5

DIVINRZ LTRTET S5 LEEEREERE %
Y15k & LTz cefiderocol D E Il tHESFREEER
(CREDIBLE-CR 5{E®)

=K BA-HR =R - =% EERY - LH OFT
) BBAIA P ESE
) RISASASREEESLATRARERI - DS
) B A DR R
* BREER AR ES NS HE - BAREN

2FH 120251 H9H SER 202528 17H

CREDIBLE-CR &E&I&, A)V/ IR AMEYT T LREERFIEDEBE LR E LT, cefiderocol (CFDC)
DEMELREMETHOT AT EEENE Lz, BIERICKZREDAE (Best Available Therapy :
BAT) &IELIERHEREE I EERTCH2, BRA2FAESG 152410 16 AEDLSEEHREN, D
55 CFDC A 1 B RS ENTEAIVNARK LTE Y T LRMEERRZAE 150 4 (CFDC 8 101 45, BAT
B 49 ) DR EZ T, HEDOAERIE, FRRAAD 67 f (45%), MURBRGE/BIMEED 47 5l
(31%), 1EMMERERRGED 36 5l 24%) THole. BIMMEDEITHRIE, HIVNARIALMMEST S A
RUEH R EIN 1186 (CFDCE 804, BATE38fl) &L, INSDOELERIL, Acinetobacter
baumannii (46%), Klebsiella pneumoniae (33%), Pseudomonas aeruginosa (19%) T&H o1z,

BEPRIATZE & MRBGAE/BUE DB MO E BRI R Th 278 HIE (Test of Cure : TOC) KiDER
RINRDOBENEIE, FrRAHA T CFDC 2 50.0% (20/40 ) (Xt LT BAT & 52.6% (10/194)) Tdh Y,
MR RRZAE/BUMAE Cldk CFDC 8% 43.5% (10/23 ) (<3t LT BATE£42.9% (6/14 ) Tholeo %1z,
EHMREBERED T EHBIER Tdh 2 TOC BDMEFMROEIHARIL, CFDC £ 52.9% (9/17
) (TxF LT BAT £ 20.0% (1/5%) TH o1z,

ZEMITEBREERE LLeWBREENRE LTHERL, BERIL, CFDCEE T 101 F54 15 4l
(14.9%), BATE:T 49 A 11 6 (22.4%) (CER&HS5NTz, CFDCIREEE T 3 FILIEITHIR L z8I1ER
I&, ALTBA0 (341, ASTIHBM GBHF) Thot, BEELENERIEZCFDCETIH (PS> RT7I+—
YER 16, BATETS B (TADAERREE, 7740 5FV—kit, 2EERE, BIMEES 3 v
7E1H, KEHE7Y - R, BEEESIUCEEBA214) ICRH 5Nz BIXRFHBIEE D—
DTCHBEETEICHIT 2 2AERETRIE, CFDCEET 33.7%, BATE T 184% THY, CFDC TH
WMEBRHSESD SNfc, COEREREE LT, CFDC BED Acinetobacter BREREEREDEFTREFETRAEH
fc (CFDC 2% 50.0%, BATE£17.6%) T EDFELAIEEENHDHEDD, TDRERIFBETIEE <
BRENZRY TCHAHAREMEIETETCELEDL o1,

EEMET A ST CREDIBLE-CR EHERDIERHL S, CFDCOBEMES KUREMH RSNz, AL
IRXLTHED T S LEMEBRREAEICHT LT, CFDCIFBERGREERR TH 5,

Key words: cefiderocol, carbapenems, Gram-negative bacteria, drug-resistant bacteria
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I3 oI

HVISNA NTYE S 5 LSRR, 124 ¥ 0-B-
F 7 % <—+ (MBL) ¥ 7213 OXA #l )b /N A
< — PREARIC & 5 EERGEE, AR GEER
JEDSBEOENTBY, FHRARE 25 2 L 05%\1,2023

4E 11 BIZHARTHRELE L7z cefiderocol (CFDC) i,

in vitro &Y — XA 7 ¥ A2 BT, Entero-
bacterales, Acinetobacter baumannii, Pseudo-
monas aeruginosa, Stenotrophomonas maltophilia
HEREGELT T ABEMER AR LT BRI 2 PURTE
BEAERL, SNSRI T IS A AT ERIR L
TH B RPUEEEE R LY $72, &Y V8 B-
77y —YEARIIMZ, % OPREIZMmEz
RTZEDHIS A NDM #R IMP # % & ¢ MBL
PEAERIN L COMWIRE D 2 5845 2 2 LAUR S
nTws*?,

FHEERFDERIRABRTIE, ZHNI S 7 & B IR
Qe ) A7 3d B MV IR B IE S 12/ 5 H 11
HER (APEKS-cUTI#BR) "5 L 07 7 A BEMHRE
(2 & B BN g% 3 % 55 TITAREER (APEKS-NP
BRI BT, CFDCIZBEfFOIMWEI & 2k
AR L CIFBETH 5 2 EAVRE N2,

F72, FEHIKRTCFDCOERBIGIC R L T LAY
RGE S NIz WIS LS T 2 B VR R AYE =
WHREL, TOEMELEENLHRT LI L EH
By & L7248 AR (CREDIBLE-CR #5#%) " A5
TS Tzo 1NN AFES T 2 BB &GS X
BRI E DO TL RN Eh s, R OIELE
MEFRERClE e &, B WNRAR AT T L B M
IRGE AR (BEPNIG 2%, i e e he /e Iie, 2k
PR B IEGEE) Z /R & L THEMm Sz, 72, 2010
RO FBRET LIS 7 VN AT T 218
TR B R G & SIS AE & 3 2 AKGREEDSRAE L 2 o 72
Z &, HIES T AR EIYE OB E R
BRTETRRZ -T2 s, BESMEOZ
ZICTHIHATREZ M L <ITRK 3#I £ TOBEH
5 bR EDREE (Best Available Therapy :
BAT) %&xf il s L CEMMmaTE 2 AW CHRME -
LEVEOFHE 21T o 720 A#FLTIE, CREDIBLE-
CR #BRIZOWTHETORMR S FOTHNT %,
. CREDIBLE-CR B DI

CREDIBLECR #EgIZ H A% & ORIN, 727,

Jek, BEKD 16 #1E 95 IHEFEICB T, B IVINRA
LD 2775 NEMERIC & 2 BEREKYE RS 2 3 R
& L7 SRR, T v 7ok, FEEM, IBATEERM
JBGERER & L C O S L7z EIRR L [ 4TI AH BRR 3
BRCh 5", RABIIH L EW-HBRTH 575
SRR IRRED R PEBIC BT B M OfEEE Hi k
L, FTIC BV TR ERREm DA% FVT, R
MR R AR £ Y BRI 2 F%E & L CfTh
niz.

F A BIRFEHE L, 18l LT, BRAM% (AT
I i PR 8 it %/ B 9 B 8L 2 % B ), LI SR A/
WM, & 72 3B R R IRGE 12 & ) AR T,
VISR LTHE ST ABEERIC & 5 EEHETH 5
CEDHERR S N BE T, LLRN BRI BT SRR R
2T NI RB L - B R, Mg Szl
INA AR 2 BB LR BRIG LI SR 6%
S in vitro TIREZMEERL TR EE L S/,
F7:, BAT L LC3RA B2 AMEEDO LSS
LT BE R 3 MM &8 2 D IR G &
Tl SN -BEEREA SN, BBEEIE2:1T
CFDC Bt & BAT B2 7 2 2B D fH 1) 720 EfE
KF& LTid, APACHEII A a7, M, g
fASEIE N7z CFDCH#EIZ2g %2 ST EIZ 1 H
3 1Al 3WER A T RGEEHE L 720 43, CFDC &
TIX, polymyxin, 7 72 AR ¥ RPHEHE, &
NZAYS WA B IVCINGEIN: £ T lUEIN £ R
TLlHIBEHT A2 L5235 L7ze BATHIET v ¥
LALHNIGERT R EE Rl A 2 B I8 2 3315 2 AR HE G 0%
O HIER T EAZHFANIBE LM L <
RARSWHOKEETH ), H5MMIE 7~14 HH,
VEIZS U TIRAK 2L HE E TOEENTRETH -
720

KBTI, BE D S S 7R 25 H ek
BT BT H NN E AT L e SN BEPE
RIVERRAT A REER & S 7z BEAT %% F 72 i &
GeiiE /W IMLRE O B2 B 1T 2 B Ak o> 2 B3 5 H
i, BRHIE (Test of Cure : TOC, HHEMKTHT
HHE =2 H) FEORKRR, BHEIREREGEEE
22T, TOC DM T 71 &) 5 O T T 323
FEFEEB Cho7oe T2, HESEE 1 MDLES
G- SN BEDPREBN RER & S, JETE
TR TR GRERT#% 28 H [£3H]) FTo
SREIRBE L3 TR S L7z
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Table 1. Baseline characteristics and pathogen distribution in the modified intention-to-treat population
Characteristics Pathogen distribution
Best Best
Cefiderocol available Cefiderocol available
(N=101) therapy (N=80) therapy
(N =49) (N=38)
Sex Number of carbapenem-resistant Gram-negative patho-
Male 66 (65%) 35(71%) gens from appropriate specimens*
Female 35 (35%) 14 (29%) One 62 (78%) 30 (79%)
Age (years) Two 13 (16%) 8(21%)
Mean (SD) 63.1(19.0) 63.0 (16.7) Three 4 (5%) 0
>65 64 (63%) 22 (45%) Four 1(1%) 0
>75 29 (29%) 14 (29%) Baseline Gram-negative pathogen (all patients)
Region All patients N=87%* N=40%%**
Europe 57 (56%) 28 (57%) A. baumannii 37 (46%) 17 (45%)
Asia-Pacific 29 (29%) 14 (29%) K. pneumoniae 27 (34%) 12 (32%)
North America 6 (6%) 3(6%) P. aeruginosa 12 (15%) 10 (26%)
South America 9 (9%) 4 (8%) S. maltophilia 5(6%) 0
Clinical diagnosis A. nosocomialis 2 (3%) 0
Nosocomial pneumonia 45 (45%) 22 (45%) E. cloacae 2 (3%) 0
HAP 20 (20%) 7 (14%) E. coli 2 (3%) 1(3%)
VAP 24 (24%) 13 (27%) Nosocomial pneumonia N=40 N=19
HCAP 1(1%) 2 (4%) A. baumannii 26 (65%) 10 (53%)
Bloodstream infection or sepsis 30 (30%) 17 (35%) K. pneumoniae 6 (15%) 5 (26%)
Bloodstream infection 22 (22%) 9 (18%) P. aeruginosa 6 (15%) 5(26%)
Sepsis 8 (8%) 8 (16%) S. maltophilia 5(13%) 0
Complicated urinary tract infection 26 (26%) 10 (20%) A. nosocomialis 2 (5%) 0
Monotherapy E. cloacae 2 (5%) 0
Yes 85 (84%) 30 (61%) E. coli 0 1(5%)
InICU Bloodstream infection or N=23 N=14
Yes 57 (56%) 21 (43%) sepsis
APACHE Il score A. baumannii 10 (43%) 7 (50%)
Mean (SD) 15.3 (6.5) 15.4 (6.2) K. pneumoniae 10 (43%) 4(29%)
<15 55 (54%) 27 (55%) P. aeruginosa 2 (9%) 3(21%)
16-19 17 (17%) 9 (18%) E. coli 1(49%) 0
>20 29 (29%) 13 (27%) Complicated urinary tract N=17 N=5
SOFA score” infections
Mean (SD) 5.1 (4.09) 5.1(3.8) K. pneumoniae 11 (65%) 3 (60%)
Median (range) 4(0-17; 2-8) 4(0-16; 2-8) P. aeruginosa 4(24%) 2 (40%)
Severity of infection™ A. baumannii 1(6%) 0
Mild 5 (5%) 4(8%) E. coli 1(6%) 0
Moderate 41 (41%) 22 (45%)
Severe 55 (55%) 23 (47%)

HAP: hospital-acquired pneumonia, VAP: ventilator-associated pneumonia, HCAP: healthcare-associated pneumonia, ICU: intensive

care unit.
* Data available for 100 patients assigned to cefiderocol and 49 assigned to best available therapy.
* Based on the investigators’ clinical judgement (there were no pre-defined criteria for infection severity).

* Based on data from the central microbiology laboratory, when available. Polymicrobial infections could include carbapenem-resistant

and carbapenem-susceptible bacteria present at the primary infection site.
** Total number of baseline carbapenem-resistant Gram-negative pathogens in the cefiderocol group.
*** Total number of baseline carbapenem-resistant Gram-negative pathogens in the best available therapy group.

Il.  CREDIBLE-CR sHERD#ER

2016 49 H 7 H A 5 201944 A 22 H F TO M
12, 18I LD 152 BloBESESFES I, HARAN2
B % & de 150 B AL TR SRR & e o720 N
FUx, CFDC # 101 1 (5 & HAI#ED 85 1 [84%]),
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cefiderocol BAT
(n=40) (n=19)

a. Patients with hospital-acquired pneumonia

Fig. 1.

Table 2. Microbiological outcomes in complex urinary
tract infections caused by carbapenem-resistant

bacteria
Outcome at Cefiderocol BAT
TOC (N=17) (N=5)
Eradication 9 (52.9%, 27.8-77.0) 1(20.0%, 0.5-71.6)
Persistence 5(29.4%) 1 (20.0%)
Indeterminate 3(17.6%) 3(60.0%)

Data are n (%) or n (%, 95% CI)
TOC: test of cure, BAT: best available therapy

HIVINRA LT T A EER B SN2 H R
P A% 7 0 5 4 F113 118 %1 (CFDC # 80 61, BAT
RE38BI) THY, TR A baumannii (54
Bl [46%]),
P. aeruginosa (22 f [19%]) T& >7z (Table 1),

FEFEEH TH 5 TOC KD BRAM%IZBIT 5

BRI R OF &)=, CFDC #T 50.0% (20/40 1,

95% fEHEX ] : [33.8~66.2%]), BAT BETId 526%
(10/19 B, 95% 5 HEIX [ : [289~756%]) TdH >
7o (Fig la)o MG/ B MAE 12 BV 5 A Rh 3
\&, CFDC % T 435% (10/23 1, 95% {2 #E X [
[232~655%]), BAT BETI 429% (6/14 %1, 95%
B @ [177~711%]) THh o7 (Fig. 1b). *
72, BIMEVE PR BRIEGLAE 12 B 1T B TOC BE DMl 3 221
MEOHE M ERIE, CFDC BT 52.9%(9/17 61, 95%
EHEXH [27.8~77.0%]), BAT #ETIE 20.0% (1/5
B, 95% fEHEIX [ : [05~716%]) TH -7 (Table
2o SHIZ, N AMMET T 2 BEER IR
Ba K2k A, K pneumoniae |2 BT B KR

Klebsiella pneumoniae (39 5 [33%]),

b Error bars: 95% CI
(%) BAT = best available therapy
100 -

80 A
60
40
20
42.9
0 Jd
cefiderocol BAT
(n=23) (n=14)

b. Patients with bloodstream infection or sepsis

Clinical efficacy rate at the time of cure determination

FEOFRFEIL, CFDC B T67% (18/27 #1) 12 %t
LCBATHT50% (6/12%)), MHEFEMEOH
{42313 CFDC BT 48% (13/27 B) 12xF LT BAT
HT25% (3/12%1) &, CFDCHETL ) E»-72
3%, K. pneumoniae DLV D FE 7 W2 BT 5 H N %
RIIWMAFREETH -7 (Fig. 2)o

FIfEMZ, CFDC # 101 #1551 (14.9%) 27
£, BAT BED 49 B /b 11 61 (224%) 16 #1278 %
LNz WM OIEHET 3FILL IS L 72F)
E M &, ALT # hi (CFDC # 361 (30%), BAT
BOopl), ASTHihn (CFDC # 3% (30%), BAT
HOopl), &M% A 4 (CFDC# 0%, BAT ¥4
1 (8.2%)]“(‘%0?:0 %P, EEZLEIEHIL CFDC
HT16l (FS AT IF—¥ LA 16, BAT#
T56 (TADAERIKE,
SMEAE, MUMEMEY 3 v 7 £ 14, ﬁ%%]”'l‘ﬁz?’
R=T A, W X OREE RS 6 125
D H N7, TG IRIZ Wz o 22 BITER X, CFDC
BT3B BB, NI UATIF—YIE, EE
#1460, BAT#HT26 (757147 F%F 2 — KK,
TADPAERIKE £16) 1ZRD 5Nz, TS
Wizo 72BN, BAT BEC 1 BI(REMET > F—
TA, AR X A E R A
CFDC BT3B SN 72 (Table 3)6

BT RS T o 2L L 1x CFDC B T
337% (34/101 %), BAT ¥ T 184% (9/49 i) T

B o 72, BB DN X Acinetobacter J&, P. aerug-

inosa B X " K. pneumoniae ® 3 & i T 9 #H T
o, WHIETHRIZBW T, CFDC #: Tl
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a Clinical outcomes
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A. baumannii P. aeruginosa

b Microbiological outcomes

u Clinical cure Clinical failure Indeterminate

80 37
a7 42

70 60 58 60

100
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o
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]

CFDC BAT CFDC BAT
(n=37) (n=17) | (n=12) (n=10)

A. baumannii

P. aeruginosa

Fig. 2. Clinical and microbiological outcomes according to baseline carbapenem-resistant pathogen

Table 3. Summary of drug-related treatment-emergent adverse events

Cefiderocol BAT
System Organ Class Preferred Term -~ B
(N=101) (N =49)
Drug-related TEAEs 15 (14.9%) 11(22.4%)
Alanine aminotransferase increased 3(3.0%) 0
Aspartate aminotransferase increased 3(3.0%) 0
Acute kidney disorder 0 4(8.2%)
Patients with drug-related AEs leading to discontinuation of the study drug 3(3.0%) 2 (4.1%)
Pyrexia 1 (1.0%) 0
Anaphylactic reaction 0 1(2.0%)
Transaminases increased 1(1.0%) 0
Status epilepticus 0 1(2.0%)
Drug eruption 1(1.0%) 0
Data are n (%).

BAT: best available therapy, TEAE: treatment-emergent adverse event, AE: adverse event.
Patients could have experienced > 1 drug-related TEAEs. Patients could have experienced >1 drug-related

AE leading to discontinuation.

Table 4. All-cause mortality at the end of study by most
frequent baseline pathogen in the safety popula-

tion
Cefiderocol BAT

(N=101) (N=49)

Acinetobacter spp. * 21/42 (50%) 3/17 (18%)
Acinetobacter baumannii 19/39 (49%) 3/17 (18%)
Klebsiella pneumoniae 8/34 (24%) 4/16 (25%)
without Acinetobacter spp. 6/28 (21%) 4/15 (27%)
Pseudomonas aeruginosa 6/17 (35%) 2/12 (17%)

without Acinetobacter spp.
Escherichia coli

2/11(18%)  2/11 (18%)
1/6 (17%)  0/3
without Acinetobacter spp. 0/3 0/1
4/5(80%)  NA
2/3(67%)  NA

Stenotrophomonas maltophilia
without Acinetobacter spp.

Data are n/N (%).

NA: not available, BAT: best available therapy.

*Includes Acinetobacter baumannii (in 39 patients assigned to
cefiderocol and 17 assigned to best available therapy), Acineto-
bacter nosocomialis (in two patients assigned to cefiderocol),
and Acinetobacter radioresistens (in one patient assigned to ce-
fiderocol).
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YefiE B 12 BT BT HE N
fHITAFRD 572 (Table 4) o
ARAERCIEERRAD R & M RN R K & e
ﬁ&wu%##b%f,ﬁmcﬁﬁﬁﬂﬁ%tg

m@m#Wb%htﬁ,%@ﬂmmowfu%
%c:ci&o’cw&wo FETBIZBE T 5 58 = HHE
\%@%mvu,amcﬁwwr%uwaw>&
BAT B0 444% (4/9 B1) 137 5 L BaVER BEGLE DL
NOBFERIZE VT L2 EHES R TV D,
mvz%4v7@ﬁ%?w%mwf,Mi@%ﬁ
DFRIHEEL G2 ) A ERKET CHEL-2ER
%t%@%%ﬁﬁbtﬁ,wfﬂ@%%@%f%%
# L CH CFDCHTBATH L D d &L THE
A WCEIIZZED 59, WEGHE TAR S 27
KL CZROZEDF K % HLH 3 % BRI RE S
Lol

Acinetobacter )& &4z
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BRI Esnero/zb o0, CFDC &
TEIENFL T HANE D - 72 Acinetobacter J& JEGLIE
&% (CFDC # : 42 f], BAT B 17 61) 12 R %
LTMmHOBEEREMRET S &, STk 72138
131 HUWIZ Y a v s AN -EEE, T~
T AL ICEFEREBEZEICEEL T 2HAE D
CFDC HEIZBWTE L (FNZFN26% 3 6%, 81%
X 47%), BEIFEEIZFETS ) A 27 258 B )5S CFDC
BICEIVMF SN AR EINSz, T2, —i%
A9 IRl 2R C Ud 48~72 BRI LANIZFE TS 2340
ESNDEIEDBE IR SND Z DL, E
BRI o 72T A Y CThHARBTIIINS DA
FHIIBRA e Ts o7, BREH3IHE ETIIRT
T AR H B EFELE O A EHFINZ, €
D720, REESH4HBE2S 28 HH DM OAILH
FELEEHY CFDC & 21% (217101 #), BAT # 18%
(9749 1) LR & e b o7ehs, WERH (3
HHET) IZBWTIZ4% (4/101 #1) & 0% TH-
722 enn b, FHmREOEIN KT O R TITEERE
DORIFCZEZE L 2EHNPTE T aro/zl L
WEZ SNz WHRERT2HIE, 77 BRI
K% b OPUR L 2 ARER OB E DL B L
7oL O FRHE D (KRR S IREEC
ZERSNT) REVPEEL-ZLbFEZ N,

KEEMEESF (FDA) B & ORRIHEE S o T
(EMA) 12 & 2 ARFEABRICT, 2R T
ROFAD 95% FHEIXH b FIHE SN 7/27%, BAT#HE L
OMIZEBERETRD LN D o7 (FEHRBI,
HARTOIEFKEHFEA TIEX, CREDIBLE-CR #t5#
\ZB1F % CFDC #ECTEIERFE 13 255 W EH 7] A5 72
D HNTZHHIZOWT, FOREIEAMETIE 2 < H
FEWRRY) THAMEEIIEETERVWE L) 2
T, MEER 2 S B VSR AT Acinetobac-
ter BT 5 —EDEMEITRIE I N TV D L&
i S,

INHLOEFIZEY, BERGEER ITERKRICE
T % CFDC $2 5-Ff © 3B -3 B8 & U Acinetobacter
RS B HEMEZOWTH] & 5 & 15 & IUE L,
Bz WS S N7zB2IE, Y R
WAEMtT 2 2L Lo T b,

. ZODEEREEN

CREDIBLE-CR #BRIZ oW Tid, BEOFEA%M

P ROME L H Y, WLV — T LS9 6 O

DHIZ A. baumannii G EE DO TRDO R S HA
FTUMPEIZL 2 DD TIER VR E W) MERDH L™,
AT UM E L, PIREZ G LB SHEL
TR DIESZMEHER T Z OPIR I EELZ R T D OO,
EHBAT 70 7 7 4 VIC X DR T2 b2
LV AZDEMPBEINDL L VWHIBRTHD?,
A. baumannii 753V A F 2 1Zxf L TAT Ok %
AL ME SN TWEY, KEDOY a -V 7
M BT B FrEURGeiE 70 7 5 A TIUE S N2 BER
SHERRIC BT, BEEER LTI VN A
i 27 5 ABEPER 013 & A & CFDC 12 J& M & H)
EINTWZIZ b ET, AT uiiftkofZiEl
7o M & & L % Population analysis profiling
(PAP) 12X AT aifEsiii s Tsh, N7
i DM ER I RS Acinetobacter J& TEiA - 72
ZEDHE XN TWwWS”, CREDIBLE-CR itl&ic B
V5 7 VSR A AT A, baumannii & ge B 38
Bl OIGH BRI S B S 7z bkiz L TH RIS
PAPICX DRI L7-& 2 A, 47% (18 Bl) OFEA
CFDCIZM ¥ 2 AT aiftkd ) S 7z, L
ML, ~NTUldtEx A3 5 B8 OBRKRNHERSRIEZ
ITHRVEZE LD 5 (833% X 35.0%), FEL=E
3K 5 72 (222% 3§ 75.0%) "o L72H5> T, A. bau-
mannii (¥ CEDC 12k} L TAT Tl A S L7205,
AT T O A L BRERG OMBIIER S Tw
e\

T 72, BIERF ICOWT, RIFHE (Early As-
sessment : EA) I, G T (End of Treatment :
EOT) B, TOC W & fERMICHE AR E RS
X ORRIRERIE %2 57l L 72 FRIBT OMEDVH 57,
Wi o B 1E, CFDC # T 2561, BAT# T 13
BITH > 70 4rBERRIZ CFDC HET 2T BRIE D, 9
% 15 #k2% Enterobacterales T&H V), 12 ¥:4S A. bau-
mannii T o7z BATH TIX I5HASELN, 9
% 7 ¥k7% Enterobacterales, 6 4% A. baumannii, 2
¥&AS P. aeruginosa T o 72 EA Bl 1 2 09 B
0213 CFDC #£T 720% (18/25 ), BAT #T
69.2% (9/13 ) &, % < ORBETIHERIE, S 3~
4 HLAWIZHE DS L7z EA RO IRRIGRE /L%
13 CFDC #C 64.0% (16/25 1), BAT #C 30.8%
(4/1381) THo7z F72, EOT K& TOC K
BRI EE I 213 CFDC BTN 600% (15/
25 %11), 44.0% (11/25 f51), BAT Bl d 46.2%
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Table 5. Clinical cure, microbiological eradication, and all-cause mortality at day 28 in infections caused by metallo-
[f-lactamase-producing bacteria in the CREDIBLE-CR study

Clinical cure at TOC Eradication at EOT All-cause mortality at day 28
Cefiderocol BAT Cefiderocol BAT Cefiderocol BAT
(N=16) (N=7) (N=16) (N=7) (N=16) (N=7)

Overall 75.0 (12/16)  28.6 (2/7) 62.5(10/16)  14.3(1/7) 6.3 (1/16) 57.1(4/7)
Types of infection

Pneumonia 83.3 (5/6) 33.3(1/3) 33.3(2/6) 0(0/3) 16.7 (1/6) 33.3(1/3)

Other 70.0 (7/10) 25.0 (1/4) 80.0 (8/10) 25.0 (1/4) 0(0/10) 75.0 (3/4)
MBL type

NDM 60.0 (6/10) 200 (1/5%)  70.0(7/10) 0(0/5%)  10.0(1/10) 60.0 (3/5%)

Non-NDM 100 (6/6) 333(1/3*%)  50.0(3/6) 33.3(1/3%) 0(0/6) 33.3(1/3%)
Pathogen type

Enterobacterales 80.0 (8/10) 0(0/4) 70.0 (7/10) 0(0/4) 10.0 (1/10) 75.0 (3/4)

Non-fermenters 66.7 (4/6) 66.7 (2/3) 50.0 (3/6) 33.3(1/3) 0(0/6) 33.3(1/3)

Data shown are % (n/N) or % (n/N’), where N is the total number of patients in the treatment arm and N’ is the total

number of patients within the sub-category.
*One isolate expressed an NDM and an IMP-62 MBL.

TOC: test of cure, EOT: end of treatment, MBL: metallo--lactamase, NDM: New Delhi metallo-/-lactamase
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e CTHh o 7L 7 BITH Y, [FE S I72HRIEH

BARMEFEREFZRMES Vol 73 S

13§ X T K pneumoniae T& » 720 9 B 3k IZ
NDM-1 H VN RA T =¥ & & D12 OXA48
HWINRAT—CHBIEFOWRALTEBY, 72, ¢
RTOMPEHFEREILER -7 75y ~v—F
(ESBL) s#fxT 3 X O original spectrum -7 7 %
~—+¥ (OSBL) #IzT &AL Tz, 1%k
E T RTCO5EEMRIL meropenem (2% L T B4
(wAFEFHEIEREE [MIC] > 8ug/mL) /R L
720 T 6 51T CFDC ASH.F T G-, 7 i
5 175 TOC &FAififke |2 BR R B9 TG & BT S, 42
A28 HEIZAEFL Tz,

PLEo X 912, CREDIBLE-CR # 5% T3 CFDC
DOLEEMNE LU EOWMEIZN T 2 HREITE2 &0
TCFDCO AR EP MR SN TWwbB, — /T,
CFDC 25#¢5- S N7 BB D O B S WD 9
5, 11#) (138%) > oMl sz 11 RICDOWT
CFDC #5-H & 7213 3% G-t O B AR T 25 &
NTW5%, 11RO 5 5 9 #kiE CFDC » MIC %% 4
BEU LD EAEZR L. LAL, 2OIKDH L6
o MIC (&, EH%L CLSIDED L EE7 L
A4 7KA Y FMIC =4 ug/mLLUTFTHY, CFDC
O R L TWize 2O IO D B S HRIE
BePE g8 g % (A, baumannii © 3 ¥, K. pneumo-
niae : 28k, P. aeruginosa : 2 ¥k, S. maltophilia :
LER) TH D, FRY O 1 BRI HENE IR B B B
I3k @ P aeruginosa T& o 720 9D 9 H 3 &)
BT — & DI FECTH - 72 6 Blic DWW, IiE



[#a5%) Cefiderocol ¢ CREDIBLE-CR &

HC MIC DLz sfEi i 2 HEde L T AR (%ET
> MIC) #SMIC @ 4 f5 Db EE T d 5 100%T
> 4xMIC 28R & LT\ 72 (Cmin i : 7.3~517
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Phase III clinical trial of cefiderocol in patients with
carbapenem-resistant Gram-negative bacterial infections
(CREDIBLE-CR Study)

Yoshihito Niki’, Katsunori Yanagihara”, Hiroshige Mikamo’ and Yohei Doi’

" School of Medicine, Showa University, 1-5-8 Hatanodai, Shinagawa-ku, Tokyo, Japan

? Department of Laboratory Medicine, Nagasaki University

¥ Department of Clinical Infectious Diseases, Aichi Medical University

Y Departments of Microbiology and Infectious Diseases, Fujita Health University, School of Medicine

The CREDIBLE-CR study was conducted as open-label, multicentre, parallel-group, pathogen-focused,
descriptive, phase III study for cefiderocol (CFDC) and best available therapy (BAT). Of the 150 patients
enrolled, 101 were assigned to the CFDC group and 49 to the BAT group. Sixty-seven patients (45%) had
nosocomial pneumonia, 47 (31%) had a bloodstream infection or sepsis, and 36 (24%) had a complicated uri-
nary tract infection. Carbapenem-resistant bacteria were isolated from 118 patients (80 in the CFDC group
and 38 in the BAT group), and the most common species were Acinetobacter baumannii (54 patients
[46%)]), Klebsiella pneumoniae (39 patients [33%]), and Pseudomonas aeruginosa (22 patients [19%]).

In the nosocomial pneumonia group, a clinical cure was achieved in 50.0% of the patients in the CFDC
group and 52.6% of the patients in the BAT group. In the bloodstream infections or sepsis group, 43.5% in
the CFDC group and 42.9% in the BAT group were cured. In the complicated urinary tract infection
group, microbiological eradication was achieved in 52.9% in the CFDC group and 20.0% in the BAT group.
CFDC demonstrated favorable clinical and microbiological effects regardless of the species of bacteria.

On the other hand, the all-cause mortality rate at the end of the study was higher in the CFDC group
(33.7%) than in the BAT group (18.4%), and this finding may have been influenced by the fact that there
were more deaths among the patients with Acinetobacter infections. However, post-hoc analyses have not
revealed any definitive causes for the higher mortality rate in the CFDC group, including any differences
in patient background or presence of heteroresistance.

Overall, the CREDIBLE-CR study confirmed the efficacy and safety of CFDC in the treatment of infec-
tions caused by carbapenem-resistant Gram-negative bacteria, including OXA-48-producing strains and
MBL-producing strains.
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