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R DOREBIN G EEIE > A T LEFIRAT 58 LW EE TH S cefiderocol (CFDO) (&, BIFOHE
R ZRT V5 LRERICK SRBREEICHREZRT T EHE IS XUE I 8ER CHERT N, KX
KBKUBERICEVTERENTWVNS, FRHETIEE I BEKUE I HBRBR CHRRMEI R INT
WEOWEMIDRGEY, NES LURHRRETDEREBICHT S CFDC DFERAREIC DOV CEFIRE %+
IDTHBN T B,

NEABTREENRE Lz PEDI-CEFI EBRICH WV TIE CFDC DRIFLGABMI ORI, AL
FEEFOEY M RERBE TEREERT 5ODEEE LT, #HE 34 kg REBOAEFITHK L TIE1
[ 60 mg/kg, 1AE 34 kg LU EDFEFICHF L TIE 1B 2 g #LVFNE 8 BRI T & 1T 3 BE AT TUBR
532cEhREEEZ SN

BIMREETORE L LT, AARBRALR (ECMO) (ZIEROEMBNREICHESR 5 X BATREMD
HBH, CFDCIEEBNDREREDFEN W EHRESN, BAERINHE - BEEEIGTES
EEZ BN, —AT, BHEmMREESENR (CHDF) #1750 TVWSEETIE, BEDEREFEBMES LU
MEILKYIVT IV ALEEL CFDCOBBRENMET TSI LE2ER L CHEZRET HLENDH S,

PIREIRRRAREIC S LTI, CFDC DBERPADBITHREETNTE Y, ZOEMENREEINT
W%, BRRRFYEICE VT, B FRICELERTBE CT R GERRMRZ T CE SMEZE L LT meropenem
DNDBIRBEOBEL ENTLSD, CFDC D TFAENDRSENE, RIRREORIEEEICDOV TR +27%
T2V, EEEEERRREICH LTk, CFDCARBELUBRICTAEEEEZE DT EN
WETNTHY, BAMDRETNTVS, RRALEEICS TS LHITIEREIC K B BEREICH LT,
CFDCICE W E L BRI RESTN TV S, LKL, CFDCEBIRTHERTNEDL, tOREEEH
RAIRNEMTDOWTIIERDMEONTULGELY,

CFDC IE VIR LT IC K 5 RERMED#EIGEE LTWED, BETHO/NBEERLE < D
BlEREH S, CFDC DNERRERENDBERILALSRFEI NS, £z, ECMO © CHDF HETEER & DN
HRETOEREYL, BNBSLUE N BER CERERMRSBHENTOLEORRGER, & EER
BEHERG EDRBRREAEICE WL TH, CFDCHERERER SRV BR T EHNTRBENTWL S,

Key words: cefiderocol, Gram-negative bacteria, antimicrobial resistance, child dose, dialysis
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IE L&l

Cefiderocol (CFDC) &, B @ BEENAY 70 #k %
VAT LAEFBATAHLVHRETH DY, BFD
PURSE I 2 7R3 77 AW L CiitEE A
TLIEDNHREINTWAEY, I AEHRIZE S
TEMEVE R B A B 2 R & L7256 TTAHBBR T
& % APEKS-cUTI i B% T 1 & H = imipenem/
cilastatin 1% 9 % JEL M AMGE S 4727 45 TITAH
B TH H APEKSNP U5k TIEARERAY 70 PLIE 3896
WAIRTUE D 7 7 AR X 2 BEAAT 285 % 0
Sk L, &M &EF S O meropenem (MEPM)
AT B IELHEAMGE S /2" S50, BITH
A% CTdH 5 CREDIBLE-CR iBE T, &V /3~X A
LHPES T DR £ 2 BHEE IR B S, 3T
JEGeE/ MUfiE, BENIGE 2R3 % CFDC o F®)E
EBEMEDPHER I NI,

=T, AREFLHIXER N TR (extracor-
poreal membrane oxygenation : ECMO) 3 X OV#
f¢ I % 3% 3 & AT (continuous hemodiafiltration :
CHDF) 7 & BRI A H L T 2 iR 22 &,
— R Y B HE (pharmacokinetics : PK) 2§52
NhbLEZOLNDEHIZBITS CFDC O E#fk
SEEWS IR > TR, F72, PR R
(central nervous system : CNS), R, &, B & O°
FZ 8 ML 0 & GeiE T UL, CFDC DM~ D47
DR ENTB ST CFDC OFEHER 72 & Tl
THTHALUNREELEZEZOND, EHIT, RIESE
REEIZH 2 BH I L C CFDC MW RETH 5
M EHEER R BB 2B A CFDC %L L O
BRI S 22> T,

AT, B B L O T HHERT
T HGET SN TV WML OEGHER, /NI
BIRREDFEBNZ R 5 CFDC O FEREIZ DOV T
IS %0
. /NRIZBTF ST T LRERBRIES LU CFDC
LRI

H#H AR B B (World Health Organization :
WHO) OHEEFTIE, 1990 4225 2021 120215 C,
SEFNM MR RS 12 £ 2B 5 R o/NE T
50% LLEGA L7z & ENTWBHY, —FTHid i
RN Z S T/NRIC BT 2 SR 7 7 AR
BYIEDEREDS LA L TwB b MEIhTw

5700 INRO T T AR ERGE G IS BT ST
SDREIRNTE T v 23 % <, F/ARICHRT
ELHBIMREDORFE L EA TV VOPHIRTH
o HARTYH, HIEZIZBIF LB IMP & A voN
NAR—VHEET T ABEREGSEF O 5B O 9 5
LBIDFHE L7 L DMENRH DY, FHROES IS
RO IR T EOMEDPEEN TV 5,

WAE, CFDC IZEMAA TR AIZDOAKE ST
VDA, /RO CEDC EH B AW { D 2y &
NTWb, NEBEDPSHBES NI 7 T AR
x4 % CFDC @ in vitro {13 BN E#E T Ot
LRBETH DY, INHLORMNE ST 2, CFDC D
INEADEH R E 2 BET <<, NBEREIC BT
% CFDC i H = & B M 2 Miat 3 5 720 12w
COPDOFHRDPIRA THATHTH S, NEIZBIT S
PK, Ze&MBLOREME MRS S22 HWIZ,
KEZ L E L7237 H~18 i Al o IR % 5%
Yefie, BENRige, N TIPIRZRBE Sl 2% % xR & L7z
& (Clinical Trials.gov ID : NCT04215991) %, 4=
%3 7 AR O/NEZ R e U723 (Clinical Tri-
als.gov ID : NCT06086626) 7 &h3 % 75, A#H
T3 2024 4F 12 H [ sl 328 55 & v 72 PEDI-CEFI
B (ClinicalTrials.gov ID : NCT04335539) @ P4
BT 5%,

PEDI-CEFI ikBRI3 £ ik 3L 55 ILHHABRTH b,
WM - 7 2T RIS BT B AR 3 A ~18 i A b
DT T KEWRIC X B EAATER F 72135 b, 1
W R PUR B OB & 2 72 /NB A B B 53 Bl %
512, CFDC HalB L O R G- 0 PK, %4
P, AEMEZEHE L 23R TH 5. CFDC D45
IIAE EBFREBICEDOWTHRESN, Wb 8k
M & 3 M2 T ridE#iFE L7z (Table 1)o

B2 5% 1T o 72 24 B O 4 O Hh LA 1L 6.2 7%
(#ipH : 0.3~158 %), NAEFG %17 - 7229 BTl
53 7% (#iPH : 04~1197%) Tdh o720 NAEILG-HE
BT A2 HEGHEoRIiEiE 80 H (FFH : 2~15
H) T, 86.2% %% CFDC 5~14 HE OE# % T 720
CFDC oMHigE 7 a7 7 4 VIZBWT, ¥—7
WFE L E Z BN D 3R O SR T ORI
FEIL, HE¥G5#T727~971 ug/mL, KiEHES
#ECTIE 888~1060 ug/mL TH Y, MAIZBITS3
FEf O B 5O Cmax & A TH - 720 T 72,
A GHECTIEROSER O b7 7iRELEZ bR
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Table 1.

renal function or mild renal impairment) and multiple-dose phases (all renal function groups)

Planned dosing schedule for cefiderocol in pediatric patients in the single-dose phase (patients with normal

Dose
Body weight Body weight
>34kg <34kg
Single-dose phase
Normal renal function or mild renal function impairment (eGFR >90 mL/min/1.73 m? 2,000 mg 60 mg/kg™*
or eGFR 60 to <90 mL/min/1.73 m?)
Multiple-dose phase (q8h)
Normal renal function or mild renal function impairment (eGFR >90 mL/min/1.73 m? 2,000 mg 60 mg/kg™
or eGFR 60 to <90 mL/min/1.73 m?)
Moderate renal function impairment (eGFR 30 to <60 mL/min/1.73 m?) 1,500 mg 45 mg/kg*
Severe renal function impairment (eGFR 15 to <30 mL/min/1.73 m?) 1,000 mg 30 mg/kg*

*The maximum dose of cefiderocol should not exceed 2,000 mg
eGFR, estimated glomerular filtration rate; q8h, every 8 hours.

Table 2. PEDI-CEFI study: safety in pediatric patients receiving a single dose or multiple doses of cefiderocol

System Organ Class, n (%)

Single dose (n =24) Multiple doses (n = 29)

Patients with any TEAEs*
Blood and lymphatic system disorders
Cardiac disorders
Congenital, familial and genetic disorders
Gastrointestinal disorders

General disorders and administration-site conditions

Infections and infestations™ *

Investigations

Product issues

Renal and urinary disorders

Respiratory, thoracic and mediastinal disorders

5(20.8) 7(24.1)
1(4.2) 1(34)
1(4.2) 0
1(4.2) 0
4(16.7) 0
1(4.2) 0
1(4.2) 4(138
1(4.2) 1(34)
1(4.2) 0
0 2(6.9)
0 1(34)

*TEAEs, treatment-emergent adverse events
**In each group, one patient had two infections.

Five patients experienced 12 TEAEs in the single-dose group and 7 patients experienced 10 TEAEs in the multi-

ple-dose group.

% 155 8 e[ 14 O AT PIg i B, B 5% T
786~10.8 pg/mL, FAEHG-%T 964~181 ug/mL
Thh, HGMMEE L CEMET T LBERE O K
W7 VLA 7 RA Y & BRSSO 25 KRR
DHEFES LT W, eds, ARRBRIC L Y HAlP 58
256 (12fF), RE#EGHCTHE 1017 ofFE
HEPHE EN2H (Table 2), EREEIIVWIND
BEFZIIPEETH Y, ERICHE LT H
1id 7 2o 720 BMENC L Y /ANEICKF 5 CFDC
PEMIIBIFTH D Z EDHEREN, BA LS

@Auc%ém?étb@mzktf,%ﬁ%xg
K OFEFNZ R L Tid 181 60 mg/kg, A 34 kg
VEOJEBNICHLTIE1IH2g 2w d ST

I3 TRIEE G T A I P RBEER D
N7zo MREZIZBWTLH CFDC I AMIZZ

BARMEFEREFZRMES Vol 73 S

FITPED & O H VSR AT 7 S5 A e e
DOFPPFE 70 % 2 L ATRIBE LT,
INRTOFER 7 CEDC fERER & LT, HlE N
%5, ECMO 25617 s S Tw b (Table 3),
Funiciello & (& colistin (CL) & CFDC @ & 12 &%
MERT VIME X ¥ 0-p-5 7 ¥ v~ —+ (MBL)
AR Z ATt 14 Pseudomonas aeruginosa (2 & 5 i
Wi 98 % 589 L 72 7L LT, CFDC 12 & % B
AT o 7R, HEHRII L MEWENCER T
HotzZ ExE L TWwAHY, CFDC OB REDIE
71% (pharmacodynamics : PD) /85 x—% L LT
FEIRE N T B fCmin/ /NS LRI (MIC) Jie
W, M o BB I L CREIR 55 720
AP ETHIITEM, 1D 4R THI iﬁ@im
EDHED D H DN, KIETIZ 253 TH Y, /MR



[$857) /NBH KO HEEICHIF B cefiderocol DIEFIERE

Table 3. Case reports of pediatric patients treated with cefiderocol

Main types of ~ Results

Reference/ . infection/ Clinical/ .
. Patients . . . K Clinical Course
countries Main causative Microbio-
organism logic

FunicielloE, A 1-month- Meningoen- Cured/ The patient was admitted with progressive neurological symptoms two weeks
etal. 2023/ old infant cephalitis Culture-  after being diagnosed as having P. aeruginosa meningitis, and was started on
Italy negative  empirical broad-spectrum antimicrobial treatment with IV VCM (15 mg/kg

P. aeruginosa q6h), AMK (15 mg/kg q24h) and MEPM (30 mg/kg q6h). On day 9, CSF culture

isolated VIM MBL-producing P. aeruginosa that was only susceptible to CL
and CFDC. AMK was substituted with IV CL combined with AZT, due to their
in vitro synergistic activity. On day 18, because of radiological worsening, the
treatment was switched to CFDC (60 mg/kg by 3-h intravenous infusion q8h.
CFDC treatment was continued for 8 weeks without event, with progressive
improvement of the findings on MR images, and eventually, negative results
of CSF culture. At 30 months after completion of the antibiotic therapy, CSF
cultures remain negative and the patient is in good general condition.

Mercadante  An 8-month- VAP and BI Cured/ The patient was admitted for respiratory failure complicating viral bronchiol-

S,etal. 2023  old girl under Culture- itis, and required ECMO and CHDF. Stool culture revealed colonization by
15/ Albania ECMO and P. aeruginosa  negative  VIM MBL-producing P. aeruginosa. She was identified as having VAP and her
CHDF bronchoalveolar lavage (BAL) fluid culture showed a high bacterial load of

VIM MBL-producing P. aeruginosa resistant to MEPM (MIC >16 ug/mL) and
AVI/CAZ (MIC>16/4 ug/mL), intermediate susceptibility to AZT (MIC=1
ug/mL), and susceptibility to AMK (MIC=8 ug/mL) and CL (MIC=1 ug/
mL). Therefore, she was promptly started on combined therapy with AVI/
CAZ (50 mg/kg q8h) plus AZT (120 mg/kg/day) in 3 divided doses adminis-
tered q8h. Subsequently, blood and BAL fluid cultures isolated an AZT-resis-
tant strain (MIC=32 ug/mL). Therefore, the combination therapy was
switched to CFDC, because the strain was demonstrated as being susceptible
to CFDC (MIC =1 ug/mL). After 14 days of CFDC therapy, all cultures turned
negative. No adverse effects were observed during the treatment. The patient
was discharged from the pediatric ICU after 27 days of hospitalization, and
did not need readmission for at least the subsequent 28 days. Three months
after discharge, the patient was in good clinical condition.

KoiralaA,et A female neo- VAP Improved/ The neonate developed VAP at 21 days of life and was started on treatment
al. 202319/ nate born at NR with a corticosteroid, VCM and CAZ, but failed to show improvement. Spu-
Australia 21 days of life S. maltophilia tum cultures grew S. maltophilia resistant to ST, CPFX and CAZ, and poten-
(gestational tially susceptible to CFDC. In view of the worsening respiratory and hemody-
age: 26 weeks namic status, the antibiotic treatment was switched to CFDC monotherapy at
6 days) 30 mg/kg/dose administered q8h. Within 72 hours of the start of CFDC ad-

ministration, the patient was successfully extubated to variable-flow continu-
ous positive airway pressure ventilation and continued to show clinical im-
provement.

1V, intravenous; CSF, cerebrospinal fluid; ECMO, extracorporeal membrane oxygenation; CHDF, continuous hemodiafiltration; MBL,
metallo-ff-lactamase; VAP, ventilator-associated pneumonia; BI, bloodstream infection; MIC, minimum inhibitory concentration; ICU,
intensive care unit: VCM, vancomycin; AMK, amikacin; MEPM, meropenem; CL, colistin; AZT, aztreonam; CFDC, cefiderocol; AVI/CAZ,
avibactam/ceftazidime; CAZ, ceftazidime; ST, sulfamethoxazole/trimethoprim; CPFX, ciprofloxacin

BEIT 5 11 60 mg/kg 8 BEfl] & & #5511 Z it VIM 8 MBL B4 P. aeruginosa (2 & % A
75 CNS WUIBEGE 126 LT H @Y T o 72 & k< Tz B AT 2512 CFDC 24 5- L, 3% L 72 4E
T3, MEHEA~DRERIT695% TH Y, BA BlAHE LT3, REMIZECMOEAB LD
THESNME (10%) L0 bEro728%, EEE CHDF ffTHCH o 724, NEEMZ R E LT
BRIRAGICE R IREECTH 1, MBI P 0% MR EIND M T L OG- L T X U ASERS 7,
Do 722 E DR TH S L FHIZHEE L T» MR b 71X 51.39 mg/L Td 1), Cmin/MIC
A9, W4 EEZER L Tz EFER TG L TV,
Mercadante 5 12428 7 H O & WIZFHE L 72, Koirala 51, #2686 H THAL, AL
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fAEMAL T B2s, %21 H HIZ AL
FRBEN 2 % SSE L 72726, CFDC % #845- L 72
Bl e LTw5Y, KIEFNL, 40, BITEREA
7104 F, vancomycin (VCM), ceftazidime (CAZ)
DYEDRME SN2, RBIZYGE L otz 1
PR HE BT,
#] (ST &%), ciprofloxacin, CAZ (2Tt @ Stenotro-
phomonas malophilia 75#tH &, CFDC 2 &%
Nd o2 & h 5 CFDC HA (118 30 mg/kg % 8
Wl = &) o505 b iz, CFDC #5- B 4 >
5 72 e DV, W) 2230 & o oy FE R IR 2~ D 72
Tslfee 2 1), ERIRWEED A b7z, BIfE, #r
ARDPPUHEOBRARIHAAN SN D Z L 131
AR, B OTEHED PK B &L UHRKER
T—=FNHIRENTWDH 720, CFDCIZBWTY
HAERICBIBHEHT— 7 LN TH I EIEE
PTHDH',

Il AENFERE A THH (extracorporeal membrane
oxygenation : ECMO) #E£&EEICHIT 5 BRPIE

ECMO 2 & 2 lit§RED K — b 2217 T2 &
TE, BHIMVER I & 2 BGE DFEER DTN &
PHYRILVEEE b OEE R G SND 2 &
W%\, Lr L, ECMO 3#% 5 & 1172 385%] o Al %
NOWHERLTTA IV TIL L BIMER R &0 5
PK /8T X — 4 2 BB S L0 HEMH 1), P
HEEHGEE 2O R WIS H 5,

Riera 513 SARS-CoV-2 EHHED 64 B 17, %
G = (intensive care unit : ICU) T ECMO %¢
% "W 12 MEPM, tazobactam/ceftolozane 3 £ OF
avibactam/ceftazidime (AVI/CAZ) i 14 P. aerug-
inosa & S. maltophilia 7% F & ERHAK 2 S H &
727:®, CFDCIZ & B e iTo72L 2HUFEL
72EE L Tw b, CEDC i3 ECMO A1~ 130 7%
ENE, M4 AL P oaeruginosa @ MIC % |
> TWw/zZ &h 5, CFDC id ECMO {BiFEFR O &
BTHoTHHEOHE: - AR TEsZ L%
RIELTW5Y,

Marin-Cerezuela 5%, ECMO 255 iER1 4 61 % &
O ERERGHEEE 10 %4 2 /512, CFDC OfE#EH
wCTHDH 12 g% 3EFHTTYERRH Z & 124k
L7z PK 2 #idi L T 5%, B & o i b B
CFDC #E£ 1L, fCmin 7% 252 ug/mL, fCmax 13 46.2
pg/mL Tdh ), ECMO =7 E# & I ECMO %%

sulfamethoxazole-trimethoprim &

BARMEFEREFZRMES Vol 73 S

BETINSOMHEIZEIRO SN o7z RIS
M35 PD/XT A =% & L C, ###E CFDC i
A MIC %z IR (FT>MIC) D5 b 12k
T5EE (BT>MIC) DHEZLEINTED, BED
FEE L BRERIE BT 5 0121,
100%fT>MIC, & 5\ 1% ICU E#H Tid 100%fT>
4xMIC % HIZEL 325 2 EDHFRHEINTWEY, &
DFREITB VT, TXTOEHEH 100%T >4 x
MIC Z#i L7-c Ei2& v, CFDC & ECMO [Al#%
NOWHENZ L DRER LW RSN, ECMO
PR L EERAYE R HE I B WO EIZT
R % 5 LR 5 MRS S HERF S T B L 3l
LTwb,

. FEGI&RIE®SEN (continuous hemodialysis
and filtration : CHDF) SBE&CHIT B RREAE

Kobic & I3 RBIFHE, KB AR4%24F L, CHDF
22T T BEDIFE - B O R R #2124
KM% P. aeruginosa (= & Alitiss, B X & HIim 1t
P. aeruginosa & VCM it 14 Enterococcus faecium
AR S IR D MEE IR (2R LT, A&z
Z CFDC % #5- L 724 % iy L T\ B0 AHES]
TIXBERBEIIEA L T e h o 7278, CFDC & MIC
4 pg/mL &7 LSRR THELRE X
Nc¥x5m (1H 15 g% 12K/ I &12#5) L1
b\ 1112 g % 8 & & 12# 5§ 5 kAN
ENTe TOMERE PK 57— 2o+ gHERE (3
ZbB, fT>MIC 8 ug/mL O A 98%) H3H+ 5
N7z —7T, BREEDVEF L TV ARED T TR
FuHEEBY ORGP EEN Y 32— arT
13 fT>MIC 8 ug/mL & 7 2HH[AS65% TH b,
BEIATDTH o2 EDRENTWVED, TD
SEBI RS Tk, CHDF % jii i o B E 5 123 L T
MWE 5T 28121k, MIC O EA, xR
&k, BEOERABERER L, RN 2 G O#IG
bR EER L) 2T, #ERGILDRIEH
TR EEPEGS L -0 TR G QBICE 4
T D LR T 57,

CFDC i, KED R F" | T CHDF &AM
DAL & o THESEHEATRIE S N/2HD T
DPLHHE TH % (Table 4)o Fouad & £, CHDF
BHEUAHLT, KEORMNLHFTOHED L
B BN EICHE - - Hm a5 L, 1o PK
Rt L7z ZOfER, MIC 8 ug/mL O W12k
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Table 4. Recommended dosage of cefiderocol for patients under-
going CHDF

Effluent flow rate* Recommended dosage of cefiderocol * *

2 L/hr or less 1.5 grams q12h

2.1to3L/hr 2 grams q12h

3.1to4L/hr 1.5 grams q8h
4.1 L/hr or greater 2 grams q8h

The dose of cefiderocol is based on the effluent flow rate in CHDF.
These recommendations are intended for the initial dose in patients
undergoing CHDF. Dosing regimens may need to be tailored based
on the residual renal function and patient’s clinical status.
*Ultrafiltrate flow rate for CVVH, dialysis flow rate for CVVHD, ul-
trafiltrate flow rate plus dialysis flow rate for CVWHDF

** Recommended US dosage for FETROJA

CHDF, continuous hemodiafiltration; CVVH, continuous venovenous
hemofiltration; CVVHD, continuous venovenous hemodialysis;

CVVHDF, continuous venovenous hemodiafiltration

LCHEMM A RET L7200 PD HIEMBTH 5
100%fT>MIC ZZE§ % & & 12, 4 AR
TRO LN EEOFBNICINE 5 2 L2 5,
EATHE TR T TRE S AR R OZ 41
MRERSINIZE L TWBEY, HRORBMNLETD
CHDF Jtif7H & B3 12 B> T CFDC OB §& & AYK
T 2ERND DD LEREET> T 5,
IV. HiR#EESR (central nervous system : CNS)
TR

% A ERA VRIS 31T B FATERAL B GAE D R b
D BEGE & FIRR IS RIS RG S RX&E TH B T 72,
I O H R FTRAEAE R T » FNAF T T Lz
ExBE|TEOKGHREI T RITNE R b %
Vo CFDC T & 4172 CNS J& 4L i 5l % Table 5
(7N

Bavaro 52 & % JU B SEAR % O T8I EB 2 5 43
B S 72 AT P, aeruginosa 12 & A CNS e
JEIZ BT, fosfomycin (FOM) & CFDC O i H
JEPEDIZR L 768", Colombo 5 12 & % KPC
T A VN A~ — XA Klebsiella pneumoniae |2
X BT R BN 2% 12 B\ T AVI/CAZ Tt Ak 12 %t
L CEZMTH % CFDC & ST & #) o ff F i i 12
L BEMPIHE SN TV BT, F72, Marcelo 5
V3 B BE JIE 5 U B 2 o VIM I MBL 7 4E P. aerugi-
nosa \Z & ARNE 412%F L, aztreonam (AZT) &
MRiEST & CL BEENTES 2 B L 72 b 0 0 AZT i
PERRARH S 72728, CFDC & CL O EHIRIES IS
)0 B2 C 3 MG L TR L 2ER 2 35 L7z,
REEFNL B H~D CFDC OFFTA L S 1, CNS

JEGL 2R 9 B CFDC DA RIMEATR S 7z?,

ZHIMPER 1 & 5 CNS BEARE 20§ 5 IGHRFED
BPUCKE L C, MBI M % a3 2 B S5 5
N5 EPMETH %o Sollima & 1%, Colombo™ &
B & U Marcelo 5% D #Hidi & & & CNS & GHE DR
12 CFDC 2 W72 5 B2 oW TH#HdE L, CFDC
D BEHRATERE 85% LHEE L T aDH S, il
ENTVBEIIMEILE L TR TIIZE > TEDS
DEPRKEVZELRIHEHLTVEY, TOERLE L
T, BREORIEDIEEE AT CFDC O CNS ~DizE
B2 5 2 EAURIE I LD,

V. ATRRKICK 2R

2023 4, KENC BV CEHAM M P. aeruginosa 12
HHRLANTREICEY, RHBIUORECE 05
BORBGEDFAE LRSI SMEE 2 o7z, ]
JRAHE I BT PR EREORE L, T~
EVEORE & O MEME Y Tdh Do P aeruginosa
WIEM A A L, iR ELETTRE 2 PR 3E1X MEPM
DHTH B,

Wang 5 1%, Sz A LERIC X % VIM &
MBL i A= P. aeruginosa HR 5 ¥ B 48 fl 12k L T
CFDC Rl EHEIZ X 2EH ATV, REIZINE -
725 O OIRERIEHN N 72 o 72 B & HE L Tn» Y,
F 72, Morelli &% CFDC O &I &M% R 3 £ H
fil 7 P. aeruginosa = & % flEE Bz 2% L ¢ CEDC
FUEEHEICIN 2 T imipenem JTARIC £ 2 3 MO
WaiTw», RIESEB X CEERBIZGEELZICD
PrbOTHNKTA2 & L2 HEL T»
5,
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Table 5. Case reports of central nervous system (CNS) infections treated with cefiderocol

Reference/

countries

Patient

Information™®

Results Clinical/
Microbiologic

Clinical Course

Bavaro DF, A 64-year-old man Cured/

etal. SSI Culture negative
202120/ P. aeruginosa
Italy

The patient underwent a right craniectomy with parietal bone excision and was start-
ed on broad-spectrum antimicrobial therapy (MEPM, GM, and VCM) while awaiting
the results of microbiological tests. After 15 days of IV antimicrobial treatment, he was
discharged from the hospital on oral CVA/AMPC. However, the bone culture later test-
ed positive for P. aeruginosa resistant to all the tested antimicrobials, except FOM and
CL. Therefore, targeted antimicrobial therapy was initiated with CL and FOM, but the
infection failed to resolve fully. As the isolate was susceptible to CFDC, the patient was
started on combined treatment with CFDC (6 g daily in 3 divided doses, each adminis-
tered by 3 hour IV infusion) and FOM, which led to rapid improvement and complete
resolution of the SSI. After completion of 14 days of antimicrobial therapy, the patient
was discharged without further antibiotic therapy. No adverse events related to CFDC
were reported, and there was no relapse of the infection until at least 30 days after dis-
charge.

Colombo F, A 44-year-old man Improved/

The patient was admitted with severe polytrauma sustained in a road traffic accident.
Colorectal screening swabs confirmed colonization with carbapenemase-producing K.
pneumoniae (CPKP). After the patient was transferred to a rehabilitation clinic, his
neurological status deteriorated, and he was started on empirical therapy with AVI/
CAZ, FOM, and LZD. After three days, a CSF culture grew CPKP that was resistant to
AVI/CAZ. Therefore, the antibiotic treatment was switched to CFDC (2 g administered
by 3-h IV infusion q6h) administered in combination with ST. After one week of CFDC
plus ST therapy, the CSF culture turned negative and the patient’s condition improved
steadily. The therapy was continued for another 14 days, with notable improvement in
the patient’s clinical as well as neurological condition.

etal. Post-surgical Culture-negative
202227/ meningitis

Italy K. pneumoniae

Marcelo C, A 63-year-old man Improved/

etal. Ventriculitis Culture-negative
202229/ P. aeruginosa

Spain

The patient developed an external CSF fistula and had a fever following a frontal crani-
otomy. The fever failed to respond to empirical antimicrobial therapy. VIM carbapene-
mase-producing P. aeruginosa susceptible to AZT and CL isolated from CSF cultures.
The patient was diagnosed as having secondary nosocomial ventriculitis, and the
treatment was then modified to include AZT and intrathecal CL. Due to in vitro resis-
tance to AZT and susceptibility to CFDC identified in subsequent CSF cultures, the
treatment was further switched to IV CL plus CFDC (2 g administered by 3-hour IV in-
fusion g6h). The patient showed clinical improvement with this treatment, and the
CSF cultures turned negative. IV CL was stopped, and CFDC was continued for 3 weeks
after the first sterile CSF culture. Until now, 3 months after completion of this treat-
ment, there has been no relapse of the infection.

* Patient background, main types of infection, main causative organism

SSI, surgical site infection; CSF, cerebrospinal fluid; IV, intravenous; MEPM, meropenem; GM, gentamicin; VCM, vancomycin; CVA/
AMPC, clavulanic acid/amoxicillin; FOM, fosfomycin; CL, colistin; CFDC, cefiderocol; AVI/CAZ, avibactam/ceftazidime; LZD, linezolid;

ST, sulfamethoxazole/trimethoprim; AZT, aztreonam
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Case reports of infections in immunocompromised patients treated with cefiderocol

Clinical Course

The patient developed bacteremia caused by ESBL-producing K. pneumoniae on day
8 after allogeneic HSCT. His fever persisted despite treatment with IPM/CS, and he
developed perineal cellulitis. On day 13, blood cultures grew DTR P. aeruginosa. He
was transferred to the ICU, and the antibiotic treatment was switched to CFDC plus
CL. CFDC was administered for 6 weeks (in combination with FOM and CL during
the first 4 weeks), with a favorable outcome. No side effects were recorded, and no
bacterial recurrence was observed until at least 6 months of follow-up.

The patient was hospitalized with a catheter-related infection caused by VIM-pro-
ducing DTR P. aeruginosa, resistant to all antibiotics except CL. The catheter was im-
mediately removed and the antibiotic treatment was switched to CFDC plus CL for
10 days, with rapid improvement of the clinical status and bacterial clearance. The
kidney function transiently deteriorated following the initiation of CL. Four months
later, despite chronic suppressive antibiotic therapy, the patient developed recurrent
DTR P. aeruginosa bacteremia, which was successfully treated with CFDC plus CL
administered for 14 days.

Table 6.
Main types of ~ Results
Reference/ . infection/ Clinical/
countries Patients Main causative Micro-
organism biologic
GrasJ,etal. Ab59-year- Perineal Cured/
20224/ oldman  necrotizing Culture-
France cellulitisand  negative
bacteremia
P. aeruginosa
A 56-year- Catheter- Cured/
oldman  related Culture-
bloodstream  negative,
infection then
recur-
P. aeruginosa  rence
ZappuloE, A 69-year- Pneumonia Died due
etal. old man to hema-
2022%9/Italy with acute S. maltophilia  tologic
myeloid disease/
leukemia Culture-
negative

The patient was admitted to the hematology ward for fever and respiratory failure
and was started on empirical treatment with IV MEPM 2 g q8h and TEIC 400 mg
q12h X 3 doses, followed by 400 mg q24h. Sputum culture isolated S. maltophilia, sen-
sitive only to CFDC [<0.5 mg/L]. Therefore, treatment was initiated with CFDC 2 g
q8h plus LVFX 500 mg daily. After 1 week of therapy, the patient’s respiratory condi-
tion improved. Culture samples obtained from the respiratory tract after 2 weeks
showed negative results for S. maltophilia. The patient was discharged from the hos-
pital after a total of 21 days of treatment with a CFDC-based regimen and full clinical
resolution of the infection. Until the follow-up visit at 2 weeks after discharge, there
was no evidence of relapse. Unfortunately, the patient died due to recurrence of his
hematologic disease the following month.

ESBL, extended spectrum f-lactamase; HSCT, hematopoietic stem cell transplantation; DTR, difficult-to-treat resistance; ICU, intensive

care unit; IV, intravenous; IPM/CS, imipenem/cilastatin; CFDC, cefiderocol; CL, colistin; FOM, fosfomycin; MEPM, meropenem; TEIC,
teicoplanin; LVFX, levofloxacin
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Use of cefiderocol in pediatric patients and specific populations
—Based on case reports—
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Cefiderocol (CFDC), a novel antimicrobial agent that utilizes the active iron transport system of bacte-
ria for cell entry, has been demonstrated in the phase II and phase III trials to be safe and effective in pa-
tients with infections caused by Gram-negative bacteria, including bacteria resistant to existing antimicro-
bial agents. This review focuses on case reports of infections that not included in these trials and the use
of CFDC in pediatric patients and special patient populations.

The PEDI-CEFI study confirmed favorable tolerability of CFDC in pediatric inpatients, and the dose
necessary to achieve an area under the concentration-time curve equivalent to that observed in adults
was identified as 60 mg/kg per dose for patients with a body weight of less than 34 kg and 2 g per dose
for patients with a body weight of 34 kg or over. The drug (both doses) was administered by intravenous
infusion over 3 hours at intervals of 8 hours.

Despite initial concerns that an extracorporeal membrane oxygenator might affect the pharmacokinet-
ics of CFDC, it has been confirmed that CFDC is not adsorbed onto the circuit and that it can be applied
at the approved dosages inpatients receiving extracorporeal membrane oxygenation. On the other hand,
inpatients undergoing continuous hemodiafiltration, dosage adjustments are necessary due to the variabil-
ity in clearance based on the patient’s residual renal function and blood flow rates, which may lead to a
decrease in exposure to CFDC.

CFDC has been shown to be effective for central nervous system infections, with proven penetration
into the cerebrospinal fluid. For ocular infections, meropenem is the only antibacterial agent that has been
shown until date to have the ability to penetrate the vitreous body and exert sufficient clinical efficacy, so
that other options were needed. However, there is currently insufficient data in regard to the ability of
CFDC to penetrate the vitreous body or the possibility of administration of CFDC in the form of eye
drops. For skin and soft tissue infections, CFDC has been reported to have the ability to penetrate the
skin and muscles, suggesting that it could be a useful treatment option for skin and soft tissue infections.
Furthermore, there are case reports of the efficacy of CFDC in immunocompromised patients with infec-
tions caused by multidrug-resistant bacteria. However, there is still no consensus on whether CFDC
should be used alone or in combination with other antibiotics, or on what the most suitable combination
regimen might be.

CFDC is indicated for infections caused by carbapenem-resistant bacteria, and evidence accumulated
from studies in pediatric populations and case reports presented here suggests that CFDC may be a use-
ful treatment agent in the following specific populations not included in the phase II and phase III trials.
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