AT FE R R R 4 R T U A7 i @ % echinocandin fh = St i@ #
fluconazole ™ %% » F]ptsE 2k # * echinocandin /5% # 4 1+ *;;5];5. :}ﬁ_:}ﬁa A o
AR RE SR g2 H ¥ Cotropicalis Fa g (e % 28 A po 2 g
F1+ o IR FL R F (FF X 9 APACHE II score>17 » 5 b= & '& 5]+ > F]pt % 3

Oy R FES 2 B R TR R T AR P h S P o
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¥ 9% ‘Héx

4091 RENEREIGHRER N 04

C.albicans  C.tropicalis p
Mortality rate
Number (%)  Number (%)

Received empirical “ o
Day 3 6 (13.6) 0 0.57
Day 14 20 (45.5) 2(22.2) 0.28
Day 28 20 (45.5) 2(22.2) 0.28
End of therapy 21 (47.7) 2(22.2) 0.27
In-hospital 27 (61.4) 6 (66.7) 1.00

No empirical therapy 66 B
Day 3 9 (13.6) 8 (24.2) 0.19
Day 14 22 (33.3) 15 (45.5) 0.24
Day 28 28 (42.4) 23 (69.7) 0.01
End of therapy 29 (43.9) 23 (69.7) 0.02
In-hospital 42 (63.6) 26 (78.8) 0.12

% 92 H¥ CoabicansFja m A § RRZLHRBISHE = F o4

Day3 Day 14 Day 28 EOT In-hospital
Empirical 6(13.6) 20(45.5) 20(45.5) 2147.7) 27(61.4)
No empirical 9(13.6) 22(33.3) 28(42.4) 29(439) 42(63.6)

Day3 Day 14 Day 28 EOT In-hospital

Empirical 0 2(222)  2(222) 2(222)  6(66.7)
Noempirical  8(24.2) 15(45.5) 23(69.7) 23(69.7) 26(78.8)
p 0.17 0.27 0.02 0.02 0.66
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C. albicans C. tropicalis p
Treatment success rate

Number (%) Number (%)

_Received empirical M D
Day 14 20 (45.5) 5(55.6) 0.72
Day 28 24 (54.6) 6 (66.7) 0.72
End of therapy 23 (52.3) 6 (66.7) 0.49

Noempirical therapy 66 3
Day 14 45 (68.2) 14 (42.4) 0.01
Day 28 39 (59.1) 10 (30.3) 0.01
End of therapy 41 (62.1) 10 (30.3) <0.01

% 9-5 H# Coalbicans Ffe e A 7 BBXGHRICHBEISF > F 44

Day 14 Day 28 EOT

Empirical 20 (45.5) 24 (54.6) 23 (52.3)
No empirical 45(68.2)  39(59.1) 41 (62.1)
p 0.02 0.64 0.30

Day 14 Day 28 EOT
Empirical 5(55.6) 6 (66.7) 6 (66.7)
Noempirical  14(424)  10(303)  10(303)
p 0.71 0.06 0.06
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% 97 X2 BRI ICRET F LT

) C. albicans C. tropicalis p
Mortality rate

Number (%)  Number (%)

Received definifive ! 0 Mo
Day 3 2(2.2) 3(8.1) 0.14
Day 14 25 (27.5) 12 (32.4) 0.57
Day 28 31 (34.1) 20 (54.1) 0.04
End of therapy 33 (36.3) 20 (54.1) 0.06
In-hospital 52 (57.1) 27 (73.0) 0.09

No definitive therapy o S
Day 3 13 (68.4) 5(100.0) 0.28
Day 14 17 (89.5) 5(100.0) 1.00
Day 28 17 (89.5) 5(100.0) 1.00
End of therapy 17 (89.5) 5(100.0) 1.00
In-hospital 17 (89.5) 5(100.0) 1.00

% 9-8§ H¥ C.abicans fe g X § REX P HISEES - Fo 47

Day3 Day 14 Day 28 EOT In-hospital

Definitive 2(22) 25(27.5) 31(34.1) 33(363) 52(57.1)
No definitive 13 (68.4) 17(89.5) 17(89.5) 17(89.5) 17(89.5)
P <0.01 <0.01 <0.01 <0.01 <0.01

% 99 H¥ C.tropicalis Al g X 7 BR|ER LR E»= Fo 45

Day3 Day 14 Day 28 EOT In-hospital

Definitive 3(8.1)  12(324) 20(54.1) 20(54.1) 27(73.0)
‘No definitive 5 (100.0) 5(100.0) 5(100.0) 5(100.0)  5(100.0)
p <0.01 <0.01 0.07 0.07 0.31
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C. albicans C. tropicalis p
Treatment success rate

Number (%)  Number (%)

Received definitive 91 LA
Day 14 63 (69.2) 19 (51.4) 0.06
Day 28 61 (67.0) 16 (43.2) 0.01
End of therapy 62 (68.1) 16 (43.2) 0.01

No definitive therapy 0 S
Day 14 2 (10.5) 0 1.00
Day 28 2 (10.5) 0 1.00
End of therapy 2 (10.5) 0 1.00

% 9-11 E¥ C abicans Fe e fhi* 7 BRZ A7 LIS H B ISR A #H F A5

Day 14 Day 28 EOT
Definitive 63(69.2) 61(67.0) 62(68.1)
No definitive 2 (10.5) 2 (10.5) 2 (10.5)
» <001 - <001 <001

Day 14 Day 28 EOT
Definitive 19(51.4) 16(432) 16(43.2)
Nodefinitive o 0 o
p 0.05 0.14 0.14
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