PMNBRXORNBEOEE

FAmXEE MBEMEOFRIERIBFEOBEICHET IHE

EEHE K B P kB
FUHFEE 2 & & \@_/‘
HAIMAERE O R REAUEIZ X0 FHITHEE O FE 1= F 5% 2050 £ F Tlz,
BADRETCERL2 EEDZTRNREN TS, —H T, FHAMAEDEORRIT
BEXLTWS, #oT, A TMEELESBEL, BEFEIA TV IHAEKAEY
REBEICEBRLRNS, iIMAEDRLBHICHCSLER DS, RBETH,
2016 FORKANTMMEMRT 7 a v 7702 FPVIC, MAEDEBEEEHO
BICHHER L2, FHRICBVD THEEEEFRHXEF— 252 P0E L
BAEMEOEBRER LEHRIN L0555, HUIMA WO #H IE & B0/ YL E 1B R
DYXTAY MIZBWT, EAIMAES HEIBO CEECTCH S, MMt
MEREREPOBEICHERT S LTI, HMAYEEEFERICE T sERT L
TUVADHENEETHD, TITABMITIZ., BREEBRICE T 258 4EY
HOBHIBRIXBIEOBEICET B I >W Tl Candida H fLIE | T E. faecium
@ .JE ] . [Extended-spectrum B-lactamase BEZ4 Escherichia coli ML E | Tt
LR E3IRICbZ RT3,



B1E

H/ANRBEIZ BT % antifungal stewardship 28 % 1€ 7 Candida MLIE D BE 7 v k
A AR E

[ B ]

Candida MAEIFFE TR 35~67% L m< . WUIRIBREERNLEL Ih 5,
YAE . PLEE 3 IE 8 F X148 © antifungal stewardship (AFS) 237EH Sh. 5%
? Bundle #5F L BEREFOBESE NI TWS, Ll R - ABE IR
ﬁ@%ﬂﬁ¢¢ﬁ%?ﬁBmﬂﬂL#ﬁ#ﬁP*kﬁ$ﬂéﬂ AFS o T
BERBNAZITORERS L FOMARRRD BN D, AL TIX. FAFHERIC
BIFD AFS T ADKRA v M &RF 2 & % BT AFS Bl @O Candida IfLIE O &
BT UMD LAEHIZOWTHEBRS L,

[ 5]

2016 4 4 A5 5 2020 4F 3 A £ TOMMIC Candida spp. 73 #H S 7= AR B
HEIARIEE (2016~2017 ), MAEEE (2018~2019 4F ) ITH W+ L
o MABRBTEHNEEEOBED AESXECRBNBRE., VT —FTLOHKE
REEXE LU, ETEFMEAIIIOAXTERE L, BIRFEMER IR ER.
BEBER T =T VORERR., MEFEEOLH, MiKEEEOFRH, Bundle
BFRREE L, £, 2EBu PR T 4 v 7EBRHOHICTIO BT 1o+
LIVAIJHRFEBRBEL, TAFA L b ERAE LI,

[ 5]

MNREBTNAAMBE28 L, NABEH 23 L0251 4, RAEMIZ 4L TH-
oo BEHOBEERICARZRXIROONARN 7= (£ 1), Candida HEEETEIZ
DWW T I ABRBEIZ BT Candida parapsilosis D5 BEM % 95 72 (P=0.046)

(R 2), TARMBICBITZ2BET Y M AFEMIzoWT (F 3, 4) 7T, 30
HIETRIE, T ARTHE 393%  MABRE 0 1% THEZIIBRD LN o 7= (F
3, MEEEOCERHAE (FHE) 3. NAMBE71%0 50 A%E 44.0% L B &
ZZa7a L (P=0.002) (R4), 30 ARTCICHTEELEREa AT v 7 HEF



(R 5) BT, MKEEEEHD 3 ARBOBENEEED B 5T

CUVRJIETRFTHEZENFTEINE (P=0.024),

R1 AFS M ARI#HZ O BEE RO LR

I A Bl B St AN B PiE

(n=128) (n=123)
Fim () 81.649.7 80.7+11.0 0.734"
R (%) 20 14 0.553%
R () 159.7+11.1 158.049.0 071
{AHE (ke) 45.9+8.4 43.148.5 0.234"
90 HUNDHEHER G, n (%) £:0 (0) £:0 (0) 1.000*
0 HLUHNOHMEERGE, n (%) f:24 (85.7) F:21 (91.3) 0.678*

FLCZS (32.1) BLCZA (219
MG RBIRIEE I, n (%) 0.319*
MCFG:19 (67.9) MCFG:18 (78.3)

BEABHE (g/dL) 5.6+1.1 5.7+£0.9 0.978"
TAF R (grdL) 2.1+0.6 2.3£0.5 0.427"
R#EEFR (mg/dL) 32.9+22.1 29.7+18.3 0.6707
iFs v7F =" (mg/dL) 1.2+0.74 1.5£1.6 0.4787
eGFRere (mL/min/1.73 ni) 59.1+34.7 64.2+39.4 0.626
CRP (mg/dL) 9.4+7.9 8.4+7.0 0.700°
F Bk % (x10%/uL) 98.4+58.6 89.0+55.8 0.576"
U il R IRk R . B AT ) 5 5 1.000

B R AT ) EAR MR 22 TR L=, SaHMEHTIZF — # 1205 U T Student’s t-test

"Mann-Whitney U-test, ®Fisher’s exact test % Ji L 7=,



F2 BEIIBIT S Candida YEEEE D E L

I N B I A B P&
(n=28) (n=123)

Candida 77BEETE, n (%) @ 29 23

C. albicans 15 (51.7) 8 (34.8)

C. glabrata 9 (31.0) 4 (17.4)

C. parapsilosis 4 (13.8) 9 (39.1) 0.046

C. tropicalis 1 (3.4) 1 (4.3)

Candida sp® 0 (0) 1 (4.3)

VERERE O SHEE ST DEEFRW, # ST 1L Bonferroni correction % f Ve,

#z3 0BT REFETFED H &

#F i T8 B SrNHT#E (n=28) TN ®BE (n=23) PfE
30 HETE, n (%) 11 (39.3) 9 (39.1) 1.000
fifi 7% = 3 ffik : 4
SECIREA, n BEO R4 1 Candida H fLIE : 4
Candida & LIE : 5 FEVEREIE 5 ¢ 1
B2
FmEE AL : 1

#C BT MEHT I Fisher’s exact test & V7=,



R4 BIRFMER o g

) I N BB TANB B
#F i 18 B PiE
(n=28) (n=23)
Candida T8 I JE 75 % 11 R4 29.8421.0 22.4+20.0 0.201"
MEEFE:2 (7.1) FEEEE 11 (44.0) 0.002*
ASTR AL AHIBEHEELT,
HEZEE:4 (14.3) HEZET:6 (24.0)
BHEEE 1 (%)
IR ML 22 (78.6) THEEEL:8 (32.0)
MR B & 128 L - 6.5+1.5 6.0+1.9 b.587
MR HREE, n (%) 23 (82.1) 20 (86.9) 0.715%
M e R b= b MR, n (%) 18 (64.3) 13 {56.5) 0.774°
1. % % 3% B 4L £ T o 1 13.4+12.5 8.1+4.9 0.328"
W IE P B 5 £ T o # 2.7+£2.5 2.9+1.8 0:316°
i OE BUE A S E T o i
21 (75.0) 15 (65.2) 0.5421
=3 H,n (%)
IR R, n (%) 21 (75.0) 20 (86.9) 0.4807
IREL %52 £ T o 6.246.8 4.1+5.,2 0.238"
RN KEOFE, n (%) 5 (23.8) 8 (40.0) 0.501°
AR PN 2% & OF IF o i 1F 72 $T 2 8 38
4 (80.0) 8 (100.0) 0.648 "
BH5E (%)
Bundle #5F £ (%) 83.3 (16.7-100.0) 83.3 (16.7-91.7) 0.496"

Abbreviations: AST, Antimicrobial Stewardship Team

MEFHAEATIX 7 — # 12 U5 U C"Mann-Whitney U-test, ' Fisher’s exact test

" Bonferroni correction % H U 7=, B A ET EH L HERE TR LT,



KS5 0HECIIHNTEEERT 2T 4 v 7 BIRSHT

Odds ratio
C:47| P1E

(95%CI)
AFS ™A H Y 1.09 (0.32-3.76) 0.892
BEEMEEERSETOHMB<3I B 0.22 (0.06-0.82) 0.024

Abbreviations: AFS, Antifungal stewardship

[Z£]

ZREBMTORERN» S, MKHEHRBEND 3 BRBOBEREEEREOZ S
2 Candida MAEFXT V A7 IETRFTH B Z ERFRENT, F/NFERED Candida
MAEZ I DR IIEEE LT, Candida BHREABEHICAEL., BEAKER
IR BEMCHBT 5220, EAMNMARS L ThEEELS, Zhb
RA Y MCIEAMOEHEHEDLY PEETH S,



F2E
Enterococcus faecium & ML JE O Ef R ERIF 12595 vancomycin D & /N3 B FH 1L
BEORE

[H &)

MRSA BEYLE DI IZ R 1T % vancomycin (VCM) @ B 42 AUC/MIC % 400~
600 IZEHT D LAHRINT VS, £/, MIC22 pg/mL @ MRSA & YL fiE
TIX AUC/MIC D BEERPEE L S, IBREERFIIRE L TWVWS,
Enterococcus faecium BEYLTEIZRB W TH VEMIZILA SN AHIEE TH B 28, E
Jaecium EHIEIZR T D VCM @ MIC L WBEDHRICET A EF L 2132 L
W AHBFIETIE VCEM @ MIC B L U AUC/MIC 78 E. faecium T [L5E 0 35 58 2 5

CRIETREE P L /-,

[Fi]

STBEIT 2011 F 4 AN 6 20224 3 A E TOMMICMKEEE NS E faecium
PRHE SN ARER E L, &, B, VOMUA oMo EE#EER S
TIEFI 72 E xRS Lz, EEFMEB X E faecium @ VCM MIC D& W Z L 5
30 HET =, BIRFFMERITEEFE R, BEKRAEM. AUCu4s/MIC, VCM O
MEfMpRERE L Lz, £, ET7AT I EE VCM @ MIC IZES W
TEREZ2OD7V—T (GroupA : 7 /L7 I 2 <2.0 mg/dL » > MICZ1
pg/mL, Group B : T Dfhh) (T4 L. 30 BT & @ B#EMIZ SV T Log-rank
E & EHE L7,

[ ]

SHREIT A8 4, WFIIETH S 4. EFH 214, BAVESIT 24 L7
oo EHOBEEREL (R6) I3 d, MBE7 VT I E (FBEE: 1.9
mg/dL., EF# : 2.5 mg/dL) B X Group A (FETFE : 80.0% ., ATFEE .
9.5%) KBWTHEEZXEDLNE (P=0.047, P=0.005), VCM MIC< 1
ug/mL O E. faecium 53BERR DB G 1Z, FETE (0%) 4 HFER (5371%) TH
BEZRBOE (P=0.043) (R7), EMEBRZ SO TOMOERICEES X



o7z (& 6-8), Group A & Group BIZH I} 5 AR D #|Z 5T Log-rank
MEZT-7 (B, TORR, 2BHEOEGFERIEEERBD LN (P=

0.014),

RO AU, AFHOBELERILE

3E T B¥ IQR or A B IQR or P fE
BEER
(n=15) + SD (n=21) + SD
B (%) 2 (40.0) - 12 (57.1) . 0.648°
Fn (%) 87 85.0-87.0 85 80.3-88.8  0.5737
qSOFAZ2 (%) 3 (60.0) - 2 (9.5) . 0.085°
Group A 4 (80.0) - 2 (9.5) . 0.005°
i DR A A5 i
GNRI 59.9 £5.1 72:3 +11.1 0.075°
TNA7 I (mg/dL) 1.9 £0.5 2.5 +0.6 0.047*
TAT Iy (mg/dl) <2 (%) 4 (80.0) - 4 (19.0) . 0.020°
Wwe vy (mg/dl) 0.9 0.7-1.4 0.8 0.6-13.2  0.731"
eGFRcre (mL/min/1.73 nf) 47.4 +39.6 62.6 +51.9 0.515°
eGFRere (mL/min) 49.8 +16.1 54.3 +35.7 0.968"
CRP (mg/dL) 10.9 9.5-11.8 4.8 3.3-7.9 0.098"
WBC (x103/pL) 7.8 3.6-21.0 8.5 6.4-10.6  0.827"
HHEER (%)
B RE P 1 (20.0) - 4 (19.0) - 0.545*
(eGFRere < 30 mL/min/1.73 ni)
Wl IR 9P 1 (20.0) - 4 (19.0) - 0.5451
8 e 95 1 (20.0) - 8 (38.1) % 0.628°

Abbreviations: GNRI, geriatric nutritional risk

index; eGFRcre,

creatinine-based estimated

glomerular filtration rate; CRP, C-reactive protein; Group A, albumin< 2.0 and MICZ1: WBC, white

blood cell; gSOFA, quick sequential[sepsis-related] organ failure assessment.

Data are presented as median (interquartile range [IQR]: 25th to 75th percentile) , mean value +



standard deviation (SD) and numbers (with percentages) . The quantitative data were compared using
the *Student's t-test or the ' Mann-Whitney's U test, Nominal scales were compared using ' Fisher's

exact test.

£ 7 RBEBYER L MIC 54O

5E - B A TFRE P&
(n=15) (n=21)
JRERAE (%)
P I 28 0 (0) 1 (4.8) 1.000
HERERES 1 (20.0) 9 (42.9) 0.617
HE 1 PN 1 (20.0) 0 (0) 0.192
bR ¥ 0 (0) 3 (14.3) 1.000
H 0 (0) 2 (9.5 1.000
P2 56 15 L Ak 0 (0) 1 (4.8) 1.000
A~ EA 3 (40.0) 5 (23.8) 0.281
MIC 7347 (%)
1 4 (80.0) 8 (38.1) 0.330
2 1 (20.0) 1 (4.8) 0.354
MIC< 1 0 (0) 12 (57.1) 0.043

Abbreviations: MIC, minimum inhibitory concentration.
Data are presented as numbers (with percentages)

Fisher's exact test was used for statistical analysis.



K8 VCM OB EMRT & B EHE O 8

JE T B IQR or EFH IQR or PiE
(n=35) £ SD (n=121) + 8D
VCM £ 58k i
AUCa4.48n (mg/L * h) 461.0 334.9-899.9 368.4 213.2-393.2  0.138"
AUC24-480/MIC 3181 181.2-431.7 609.4 339.4-925.7  0.037'
ME VCM k7 7 B (ug/mL) 223 +4.0 15.6 +7.2 0.132°
M7 ZEREE OB (day) 3.0 3-4 3.0 2-4 0.367°7
| VCM Bk (mg/kg) 212 +10.6 21.1 +6.3 0.969"
MEFF VCM At (mg/kg) 19.1 £11.6 18.5 7.3 0.888"
Loading-dose F i ] (%) 0 (0) - 8 (38.1) . 0.280°
TDM # O 2 E R (%) 2 (40.0) - 10 (47.6) - 0.3451
VCM # 5[ R (%) 0.222°
ql2h 1 (20) - 6 (28.6) - -
q24h 4 (80) - 14 (66.7) - -
q48h 0 (0 - 1 (4.8) - -
75 Tl 11 )
MR E TOEM (day) 2 0-4 3 1-3 0.5897
W16 9 & T 0 HA [ 2 (40.0) - 5 (23.8) - 0.580°
= 3day (%)
BRI (day) 13.8 +8.1 16.4 +9.7 0.589"
1. ¥ 55 3 B M (day) 6.0 3-7 6.0 3-7 0.504"

Abbreviations: MIC. minimum inhibitory concentration; VCM, vancomycin: AUC, area under the curve; TDM,
therapeutic drug monitoring.

Data are presented as median (interquartile range [IQR]: 25th to 75th percentile) . mean value + standard
deviation (SD) and numbers (with percentages) . The quantitative data were compared using the “Student's t-

test or the "Mann-Whitney's U test, Nominal scales were compared using ' Fisher's exact test.
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1.0 —
0.8 -
= 0.6
E
[3+]
L2
o
& 0.4
R
P=0.
. 0.014
Group
0.0 - — A — B
T | T T | | T
0 5 10 15 20 25 30
OverallSurvival
Number at risk
A 6 6 6 6 6 5 2
B 20 20 20 20 20 19 19

B 1 2 BEM (Group A vs Group B) DA ERIZx T % Log-rank # &

2 # M (GroupA: 7 /7 I <2.0 mg/dL H-> MICZ1 pg/mL, Group B: % @
) DEFROZEL Log-rank RE THME L 7=, 2BHMOEBTERIIEZICRAL -
7= (P=0.014),

[Z£]

E. faecium O VCM {Z59 25 MIC DE W& BEFEORFEIREMN, E faecium &
MAE D 30 RFETICHEE RIETTREMEI R Sz, E faecium B L fE 12 %
TOFERBBEIBFEL LT, 74730 <2mg/dL B X O MIC21 pg/mL
ERMICTEFIRREGRITR L2 DAEMELZAEIZ, VCM O FE % 5 B3
At TDM fEMTIC AR A ERNICEE T 50 ERH 5,

11



H3E
FEEJE D Extended-spectrum B-lactamase 4 Escherichia coli & MLYE I 3 F
% cefmetazole & meropenem D 5 HENEAR I RIS TEE DR

[ B ]

Extended-spectrum B-lactamase (ESBL) FEAEE ORPIEICK T 5 8 — BN 3K )3
AN x L (CBP) ThDH, LavL, CBPMEE OHMIZ LY. ESBL &Y
JEICHBIT % CBP OREBFIEICHETIMABKRDOOAT VWS, ThET, E
JEIZE T D cefmetazole (CMZ) OFFMENBE SN TWVWAE R, BHEDEZ T

M2 ECEITRBAROEELRATETVWARAVWRLEDRRAEAREELE, &
I T, BITHEEOEB LW L, IEEE D ESBL E 4 Escherichia coli

(ESBL-EC) B ffiE i %4 % B8] CMZ #% 5 & meropenem (MEPM) &5 0 g
RV RELE LT, 7z, KKHEEN S CMZ ~D de-escalation 33 L U8 CMZ
2> MEPM ~ @ escalation (22T, fiEERBIEOE VPR RICKIETE
BIZOVWTHEDLE THEBERILE,

[ 5]

2018 4 4 A 725 2023 3 A O MMIC M2 & ESBL-EC A 1w ML E
BREShEABRBFEZNSR L Lz, *BRBHIT CMZ B, MEPM #. CMZ de-

escalation (dCMZ) #f. MEPM escalation (eMEPM) #d 4 BEIZEI Y 17 5 h

oo BROVEMEIX, MERORAERE - RIBEEES ., &Eh. B, EEEM. &
BEOMBRBFERBG M, BIOMEEEBERO 2 B LA S RZHAEED
BEZZTTOEME Lz, TEFMER IXMAE COHME L, BIKAEE
MERIE, BEER, BEMREME., BEAM. ARYMH, MAXEEDOEE,
MEKER CRKFA), 30 BEELE (%), E coli lZxT 2 CMZ ® MIC & L

-

[ A5 R]
TRV SN 1200 1I8SBNRRASH, HFRITN2F LR, #
DANFRIL CMZ & 14 5, MEPM B 8 5l dCMZ &£ 9 f5]. eMEPM E£ 11 5] & 72

12



D, BEERICRVERD O holz, BHEBBITICSOWVWTRIICTT, E
BFFfiEE CTHLIMBAECTCOHM (B) 1 CMZ B : 3.5, MEPM B : 1.0,
dCMZ £ : 2.0, eMEPM B : 4.0 L FEEZR RO LT, BIRFEMIEE TIIH
HEEH (USD) ICHFEENRBD b (98.2, 2169, 167.4, 236.2) (P<
0.001), Cox WY — FEMFERE (£ 10) IR, MEPM I3 % CMZ
DEBETOHMO NP — FH (95%CI) 3 0.378 (0.145-0.984) (P=
0.046), MEPM (Z% ¥ % eMEPM D IEE MM D/~ — FH A% 0.276 (0.098-
0.774) L HFEZEZMVB O LN (P=0.015),

RO WKRBRO 4 BB (FEFMEE, BIKTMEER)

CMZ MEPM dCMZ eMEPM
Clinical outcomes P&
(n=14) (n=28) (n=09) (n=11)
fR#E coR ¥ 3.5 (1.0-7.3) 1.0 (1.0-3.8) 2.0 (1.0-3.0) 4.0 (3.0-7.0) 0.069
3 B BL_E o fE E S F o (E
3 (21.4) 1 (12.5) 0 (0) 2 (18.2) 0.524
RAEE (%)
MMEEETOR 0 (-1-1) 0 (-2-0.5) 0 (0-0.5) 0 (0-0) 0.267
14.5 13.0 13.0 17.0
T i 3 /5 0.069
(12.8-17.0) (12.0-15.0) (12.3-19.3) (15.0-19.0)
24.0 23.0 37.0 22.0
PN R 0.232
(14.0-32.3) (12.0-47.0) (24.0-55.3) (19.0-27.0)
BEEL (%) 1 (7.1) 0 (0) 0 (0) 0 (0) 0.562
98.2 216.9 167.4 236.2
LS = =~ (USD) <0.001
(75.1-132.4) (143.5-243.6) C138:1-191:7) (181.0-265.1)
30 BEARER (%) 0 (0) 0 (0) 0 (0) 1 (9.1) 0.409
30 BEEE (%) 0 (0) 1 (12.5) 1 €1i.1) 0 (0) 0.376

Data are presented as median (interquartile range [IQR]: 25th to 75th percentile) and numbers (with percentages) .
P<0.05 was considered statistically significant. The quantitative data were compared using the Kruskal-Wallis test,
Nominal scales were compared using Fisher's exact test. Antimicrobial agent costs were calculated in USD based on
generic drug prices.

Abbreviations: CMZ, cefmetazole; MEPM, meropenem:; dCMZ, CMZ de-escalation group; eMEPM, MEPM escalation

13



group.
£ 10 Cox Y — KEF LA
(fREAVE TOHIM ., BRI, ABEIE)

Hazard ratio P1E 95% CI

fig#h & ToO MM (day)

CMZ (vs MEPM) 0.378 0.046 0.145-0.984

dCMZ (vs MEPM) 0.922 0.868 0.352-2.412

eMEPM (vs MEPM) 0.389 0.056 0.147-1.022
TG (day)

CMZ (vs MEPM) 0.476 0.127 0.184-1.235

dCMZ (vs MEPM) 0.328 0.053 0.106-1.013

eMEPM (vs MEPM) 0.276 0.015 0.098-0.774
ABEH# (day)

CMZ (vs MEPM) 0.945 0.906 0.373-2.397

dCMZ (vs MEPM) 0.583 0.303 0.209-1.625

eMEPM (vs MEPM) 1.067 0.911 0.403-2.773

[Z£]

CMZ O EH#& 513 MEPM & 0 b MEAE COBMNIERE T 2 TREMENS TR S h

7z ESBLs-EC BMEICK T2 H - MEEIEHIEL LT, M E ToR
DEVEEEL, BFICEMNCLEMPAEEOBRNEEL 2 5, AWE
TRONEHERT, ETHEEOEEL RN L, MAYMAEEL LT CMZ B
HMBEEDOHERMEEZRHFT LEEH 2R THY, ESBLs-EC HMIEICH T+ 258

RERICFETOIRMREEZ D,

14



5 15

AR TIE, BREERBEICH T 2NMEVEROF - AIEFELRIELESE
Lic. MMADEOERICE W CEAMMAE> REIEECH D, EHIMMMSE
BRI, MMAEDEEBICETABEI T VA3 EMEBEL TV MBE
BdH, MMEVERLZZE2POBMEICERT S ET, AMEERRZEO—B) &
BRNIEENTH B,

f BB 12 D> \W\W T

ULEOHFREZ, TAZMR LT I2EZRMEICET S MHBERES eV, *
KERMEL L Y —ORRBEETCEB L (F1=E: AIES 1413, B2
B KR ES TGEO1840-010, % 3 #= : K EE TGE02153-010 ),
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