5

Cefiderocol D7 5 LEEHEREICKTT S
JEER PR EEZh S BR PR AR

% R - =f8 B
) T EWE SRR R BT
? BRI A B DR

2H 1 2024F 11 8158 ZIEH 12024 12523 H

Cefiderocol (CFDC) (&AW \RXLMMEMEST T 2 LBREEERICMEEEEZ RS 70747
L7 7ORR) VEREETH S, CFDC L, MEHE T SEEEHIEIKE VAR EZFIA L TEER
ITBAT 2IMBEOEETINEEEZREIET 5780, MEOMIVIAWEEOREERELTITS, B
RBREETIVICHBIT2FENEMEET 5 CFDC DR/NEBHELIEEE MIO) ZAIET Bfelcid, £FAT
DEMERMY 22 RZEEIEMERVNE T LD, KEBERBEZEROZE O N JIVICBE
HENTWNS,

FikE O E LT KIRRG T —XA Z > X5 & TdH 5 SIDERO-WT-2014-2019 (2B LT 90% DED
BIEAEIET B DICWER CFDC D MICyold, 7 Z LRMEESRITH LT 1 ug/mL UL TORIFEIRE
EERLE, £z, Y 78ERICEK Y meropenem FERLERRICH L TH BIFHEMEEEE R LT,
REHDH S DB LTz HIVNARI LT IEER R Bk & 2 L fz SIDERO-CR-2014/2016 &8& ClE, CFDC
IEERER AV \IRXI—ERICK S TRAOGMEEEE R LT, WIThOEBRTE CFDCIEREFED
77 AORRY VERREREY -5 7 2 L/B-T VA —CREFICHMEERT A2OR -5 72—t
EERICH L T RIFGNEEEEZRIBET 5 LhnEhis

PER/VEB® NDM ICBT % B-Z 72—t H CFDC DESMHETICEESE L TWBERETNTWLS
B, TLATRAY M EBATCDCICMERRTICIE, BHED B-T 7 2 —CRRIF T &%
ERRRICES T 5V 707 4 VRBERELCTFORRET ORIV UEE2VINIERGE, BB A
HDZALHDEFICHEIFEDEDRZENRBTHS ERETN TN S,

Key words: cefiderocol, in vitro, MIC

e

NALFRBERLZOMD B-F 7 ¥ 2 R PUH I
X B ARDMNEE b D720, Z DIEGHED BT

8

HSARERERS (WHO) 137 WS AT %2 7R
377 AEVER O Acinetobacter )& 3B & U Entero-
bacterales % i & 5% 12,

Stenotrophomonas maltophilia \Z, B~ 7 % h %
PUREE 2 0 s 2 NEMED X 7 TR VNN A< —
Yot -9 79 ~—XaEET LI L THIUN

¥ 7- Pseudomonas aerugi-
nosa &BREEOEVIHEMRIZEF TN, AT,

Wi Th 2>, A, SRS 7 L BEHEE T
BENMMEA D = XL FGIRT B2, FLw
MHEEE L CEE DO B-5 27 5 L/B-5 2 5 <—F
FsE#] (BL/BLD 25K S, HHEMIZEIMT 5
H VIS DT PERIEGHE DGR ICE IO L E 2 5
NDHHT HUNARLAEET ERIT 3T
DAHZZXLKIETE TV B DIFTId 7%\, BL/

ARIRFEFH_EAI3TEI1E 1S
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BLIL, B-9 7% ~—ViHEHET L LT, B-
778 KRR RENE m, PRI % %HE
$5, L2L, BFEOBL/BLLIZtY v -5~
y<—+¥ (Flz1E, KPC, OXA) % EAT % Wtk
WX APEEE T H T 505, Ay ullp-5 2%
~—+ (Blz21X, IMP, NDM) # A ¥ 5 HAkIC
XL CIEEEEZ A S RV,

Cefiderocol (CFDC) & 2023 4F 11 B 12 H A T
HENTFH Y Tu 7+ 7277 a AR VRH
HTHY, AyuBl -7 5~v—¥ragtlit i
EDB-F 7 ¥ —BIIEHVWEEE Y RT, 72,
CFDC b2y 7u 7+ 7HEE%FIH LT, CFDC
ke XL — MEZEK L, SO ®Es LT
BARPICHLD A N AR 2 BaE @ 2 7 = X L%
BT b INOHORHASL, AR E AL &
L LHIME % S L7275 AR ICR LT, Al
AR WIR#E R PUH A R PV ERTY,

PSS O IR R BRI, BB SEEhRe, #Hi
R & L C&HE in vitro/In vivo SERDSE i S 7z,
RIHTI, IR BT 28000 % BT 5 3Bk
XY, CFDC zxtd 2 MW ol e, 3EH| &
ZVE—NRA T VA, WEXA D =X 4, invivo E
TNVEIIZ BT 2ERIZOWTRNT %,

l.  Cefiderocol [T39 2B DRZHAIE

CFDC 1, M 254 3 2 Fedh i) 72 $REL D 5A A5
FEFHE L CRAEANICRAT 2MBOREZ AT 5
728, MO ARERDZEZRKE (2T 5,
BB A F v DS EE D L IREE TR o $ki
PR OSBRI, $k1 4 VBBV T
TIIERIE DT Y AR—F —ORBITHER E2 AL
PIEERO - D EIERE OB EIIUET 5, 20
PR XA RE O B E (KA L ¢, CFDC X Wk
WD AE NG 720, SO EEICHLRMZHAL
7o ME AR (broth microdilution : BMD) #:12
X AR/ ERLIEEE (MIC) LT, #E2 K2
U728 lC BT & ) S htEEE R T7,

v b EESTHAHOEFNIIBWTIE, Rk A
T VREIIHAE AT AL EOEER B L)
WZHE S TV 5o FRISHITR RS BV TR
PR TN B 720, AT IZIRGAL O 72 8 |2 $kii
FEREEAELTVD ZEDPHLNT WS FERIZ, in
vivo \2 BT A PUHEIEN X, $kx ST BENET T
O MIC &I LT, $k&RZLIE# T MIC &

LKA B 2 EATREINTEY, ERICBITLEE
R OTHNATBRRZ M T O MIC MEMHAH T
THhrH", —#IZ, PLHFED MIC JllE 2 1E A 4+
VIHEEI 2 —F -k v b yEH (Cation-adjusted
Mueller Hinton broth : CAMHB) 28LH &4, L
2L, CFDCIZfR- i, Eido e B ) EMKRAT
OWFEMEEZ KT 2 ToO MIClIENLEE Shb
72, $kEkRZ S CAMHB (85 <003 mg/
L) #fv5 2 e, RERRRAEER % (Clinical
and Laboratory Standards Institute : CLSI) @ 1Z
#T0 P IVTHEDSHNTNSY, CAMHB 13—
BICHAIE L LTS 578, BWEERH THR—&
N7 RIREDIEREII 2\ Z D720, CFDC @ MIC
ZIELCHIET 5720121, FL— MEIZHWTE
WP OREA F 2B, RESEELHRLTD

ATHET S EpmHERINTHEY, — 5T,

74 A7 F% 7z CFDC O SEHE B B
Wi, EREHTOBHIREORELIZLALRT
BWIEAIRENTEDY, T4 AZFEIZBNTIIE
BEOFIEA WLTL L e WEEHE O JERE % 5
b ENHRRTH LY,

RN A H S AF 5 O T BLPTA 38 cefiderocol
» PK/PD 707 7 4 )V]OEIZ TS %5, CFDC
DEFNEZ O ERETH BT VA 7 KA
¥ ME mvitro M —=XAF AT =%, invivo
JERRR PK/PD 7— %, B L OBIRABRIC BT 535
M7= F IOV TED LN TS, CLSID 7 L
A7 R4 MIZHED &, CFDC O £ 4 RUHE T
& % Enterobacterales, P. aeruginosa, Acinetobac-
ter JB 2 xF L CTIEMIC 4 ug/mL LLF, S malto-
philia 1% L Cid MIC 1 ug/mL AN & &M & H 2
T5HLIEDOLN TS (Table 1) BMD #12
B BEZMEAEICBWT, WRICX258HB0%E D
BREETIC ML= Y ZFEFENLHER, HHE
REIHICBWTHEREICE 2% ) AL N5 FHE
JEETFIENEBEPELLZ EAH Y, MIC DH
WL %57 — AR L, HEIZ Acinetobac-
ter J& CTIHEREHE TBISE S N5, &FThitod CLSI
AL T, L= Y IR R O
MIC HsERH S FMlICED SN TB Y, T
PERAIN CTHEETREAD RSN TWEY, 1HEF
FeRIEMRA AL L CLSL 12, CFDC O EZ M ED
R b3 & OV I TaN T T, EAERY 22 Mk & 15
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Table 1.

Breakpoints of cefiderocol for Gram-negative bacteria (CLSI)

MIC for BMD ‘ ,

Bacterial (.)rder or (ug/mL) Disk zone Diameter (mm)
species
S 1 R S 1 R

Enterobacterales =4 8 =16 =16 9-15 =8
P. aeruginosa =4 8 =16 =18 13-17 =12
A. baumannii =4 8 =16 =15
S. maltophilia =1 =15

S: susceptible; I: intermediate; R: resistant

Table 2. MICo values of cefiderocol and susceptibility rates of bacterial strains to this antibiotic in

SIDERO-WT-2014-2019

MICoo CLSI MIC interpretation (%)
Organism/phenotype
(ug/mL) Susceptible Intermediate Resistant

Enterobacterales

Overall (n =31,896) 1 99.8 0.2 0.1

Meropenem non-susceptible (n = 1,021) 4 96.7 2.6 0.8
P. aeruginosa

Overall (n=7,700) 0.5 99.9 0.1 0

Meropenem non-susceptible (n = 1,759) 1 99.8 0.2 0
A. baumannii

Overall (n=5,225) 1 96.0 1.3 2.7

Meropenem non-susceptible (n = 2,810) 2 94.2 2.1 3.7
S. maltophilia

Overall (n =2,030) 0.25 98.6 ND ND
B. cepacia complex

Overall (n = 425) 05 ND ND ND

Meropenem non-susceptible (n = 184) 1 ND ND ND

Cefiderocol MIC was interpreted by CLSI breakpoints. ND: not determined because MIC interpretative cri-
teria are currently not available for this organism-antimicrobial agent combination.

HOTICRBEOBEFIEZOWTHERERFE L TED,

NS RFEHE TS K ER MR BT 5 >
B2 R A OFEB 2 HIEL T2,
Il.  Cefiderocol DERIRZ T —X1 52X
CFDC, & UMUMEHIHIEICK 3 2 K1l 7T Ak
PER O IEHNEZ A RN Z 5720, KB %
EBE T — XA T 2 A ERTdH 5 SIDERO-WT
BRY, BXOH WAL ATRERRO A Z R E L
7z SIDERO-CR #ERDAERHE ST 57,
SIDERO-WT-2014-2019 |2 B \» T 2014 4F »» &
2019 4R \ZFRK TSR L 72 B R 43 BiE AR K9 50,000 #k %
G & L7z in vitro PG TERERO#E £ % Table 2
2R, 90% DWW ONEGE % FHIET 2 DIZ %%

CFDC @ MICylZ, Enterobacterales, P. aeruginosa,

Acinetobacter baumannii, S. maltophilia, Burk-
holderia cepacia complex 7 &% &t 775 LA EVER
SRR LT MIC 1 pg/mL LUF O BIF 2R PUi G

BARMEFEREFZRMES Vol 73 S

= L7ze 72, % 7 AT I X 1) meropenem
(MEPM) FEREAR I L C b BAF 22 UG % 7R
L7z

S5, kY YR B-F 7 ¥ ~—+ (KPC, OXA-
48, OXA-23, OXA-24, OXA-58 72 &) EEAIZIN
2, B0+ 7 70 AR ¥ REEHER BL/BLI (2
FLCHMERT AR -7 ~—¥ (/7
AB®VIM, IMP, NDM 7 &) AR IZX L T
b EIFLRTREE R L2 HRIZBW TR, B
K& E Y A VN AT P Enterobacterales
(CRE) ®%< i3, A% ullp-57~<—En—
DTH % IMP EERDP LV EPREEN TV
A5, HARTIUE L 72 IMP A CRE#RICH L T d,
CFDC 3> B-5 7 & ~— CRek B & FARE D%
MrxHFT5ZExERL A", —JT, CFDC
&, Hik® X 9 12 Enterobacterales X P. aeruginosa
% EDOMHENMET T A BRI LTI R 2H
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Table 3. Susceptibility to cefiderocol for carbapenem non-susceptible isolates in
SIDERO-CR
MIC (ug/mL) MIC iniferpretati:n
Organism/phenotype (% of isolates)
MICgo Range Susceptible
Enterobacterales (n = 1,022)
Cefiderocol 4 0.004 - 32 97
Avibactam/ceftazidime >64 0.06 - >64 77
Tazobactam/ceftolozane >64 4->64 1.7
Colistin >8 0.25->8 77.8
Meropenem >64 2->64 0
MDR A. baumannii (n = 368)
Cefiderocol 8 0.015 ->256 90.9
Avibactam/ceftazidime >64 0.06 - >64 ND
Tazobactam/ceftolozane >64 0.5->64 ND
Colistin 1 0.25->8 94.6
Meropenem >64 = 0.06 ->64 1.9
MDR P. aeruginosa (n = 262)
Cefiderocol 1 = 0.002 - 32 99.2
Avibactam/ceftazidime >64 0.5->64 36.3
Tazobactam/ceftolozane >64 0.5->64 24.1
Colistin 1 0.25->8 99.6
Meropenem >64 = 0.06->64 3.8
S. maltophilia (n = 217)
Cefiderocol 0.25 0.004 -2 100
Avibactam/ceftazidime 64 0.25->64 ND
Tazobactam/ceftolozane >64 0.25->64 ND
Colistin >8 0.25->8 ND
Meropenem >64 0.12->64 ND

*ND: not determined due to non-availability of breakpoints by CLSI

REMEZ R T DS, 7T LB R B R 0§ 5
PUBEETEIZEENC EAVREN TV DY,

HEFL& L7 & 77 U N AT ERIR 73 AR D A1
X3 A s & fAr L 72 SIDERO-CR-2014/2016 &
E% T 1, CFDC I Enterobacterales, % #l i 1%
(MDR) A. baumannii, MDR P. aeruginosa, S. mal-
tophilia % & &e 71 VN I R 0 BERR L2 L
T PLWRE % % 7R L 72 (Table 3)™", ABF%E Tk
MDR P aeruginosa @ 714% 7% tazobactam /
ceftolozane (TAZ/CTLZ) £ Ta 1), MDR A. bau-
mannii ® 54% 73 colistin (CL) METH -7z &
WS O5EERRICRT S A CFDC O &% 1k 1%, avibac-
tam/ceftazidime (AVI/CAZ), TAZ/CTLZ, CL,
MEPM 7 ED WA L D) b FEICHE > T2,
& 512, SIDERO-CR BRI B\ Tl S Nz bk
WEAET D -T2 ¥ ~—BHIZFED RIT O R
75, CFDC IZWER 7 VN A v =2 L5
FERII R AR L, MICw I 025~8 ng/mL T
& o> 725 CFDCIENDM, VIM, IMP ® & 9 & 7
FABDOAY Ul B-F 7 ¥~ —EEARIIH LT

HPUREIEE R R L7227
HATERAINTWLBL/BLIO—2ThH 5%
AVI/CAZ L, 77 AA (KPC) BL W E 72k
7 A D (OXA-48) % AT LN IS A AT PER
DRIHHIEER DY, 7T ABDO L) oA
NN AR — BREER I EIG D v &8
SIDERO-WT #B& CULEE L 72 SUBR T Ak 2 I > 72 4
ROV TEHTE LTRINT WS, HARTHKRR
T\ 2o BL/BLI [TAZ/CTLZ, relebactam/
imipenem (REL/IPM)] ® 71 VX R A< — Y REE
WA 2 PURIETE L, SOICRESNS 2 &%
5N Tw b, CFDC X VIM, IMP, NDM 7% & o
75 A B A VISR I Y — YR M HH] T I& 2
ERTME—DIEHTH L (Fig Do SO EDNDH,
BAEAARTEEEN TV L5 TEWHN T2 Huv
TR F VN = — B D R ER A S T R
Ofge L LTEEICL D Z TR SN,
SENTRY $LW ¥ — XA T v A7 07T A%, i
e O U ST 14 A HEWT 9 2B BT 5 72D 12 1997
AR S N7 L E M OB — XA T~ A%
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(a) VIM-producing Enterobacterales (n = 104) (c) IMP-producing Pseudomonas aeruginosa (n = 25)

100 100
= Zg “* Cefiderocol = Zg “+Cefiderocol
@ - . o .
En 70 Cefepime ED 70 vCefeplme -
§ 60 “ Avibactam/ceftazidime é 60 -Avibactam/ceftazidime
2 2
2,50 Tazobactam/ceftolozane ~ &,50 Tazobactam/ ceftolozane
o ° iprofloxaci
2 40 = Ciprofloxacin 2 40 =Ciprofloxacin
=30 £ 30 -+Colistin
E = Colistin g
E 20 E 20 -+Meropenem
S 10 __MPA “ Meropenem © 10

0 . . 0 >
=0.03 006 0.12 025 05 1 2 4 8 16 32 64 =0.03 0.06 0.12 025 0.5 1 2 4 8 16 32 64
MIC (mg/L) MIC (mg/L)

(b) NDM-producing Enterobacterales (n = 94) (d) VIM-producing Pseudomonas aeruginosa (n = 200)

100 100

90 90
I 80 =»=Cefiderocol S % = Cefiderocol
< ) by - Cefepime
En 70 - Cefepime Eb 70 P!
g 60 < Avibactam/ceftazidime 5 60 - Avibactam/ceftazidime
33 S
g 50 Tazobactam/ceftolozane 2‘;’_ 50 Tazobactam/ceftolozane
o o
-% 40 - Ciprofloxacin % 40 =Ciprofloxacin
=3 =30
E - Colistin g <+Colistin
=20 =20
© 10 ‘/ ~»Meropenem © 10 “Meropenem

0 —_— 0" & —
=0.03 0.06 0.12 025 0.5 1 2 4 8 16 32 64 =0.03 0.06 0.12 0.25 0.5 1 2 4 8 16 32 64

MIC (mg/L) MIC (mg/L)

Fig. 1. Cumulative percent MIC distributions of CFDC and comparator agents against MBL-producing Enterobacterales and P.
aeruginosa strains'®
Cumulative percent MIC distributions were plotted to compare the activity of CFDC and comparator agents against differ-
ent types of MBL-producing strains'”. (a) VIM-producing Enterobacterales (n = 104); (b) NDM-producing Enterobacterales
(n=94); (c) IMP-producing P. aeruginosa (n=25); (d) VIM-producing P. aeruginosa (n=200); CFDC: cefiderocol, MBL:

metallo-f-lactamase

THh 5", CFDC &, Atk ERINIC BT Btk % B
W 2720, 2020 FFICHWDTARTOT T HD—H
WAL AR T Tz 0T OFER, MDR Enterobacter-
ales @ 982% , MDR P. aeruginosa @ 97.3% ,
MEPM Tif ¥4 Acinetobacter & @ 958%, £ & 'S
maltophilia 53 BE#& D 97.9% H° CFDC IZJ&METH -
720

HARICBWTY, DU AY—PEEF D
WIS A T — B IEREA D 77 VN 4 L FE M En-
terobacterales 528 #%, 71 W N R < — P FEE P,
aeruginosa 18 ¥k B X U Acinetobacter I& 57 ¥ &
X RIZ, CFDC DREZ Y — XA T 2 2 DGR
PE XN TV B, K712 BT, CFDC & Entero-
bacterales, P. aeruginosa, Acinetobacter J& @ \\»
TS LTS, &M BL/BLI (AVI/CAZ, TAZ/
CTLZ, REL/IPM) &1 & @\ 2R 2R L7
¥ 72, Enterobacterales (2xf L, BEEXI DL AL
NAY—H T LD CFDC &l & oSk
BT, HATE (M &5 IMP £ NDM & v o
JeA Bl -5 7 % ~—EEAKRIIH LT, B
2 MEFE L T\ 7z (Table 4)%5

AAPEEFRMEE Vol 73 51

. Cefiderocol |39 DX 7 =X s

CFDC IZx 3 A M I IR 2 — XA 5 v A
&) R ICER S w2, B TIois &
T 5% CFDC 2kt L Ty m v MIC % 77§ 14
¥ & LT, PER/VEB® NDM IZB¥ 5 B-5 7 ¥
~—VEAKSHONTBY, TNOEREOIN
CFDC OREZMEMTIZH G LT b Ll s T
W5®, —JTPER/VEB X NDM % FEA§ A FED
F112d CFDC Bk 2 R §IEL (RO LN L 2 &
DHEENTWE, 7LA 7 EA VY b 2BAT
CFDC 2T %2 R TI21E, HEDB-F 7 ¥ ~—+¥
R ED—DD AN Z AL TRATHTHY, #
L N SRE R BV - e SR & o N = B S
L 72805 26 R b A& s T (fiu, cirA, pirA,
pirR, piuA, piuD) DOFEHUK TR =) V4
¥ »sXy (PBP) BRL ™Y, R AN AL
MEFFICHAEDELZEDPLETHLEEZ DN
TWwh,

CFDC l2B Wi, 7 v s~ 3 AT A. bauman-
nii (CRAB) % EHFEORKIZB VT, ~7 0t
T, BB &2 R T REBEB ORIZERFIET
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Table 4. Susceptibility to cefiderocol and other agents of carbapenemase-producing Enterobacterales

Number of the isolates susceptible

Ambler class B-lactamase Isolates (susceptibility rate, %)
(n) CFDC AVI/CAZ REL/IPM TAZ/CTLZ
B IMP 248 246 30 66 1
(99.2%) (12.1%) (26.6%) (0.4%)

B IMP + NDM 1 1 0 0 0
B NDM 24 19 1 0 0
B+D NDM + OXA 3 3 0 0 0
B GIM, VIM 2 2 1 0 0
A KPC 4 4 4 3 1
A GES 16 15 16 11 4
A IMI, FRI 5 5 5 1 4
D 0OXA 4 4 4 3 3

CFDC: cefiderocol; AVI/CAZ: avibactam/ceftazidime; REL/IPM: relebactam/imipenem; TAZ/CTLZ:
tazobactam/ceftolozane

*The susceptibility breakpoint values used were interpreted according to the CLSI 2022, 32nd Edition;
Document M100. E. coli ATCC 25,922 and P. aeruginosa ATCC 27,853 were used as control isolates.

T2 R 3R AT 2 2 Lo ST
W5, Choby 5 O#HEIC L 5 &, thik$ % Ph3ih
B CREDIBLE-CR Bt CRAB &4 12 & LT %
7%, BRI L 72 CRAB 2B A AT oot
LW EhS, AT OifEOHFIEDHIE DL
WO D5 W REMEATRIH STV DY, Ll
CREDIBLE-CR #tB& (1 T S 172 CRAB WD
ANTUHEOFEL, ZARROHREZEOT Y b
B AIZHEPRD SN ozl E b I T
BY, AT Ol AR R OB BT
BHE ) PIEIAHTH BT,

HATld CRE E&AE L 5 HABICREETH Y,

2017~2018 4F 1% 3949 BT i 64, B L 04>
B S 7z 2,549 Rk Hl T B AE T GERT 72 & CRBRR AT
ST B [N G W 78 B SE AR F 7 2 >
¥ =320 b5 1348 kDt & % 1F, MEPM 12
M4 % 7~ L 72 449 #& (33%) 122> T CFDC 0
HIRE Sz B % FEli L 72 & 2 A, 3D Escherichia
coli 78 CFDC i Z R L7z INE 3fRDET
LEREEICE & AT L2/ R, Wi B-9 7 9 ~—
Yi#EfzT & L CNDMOMiic CTX-M = -4 L,
CFDC it P 1C B 5-9 % & S 2§kl % 7 B 3L
TcirA OZER L PBP3® 47 3 /B (YRIN) f#
AxBDT0 #9171 B OB R — AT P 0 B
FERE Tl S 172 [F— sequence type (ST) @ 34k
THh o7z, FEAMEEETOWRA /NS — »H3 5
%o T\72®, CFDC R o Bl & Bl L 2 DR
FOARPCOIE, EIEFRICMA, FR2h N

NAY = VAR IZ L To CFDC s il &
BE PR GRS SR OMESE 7 S S ZE & b b,

IV.  3EE&FK in vivo £ 7 IVEMDICEH T B cefidero-
col DYERA

Lk L7280, CFDCOEZMET LA 7 KA
Y MNEPSET S 9 2T, in vivo FEERR PK/PD 7 —
FHEEL ENTWV L HHERED~ T 2% w7z
KERERE G E TN BT B L Y, CFDC 1Atk
D B=-F 7 & AFRPUEHE L FERIC, 1045 T MIC 2L
O A MR L T AR (%fT > MIC)
A in vivo BRIEE MBS 2 2 L HEE STV B,
& 5 |2 Enterobacterales, P. aeruginosa, A. bau-
mannii, S. maltophilia % & s 24 ¥k % H v 72 505
DGR, 3T 75% T > MIC 25HER E uitid 10
UL EORBE I 2R 2 EHE SN TV 5D,
HRHETOIXE DX 2 ZET 5 & &RISH T 238 %
FEHES 5121 100% T > MIC S ETH DY, 7L
A7 R A Y ME100% fT > MIC % 2 & L Cik
E SN,

CFDC B340, Mo > 7u 7+ 7HEHEIC &
% BRI Y A A BERE 2 R L 7o S i & 38
Btk &, in vitro 1IZB W T R 2 G HER S
NTWzh, ZNH0% CIFEENIZB W TR
T HEMMEE ST, FHESEE I Tz, i
RERE A~ ™ A2 & 72 P, aeruginosa KIFRER K G
ETNVIZBWTC, b bOIMHRERER 2B L - 2
BOEMTHEN G L, A ZiHtiL7zE 25,
i o> > 7 v 7 + 7HALEY (MB-1, SMC-3176)
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H—EBORRD BANEBT I R AN L 2R S 7o
2% LC, CFDCIEFHM L 723 X TO®mHKIZ

THMEE R LY. 2 ORI, CFDC 23EARN
TR AN Z 5T 5 Rtz il CORE3 2 b
DTHo72,

EH12, 7T ABRMRTEER B HREHWT, &
MZBIT % CFDC O M A FEHERE % i < 2 72K
R~ 7 A T 24 BRI TARE L 724558, MIC 4 pg/
mL LLF @ B # T (X Enterobacterales @ 77%, A.
baumannii @ 88%, P. aeruginosa ® 85% T CFDC
BeSRi OMEEN LT 1710 ML E o AW Big A »
Blgzshiz, —F, 7VvA 7KL v Mg RS MIC
8 ug/mL L E OB RIZH L TlE, CFDC O iE# %
BV TR O A B M BigE g n 2, &
512, CFDC 2 & 2 = T2 itk £ TER
L725ad, ERBOR TSN TnY,

CFDC I in vitro (2B THHIH O SRR T 0228
EZTEIENS, EENICEREDOSIFET S
R TOEG~OEZELIBE SN T L, BHEEHT
YUAETFRANT VEROFGI L) AN DT
W L L7z~ 212k LT, CFDC % # 5 L 724
B OWTFNORHEIIOWTD, SBERE~Y 2ABIY
WHEEE~ Y A THICFABREOERERD % BD 72
kb, EAENTOSKIREDEEIZO W T,
CFDC DEFEMIZKELSHELZVWL D LEEZ BN
727

CRAB &, PUREEICA$ 2 E%2ES LT <,
B OIHNCF R T RT 2 LSV 7207,
IDSA 2024 %' 4 % > ATTlX, sulbactam & & 3EH| &
MOTREE & O P LSRR S 5™, SIDERO-
WT #lb# 3 £ O° SIDERO-CR kg2 BT, CFDC
W28\ MIC 278 L7z A. baumannii 123 LT, AVI
BINT 52 EI12X ) CFDC @ MIC A% 8 5 L1 A&
T¥HZEaRLTEBY, B-F 75 ~v—EHEH
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Cefiderocol (CFDC) is a novel siderophore cephalosporin that exhibits excellent antibacterial activity
against all Gram-negative bacteria, including carbapenem-resistant strains. CFDC has a unique structural
feature wherein it forms a complex with iron and is actively incorporated into bacterial cells via iron-
transportation systems. Therefore, the antibacterial activity of CFDC is significantly affected by the iron
uptake activity of the bacteria. The standard protocol of the Clinical and Laboratory Standards Institute
requires the use of an iron-deficient medium for measurement of the minimum inhibitory concentration
(MIC) of CFDC, which is known to be correlated with the drug efficacy in animal infection models.

In the SIDERO-WT-2014-2019 study, a global surveillance study conducted mainly in Europe and the
United States, the values of MICy, the drug concentration required for 90% inhibition of bacterial growth,
against all the Gram-negative bacteria tested were 1 ug/mL or less <1 mg/mL. CFDC also exhibited good
activity against meropenem non-susceptible sub set strains. In the SIDERO-CR-2014/2016 study, which
was focused on carbapenem-resistant clinical isolates from around the world, CFDC exhibited potent ac-
tivity, regardless of the bacterial species or carbapenemase types carbapenem sensitivity. Both studies
demonstrated the strong antibacterial activity of CFDC against metallo-f-lactamase-producing strains that
are resistant to clinically available cephalosporins and f-lactam/f-lactamase inhibitors.

Some kinds of B-lactamases, such as PER/VEB and NDM, have been reported to be involved in decreas-
ing the susceptibility to CFDC. However, it has been reported that CFDC resistance with a combination of
different mechanisms, including decreased expression of siderophore receptors related to the iron trans-
port pathway, penicillin-binding protein mutations, etc.
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