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Table 2. Extent of exposure to, and compliance with, cefiderocol treatment in the single- and
INTRODUCTION multiple-dose phases (Safety population).
Cefid.eroco.l, a siderophore cgphalosporin, IS apprq\{ed in the USA fqr the treatment of aduI’F patients with complicated urihary Single-dose phase Multiple-dose phase
tract infections (cUTI), including acute pyelonephritis, hospital-acquired bacterial pneumonia (HABP), and ventilator-associated Cefiderocol + SOC Cefiderocol + SOC

bacterial pneumonia (VABP) [1]. In Europe, it is approved for the treatment of adults with Gram-negative bacterial infections C2 C3 C4  Overal C C2 C3 C4  Overall
N=5  N=2®> N=5  N=12 N=14 N=14 N=17 N=14  N=59

with Ilmltgd treatment options [2]. New antibiotics are urgently needed to treat paediatric multidrug-resistant Gram-negative n®% n@) nE) nC)  ne  n@®%  n@  n@)  n)
bacterial infections [3]. Extent of exposure, days?
Median 1.0 1.0 1.0 1.0 10.0 9.0 7.0 5.5 8.0
OBJECTIVES Minimum 1 1 1 1 4 5 1 2 1
. L : : : : : : Maxi 1 1 1 1 19 14 13 13 19
The safety, tolerability, and pharmacokinetic (PK) profile of cefiderocol were investigated in the APEKS-PEDI (Acinetobacter, Ext:)r(lltrr(])l:‘r(r;xposure, v el b (%)
Pseudomonas, Escherichia coli, Klebsiella, Stenotrophomonas - paediatric) study in hospitalised children aged 3 months to <18 1 5(100) 2(100) 5(100) 12 (100) 0 0 1(5.9) 0 1(1.7)
years with suspected or confirmed Gram-negative bacterial infections, who were also receiving standard-of-care (SOC) antibiotic 24 0 0 0 0 2(14.3) 0 2(11.8) 6429 10(16.9)
treatment for 5-14 days (ClinicalTrials.gov: NCT04215991). Prolonged administration (i.e., over 3 hours) was used to maximise the i_11i21 8 8 8 8 120((1234;) “ (300) - (32'4) i (507'1) 4625 gi?)
time antibiotic concentrations in plasma were above the minimum inhibitory concentration (MIC) of potential pathogens. 591 0 0 0 0 0 0 0 0 0
Total number of doses received
Median 1.0 1.0 1.0 1.0 30.0 27.0 21.0 16.5 24.0
METHODS Minimum 1 1 1 1 10 15 1 6 1
o Study design: multicentre, open-label, phase 1b-2 clinical study. Maximum 1 1 1 1 =i 40 B 37 il
C, cohort; SOC, standard of care. 2Extent of exposure to study drug (days) = round up to an integer of (the stop date and time (HH:MM) of the last
° Age cohorts: 1: 12—-<18 years, 2: 6—<12 years, 3. 2—<6 years, 4: 3 months—<2 years. dose — the start date and time (HH:MM) of the first dose / [60x60x24]). "Both patients in the single-dose phase in C3 had dosing errors.
e Non-randomised single-dose (SD) phase (Cohorts 2-4): one dose of cefiderocol was infused over 3 hours while patients Table 3. Pharmacokinetics of cefiderocol in the single- and multiple-dose phases (PKCS population).
received SOC antibiotics. Patients with suspected or documented Gram-negative infections were enrolled. Patients had Total cefiderocol concentration (ug/mL)
normal renal function or mild renal impairment and received cefiderocol 2000 mg (for body weight >34 kg) or 60 mg/kg Ge°met2§n';'|‘:?géf::'::::c CV %)
(for body weight <34 kg). C1 2 Cc3b C4b Overall
e Randomised (4:1) multiple-dose (MD) phase (Cohorts 1-4): cefiderocol (infused over 3 hours) was administered every I':'e alterstartofinusion 604 (3'\:;5‘)1 ned] NNiz NNj\S 604 (;';51)1 ned]
8 hours for 5-14 days in addition to SOC vs. SOC alone. Cefiderocol monotherapy was permitted if SOC antibiotics had not 3 h (end of infusion) 76.0 (14.9) [n=4] 3410 (0 [n=1]c  87.1(9.6) [n=4] 954 (52.7) [n=9]
been initiated by the time infection was confirmed as Gram-negative only. Only patients with cUTI, HABP, or VABP were 35h NA 53.4 (16.0) [n=4] NA NA 53.4 (16.0) [n=4]
enrolled. Patients had normal renal function or mild, moderate, or severe renal impairment (excluding patients with gﬂ(end of dosing interval 26762((2352'76))[51”:43]] B Eggg {23} > ggg; {:zg} 32(&3‘2 [[2211?]]
estimated glomerular filtration rate [eGFR] <15 mL/min/1.73 m2, or those with end-stage renal disease requiring DAY 3 or 4 e Multiple-dose phase e
haemodialysis or continuous venovenous haemofiltration). The dose of cefiderocol was adjusted for patients with moderate cie 2 c3® C4P Overall
. . . . . Time after start of infusion N=14 N=14 N=16 N=14 N=58
renal impairment to 1500 mg (for body weight >34 kg) or 45 mg/kg (for body weight <34 kg), or with severe renal Th 50.2 (74.4) [n=14] 54.5 (92.9) [n=14] NA NA 52.3 (81.9) [n=28]
impairment to 1000 mg (for body weight >34 kg) or 30 mg/kg (for body weight <34 kg). 3 h (end of infusion) 85.2 (25.0) [n=13] 108.0 (45.8) [n=13] 84.4 (24.5) [n=14] 93.6 (27.5) [n=9] 92.2 (32.7) [n=49]
- FISRE : - 35h 65.4 (35.4) [n=14] 77.2 (33.1) [n=14] NA NA 71.0 (34.8) [n=28]
e Blood samples were collected at baseline and at prespecified time points for measurement of total plasma cefiderocol - 318 (44.9) [n=14] 348 (56.5 [n=14] 368 (533) (1=16] 37.8 (50.1) [no14] 353 (50.4) [n=58]
concentrations. 8 h (end of dosing interval)  13.6 (73.1) [n=10] 15.6 (148.0) [n=12] 10.6 (84.0) [n=16] 16.2 (48.4) [n=13] 13.6 (88.2) [n=51]
+  The safety of cefiderocol was evaluated by clinical and laboratory assessment; treatment-emergent adverse events (TEAEs) oo o e e g e B T
I I I llected at five ti ints in Cohort 2 in the single-d hase, and in Cohorts 1 and 2 in th ltiple-d hase. °Blood I
were reported from the day informed consent was obtained up to the end of the study (i.e., 28 [+7] days after end of collected at three time points in both Cohorts 3 and 4 the SD phase and the MD phase. “The patient had an overdose of 2106 § cefiderocol
treatment). (major protocol deviation).
RESULTS Figure 1. Arithmetic mean and standard deviation plasma cefiderocol concentrations over time in

. _ the single-dose phase and the multiple-dose phase (PKCS population).
Baseline demographics

e Patients’ baseline demographics and clinical characteristics in the SD and MD phases are shown in Table 1. Single-dose phase

= 1000 -
e |Inthe MD phase, 54 patients receiving cefiderocol = SOC and 13 patients receiving SOC only had cUTI, and 38 and 8 é 5
patients had confirmed Gram-negative infection, respectively. S -
e Among patients with cUTI, Escherichia coli (cefiderocol £ SOC 63.2% [n=24]; SOC only 62.5% [n=5]) was the most frequent E 100 —
pathogen, followed by Klebsiella pneumoniae (cefiderocol = SOC 10.5% [n=4]; SOC only [n=0]) and Pseudomonas g _
aeruginosa (cefiderocol = SOC 7.9% [n=3]; SOC only 37.5% [n=3]). Among five patients with HABP/VABP, Acinetobacter o 10 4
baumannii-calcoaceticus complex was found in two patients (cefiderocol £ SOC [n=2]; SOC only [n=0]). Cefiderocol MICs 3 :-C.L§E'_L',2cr_f\%'¥°§:.:£lz o D
were <2 ug/mL for all species. % 1 "ﬁ""gﬁﬁ -------------------------------------------

Table 1. Demographics and baseline clinical characteristics of paediatric patients in the APEKS-PEDI study (Safety/ITT population). 0 1 Ij’omin:’l'ﬁme o st dose (ﬁ) 8
Single-dose phase Multiple-dose phase —-C2 (N=4) -e-C3 (N=2) -e-C4 (N=5)
Cefiderocol + SOC Cefiderocol + SOC
C2 C3 C4 Overall C1 C2 C3 C4 Overall C1 C2 C3 C4 Overall Mu|t|p|e_dose phase
N=5 N=2 N=5 N=12 N=14 N=14 N=17 N=14 N=59 N=3 N=3 N=4 N=3 N=13 3 1000 -
Age, median 9.7 49 0.4 49 15 9.25 3.8 0.45 5.8 15 6.8 4.2 0.6 4.6 ?Ei’ ]
(min; max), years (6.7;11.6) (4.9;49) (03;09) (0.3;11.6) (128;17.7) (6.5, 11.3) (2.2;5.8) (0.3;1.7) (0.3;17.7) (14.7,154) (6.7, 11.3) (3.3;46) (03;0.7) (0.3; 15.4) <
Sex, male, n (%) 3 (60.0) 0 2(40.0) 5@1.7) 7(50.0) 6429 3(176) 8(571) 24(40.7) 1(33.3) 2(66.7) 1(25.00 2(66.7) 6 (46.2) © 100 -
Body weight, n? 5 > 5 12 14 14 17 14 59 2 3 3 0 8 f:
m?i’a"r“’e('r%?:( 347 269 70 188 523 258 146 71 172 570 254 150 ., 227 . i
! (18.9; 37.5) (18.6;35.1) (6.8;7.4) (6.8;37.5) (16.0;83.4) (17.2;48.3) (9.4; 27.0) (4.9; 12.7) (4.9;83.4) (57.0;57.0) (19.9; 72.5) (11.9; 15.0) (11.9; 72.5) = 10 4
max), kg 302—) 1_CLSI breakpoint
eGFR grading group, n (%), mL/min/1.73 m? : 1" " TEUCAST breakpoint T T TTTTTTTTTTTTmToommmmmoomomm oo m e
>120 1(20.0) 0 1(20.0) 2(16.7) 4(28.6) 3(214) 8(47.1) 3(214) 18 (30.5) 0 1(33.3) 1(25.0) 0 2 (15.4) % W “““““““““““““““““““““““““““
90 to <120 2 (40.0) 0 2(40.0) 4(33.3) 5(35.7) 7(50.00 5(294) 4(28.6) 21 (35.6) 0 1(33.3) 2(50.00 1(33.3) 4(30.8) a - 0 1 3 3'5 | | 5 | | | | | 8
60 to <90 2(40.0) 2(100) 2¢40.0) 6(50.0 3214 2(143) 4(23.5 5(357) 14 (23.7) 2(66.7) 1(33.3) 0 1(33.3) 4 (30.8) Nominal.time from last dose (h)
?;) to <368 8 8 8 8 2 (104-3) 1 g]; 8 2 (104-3) ?E?% 8 8 8 8 8 ~- C1(N=14) -#=C2(N=14) -e-C3 (N=16) -e-C4 (N=14)
to < : : : . , : " :
.. The plot displays th d standard deviat ( bars) for pl fid I tration. PKCS, ph kinet trat
Missing 0 0 0 0 0000 0 16 0 1@ 6B 3B | e e e o e e
eGFR, nbP 5 2 ) 12 14 14 17 14 59 2 3 3 2 10 of cefiderocol in the multiple-dose phase and had at least one evaluable blood sample for pharmacokinetic analysis.
eGFR, median 101.3 724 94.6 89.8 96.55 103.5 101.6 89 97.8 68.35 108.8 119.3 84.2 101.15
(min; max), (71.6; (67.5; (76.2; (67.5; (40.4; (27.3; (73.5; (40.2; (27.3; (64.2; (68.0; (97.3; (63.4; (63.4; Table 4. Treatment-emergent adverse events following administration of cefiderocol in paediatric
[rlnli_:/m;p/1.73 2)1/2; 171.7) 77.3) 146.3) 171.7) 469.3) 308.3) 165.2) 262.8) 469.3) 72.5) 135.1) 271.4) 105.0) 271.4) patients (Safety population).
nrection, n (7 .
cUTI 2 (40.0) 2(100) 4(80.0) 8(66.7) 10(71.4) 14 (100) 16 (94.1) 14 (100) 54 (91.5) 3 (100) 3 (100) 4 (100) 3 (100) 13 (100) cerig ' <o Single-dose phase coc o
HABP/VABP 0 0 0 0 4(86) 0 1(5.9) 0 5 (8.5) 0 0 0 0 0 = L Ll
clAl 1(200) 0 0 183 0 0 0 0 0 0 0 0 0 0 C2 c3 e \A
BSI 1(200) 0 1(00) 2(167) 0 0 0 0 0 0 0 0 0 0 r':‘;/-") r""(j/z) :l;/s) ':?X
Sepsis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 ° < ?
OtEerC 1(20.0) 0 0 1(8.3) 0 0 0 0 0 0 0 0 0 0 Any TEAEs 2(40.0) 1(50.00 240.0) 5 (41.7)
— : : : TRV : : — ) T : : : Treatment-related TEAEs? 1(20.0) 1(50.0) 1(20.0) 3(25.0)
BSI, bloodstream infection; C, cohort; clAl, complicated intra-abdominal infection; cUTI, complicated urinary tract infection; eGFR, estimated glomerular filtration rate; HABP, hospital-acquired bacterial
pneumonia; ITT, intent-to-treat; NA, not available; SOC, standard of care; VABP, ventilator-associated bacterial pneumonia. 2Number of patients with body weight data available; °PNumber of patients with Treatment-emergent SAEs 0 0 0 0
eGFR data available; cPatient had Pseudomonas aeruginosa scalp infection. Treatment-related SAEs 0 0 0 0
Drug withdrawn due NA 0 0 0 0 NA
Treatment exposure and PK to TEAEs
e In the SD phase (n=12), all patients received one dose of cefiderocol and in the MD phase, most patients received ?eﬁ:fe‘é”';gzg""" due to 0 0 0 0
cefiderocol £ SOC for 5-14 days (Table 2).

TEAEs leading to death 0 0 0 0
o Inthe MD phase, three patients received cefiderocol as monotherapy and 56 patients received cefiderocol + SOC antibiotics. : Multiple-close phase
Cefiderocol + SOC SOC only

e |In the SD phase, cefiderocol maximum concentration at 3 hours (at end of infusion) was 76.0 ug/mL in Cohort 2 (n=4), C1 C2 c3 C4  Overall C1 C2 c3 C4  Overall
341.0 uyg/mL in Cohort 3 (n=1), and 87.1 ug/mL in Cohort 4 (n=4) (Table 3; Figure 1). At 8 hours, cefiderocol trough N=14 N=14 N=17 N=14 N=59 N=3 N=3 N=4  N=3  N=13
. n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
concentrations ranged from 6.6 to 14.0 “g/mL across the three cohorts. Any TEAEs 8 (57.1) 11 (78.6) 13(76.5) 12 (85.7) 44 (746) 2(66.7) 3(100) 2(50.0) 1(33.3) 8(61.5)
e In the MD phase (n=58), cefiderocol maximum concentrations ranged from 84.4 to 108.0 pg/mL at 3 hours (end of infusion), Treatment-related TEAEs 0 0 0 1@ 1(1.7) 0 0 0 0 0
and trough concentrations ranged from 10.6 to 16.2 ug/mL at 8 hours (at end of dosing period) (Table 3; Figure 1). Treatment-emergent SAEs B 2 (14.3) SEUREE 4 (28.6) REEEERE 1(33.3) S 0 0 1(77)
Treatment-related SAEs 0 0 0 0 0 0 0 0 0 0
Drug withdrawn due b
Safety to TEAES 0 0 1(5.9)¢ 1(7.1) 2 (3.4) 0 0 0 0 0
. : o . :
e In the SD phase, five patients (41.7%) experienced 20 TEAEs (Table 4). rDerIt;?e\évTEmerzwn due to 0 0 0 Lae 107 0 0 0 0 0
o Minor treatment-related TEAEs occurred in three patients. TEAEs leading to death 0 0 0 0 0 0 0 0 0 0
o No deaths, serious adverse events (SAES), or TEAEs Ieading to withdrawal of cefiderocol were I‘eported. Percentages are based on number of patients within each column header N; n refers to the number of patients in each category. TEAEs are defined
] . . L . . as adverse events reported after the initial dose of study drug. Adverse events are coded using MedDRA version 23.0.
e In the MD phase, 44 (74.6%) of 59 patients who received cefiderocol £ SOC antibiotics experienced 221 TEAEs, and eight C, cohort; NA, not applicable; SAE, serious adverse event; SOC, standard of care; TEAE, treatment-emergent adverse event. ,
o . . . 20ne patient in Cohort 2 had infusion-site pain, one patient in Cohort 3 had infusion-site pain, and one patient in Cohort 4 had neutropenia.
(61 5 A)) of 13 patlents who received SOC alone experlenced 38 TEAEs (Table 4) bOne patient had thrombocytosis and transaminases increased; patient received cefiderocol + ciprofloxacin, cefuroxime as SOC antibiotics.

‘One patient had unrelated electrolyte imbalance; event resolved after withdrawal of both cefiderocol + meropenem as SOC antibiotic.

o One patient (1.7%) treated with cefiderocol £ SOC experienced two treatment-related TEAEs (thrombocytosis and transaminases
increased). No treatment-related SAEs were reported.

o Two patients (3.4%) who received cefiderocol £ SOC experienced three TEAEs leading to withdrawal of cefiderocol; one patient CONCLUSION
(1.7%) had two events considered treatment related (thrombocytosis and transaminases increased) and one patient experienced : . .
unrelated electrolyte imbalance leading to withdrawal of cefiderocol + SOC. e Cefiderocol (+ SOC) treatment for 5-14 days in this study was well tolerated.
o No TEAEs in those receiving SOC alone led to withdrawal from treatment. The safety profile was similar to that of other B-lactam antibiotics and without
unexpected adverse effects.
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