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Cefiderocol (CFDC) 1&AIVINNZLTHED 75 LBREREICH LT in vitro 3 KT in vivo TEN T
HMEGESEHRY, F 1 BEEBROER, CFDC 100 mg 55 2,000 mg DEEDERE T Cruxds & UM
FREERMGE TER (AUQ) (FAEAIMICIBERL, FREAIEH 2~3 KB TH ofz. CFDCIEMD
B~V 2 LRMEREAKRICKYREREKRENICERERL, BHEYEREHSN R/ NKEBHEILEE
MIC) ZHBZBEIE (%fT > MIC) HEWEFRT HENFHN (PD) HEREGHTEHNRENT,
MENRESZ M/ A FH (PK/PD) EFIVICEKY, MIC = 4 ug/mlL THBEMEREICH L T%T > MIC
% 100% ERT BTeOHOICHETRZE - BEE LT, 8%, RAIKIECFDCELTI1E2 g% 8RBT
EIT 3 BN TRIBREET BT EHESRE N, CFDC TlE, BEMAICRS LIH5E EEZED AUC
HENT HIOHIC, BHEEETERE BSHETESRE, NEGETEFIEREBICHLTHE - HEDN
REITNTWBRZEDLS, RAE LTHHRERYGEEDE=Z2 ) VIIERETH S, £ie, BEMAESE
ITEVWTEHENERICTRBEESADOBITEEERLTHY, BEREEICTABIRETHR LN
WETNTWS, CFDCOPK 7OT7 7A)VIE, BREBEICOD DS T EEEELEBBEBNREAETH
Y, B1ELSE IEDERARICBVTENES KUREEHIRERINTVS,
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Fig. 1.
fiderocol 2 g over 1 or 3 hours.
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Mean plasma concentrations of cefiderocol following intravenous infusion of ce-

1-hour infusion group: 6 Japanese subjects; 3-hours infusion group: 43 foreign sub-

jects

CFDC %, 106113 79 £ K & #% 5 &7z, CFDC
PG &N 30601, 66132 100 mg, 250 mg,
500 mg, 1,000 mg $ & 082000 mg ® 5 F 2551 5
n7z.

CFDC @ Coux B & UV SEW il 38 5 oy 1 il 45T T
f& (AUC) 1%, 100 mg, 250 mg, 500 mg, 1,000
mg, 2,000 mg D piEEHE CHE LA L 727,
CFDC (& F 2Bl A & HEilt S v, REALE DR
PEMERIL 90.6% TdH %o i 1.98~2.74 K] C
Ho, PR, rL7F=r2UT7 5> A (Cer)
13 100~2,000 mg @ il w #ifH < A IKfe 1k %2 7R & 2
Molze B NTOF X7 fEGHRIIF 58% TH Y,
FEH MR, ANEICEISTREEOMEZ R L 2.
CFDC 2 g % 1 B[l ¥ 7213 3 Wl 20 1) CiiddiiE L
7oL EOTIMEEFEE % Fig 11277,

AP G-k 30 BlE HARA 23 61, HA 7 Bil%
e L, CFDC1H2g#% S Z&, 1HER
720E 3R 2 T RUEFER G LR, CnB &
WAUC ITHEICIBI L 723Kk % /R L7z M3
B L HUAPIZE R IREBIZE L7z $£72, 10 HR
PG L7280 PK 785 A — & (S H A5 & 1312
BETH, SHHMITELDHEGIZLDL CoanB LT
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AUC OFBEREIIFBD SN h o727,
. B#fZEZRMEX (Probability of Target Attain-
ment : PTA)

T BRI A~ 7 AEGEE TV & G 72 iR BR O R
\2& 0, CFDC 3o BT 7 & L RPUH 3 & A4
(SRR TR R A B A E ] 2 7R3 2 ESH S 2012
ol 9 %L, CEDC OKWAIH & FES % PD
NG A=, GRS bR HY MIC
A2 DEE (BT > MIC) THAH I LEARIES
L 727, Enterobacterales, Pseudomonas aerugi-
B & U Stenotro-
phomonas maltophilia @ 71 VN~ 4 L s PRk &
M PERR & W 720 B A~ 7 A RERER G 7
B L MG 7V Cl, %fT > MIC 5% 40~
70% THEFH R EAY, %BIT > MIC 23% 55~88% T
HEAE (=1 logwld) 2Rz,

BRIRIZ BT 5 RS HRFTE %5 PTA 2GS
T 572010, HREAEBLUORENROEBEL L
T, %BIT > MIC2350% B L OV75% « HIEE L 9 5%
PTA Zf M L7z BEAEZHNRELTPKET IV
DL SN PKET IV, BH A4 AH S5
B U 72 1348 I T D M HREE 7 — & & 276 R i oD
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FMETFTVE LTHEESNAY, FERRABR B L O
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BRI XY, CFDC 0L ¥ x v & LTIRE
g o> 3 W i O A RS KRGT S iz, fiew A%
KR E LT PTA OFTICB VT, FiZ1m2g 8
Rl & OMEICT, milR % 1R & 3R T
B L7286, 3R EHEOK G FM412T, MIC
=4 pug/mL OEKIZ L 2 EGE A LT, PTA
0% LhEE D Enn, RHEINERS LY,

CFDCiZ, MBIV 7 ABEHRICHE D2 E L
TBY, FEHROMFTIZB W TRHEE 2 ITE RIS
F o T, ERFEHIZLELRWBT > MICIEIEHD X
RO, TRTOWKIIK L TR T
X2%T > MIC & LT100% % BffEL 35 &9 ik
TSNz Bk OERIREERIC B\ TS b 72 BG4
BECBT A MRS IR EEy TV Y
Salb—TarEfToiR MIC =4 ug/mL
DERIZ L B EIE ISR LTI, PTA %790% LL L
TH D EDRERDPHELN, BIRIZBWTEWERE
P TEL I LE2RTHEDTH 72,

b, FEERIR PK/PD fi#fr o5 R, 3 & Ok
T 5 EERREBER DN T, BRI BT
W ZEINT % 9 . TEERBE TH 2 HEHE
TULATEAL b (BRICBWTEIERPIIRETE S
MIC i) 1, 2019 FFIKENC BV THHE D K2
PESEROREEA % X 2 Mk T & 2 BRI AR ER &
(Clinical and Laboratory Standards Institute :
CLSD 2 hRAFSnAm"Y, 202142 H, CLSI
1% CFDC O#ExlE= 171 1 7 KR4 » b % Entero-
bacterales, P. aeruginosa, Acinetobacter J& |2 %}
L Cid¥4 pg/mL, S maltophilia \2xF L Cix 1 ug/
mL & RFE L 727, — /T, BKINOEBE TH %
EUCAST (European Committee on Antimicrobial
Susceptibility Testing) 28 7Tlx, Enterobacter-
ales & P. aeruginosa 22\ IR GRS b sk L
T2ug/mL OFHEZET LA 7 RA ¥ DHEEE
STV % %%, Acinetobacter J& & S. maltophilia
WZOWTIEEIRZE T Y ADA 5T % & DY
75, JEERIR PK/PD MTICHEDS T LA 7 R A ~
MeLT2ug/mL SRS N TWEY,

. BHEBEET, BLUBIEEETERETDPK -
RE

B REEEEE 2 PR & L2 LRI 20 %
M5 80 DFET 38 A& R, KETHEMES Y,
WERARIERIRIE M & (estimated glomerular filtration
rate : eGFR) (& D S N8 (eGFR 60~
<90 mL/%3/1.73 m*), W& (eGFR 30~ <60 mL/
5/173 m?), | JE (eGFR < 30 mL/%7/1.73 m?),
MEENT 2 EE L 5 5 KIE A4 (End-Stage Renal
Disease : ESRD) &, Ho&5 B p% gk e & B8 12 48
W, IR L O R~ v F v 7 L E AR
A AN S NTzo CEDC &, KEB 5B A & hR
HIZHRIES N B EFITH Y, 87 )T T v A LTHE
PN Bk U7z eGFR ICHED IRBE, W&, &
FEOBERIEDTRE LA L Tz, BikEREL A
TLHEREICBIT S AUC DL (90%CI) 1&, Bk
REDSIE W 2o phBid & i L ¢, R, WS, EEE
ESRD Tid £ 2110 (08~13), 15 (1.2~19),
25 (20~33), 41 (33~52) TH, BHHEEDE
JEFEDSTEALT 212201 C AUC 2883 % & & A9R
EN7z20 — T, Could 734~80.1 ug/mL @ #i
Th), BEREREORE I b S TR IER
BB D Coae 81.0 ug/mL ERBETH > 720 T 72,
Ry AEEEIE, 1 RERR B KUY 8 212 53%
M5B 65% OHEPHTH Y, Bk ERE & Bkt
IEE A CTRIFEE T - 72,

3~4 BFl o Mg EHTIZ £ ), CFDC D% 60% 7%
BREEINDZ ENSY, TP iEE 55720
IEBENTESEHE T & 2 720 R G- D LD
Do BRI MALEN * LELTHERIIBNT
(&, BEAERY 70 4 R O M EAT FE M1 075 g &
w5352 T, 90% LLEDPTADEENEZ L
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Table 1. Proposed dose regimens based on the renal function

Renal function

Proposed dose regimens

Augmented renal function (Cer = 120 mL/min)

Normal renal function (Cer 90 to < 120 mL/min)

Mild renal function impairment (Cer 60 to < 90 mL/min)
Moderate renal function impairment (Ccr 30 to < 60 mL/min)
Severe renal function impairment (Cer 15 to < 30 mL/min)

ESRD (Cer < 15 mL/min)
Patient requiring intermittent hemodialysis

2 gevery 6 h, 3 h infusion

2 g every 8 h, 3 h infusion

2 g every 8 h, 3 h infusion

1.5 gevery 8 h, 3 h infusion

1 gevery 8 h, 3 h infusion

0.75 g every 12 h, 3 h infusion
0.75 g every 12 h, 3 h infusion®

Cecr, creatinine clearance estimated by the Cockcroft-Gault equation; ESRD, end-stage renal dis-

ease.

2 The supplemental dose of 0.75 g infused over 3 h should be administered after the completion

of intermittent hemodialysis on dialysis days.

b CFDC O PKICKE L 52567290, &
VT Ty ADVTHELZBEICBWTOHY - =
RIRETT B WEN D Do BRIMAE 72 & 0 T HE IR G iE B
TIZBWTIE, @M% RIERILORFRE LToL0
M5 RO TTHAERTE D & SR ER AR IR = AT L, #k
B HE i (Augmented Renal Clearance : ARC) 7%
BHESTDLEEDND DL EDHMS LT W DHY,
Cockcroft-Gault 3 T &4 L 72 Cer %% 120 mL/%5 LA
1185 mL/5F To ARC BEIZBWTIE, X0
B2 CFDC 245 (§74bbh, 6T LI22g 3
R 20 C milEeE) $4uUE, MIC A% 4 ug/mlL Lh
TOBEBKIZH LCHER ML S 5 100% T >
MIC % HiZ & L7z PTAH90% Dl L& 7252 &an
R ENTW5S (Table 1),

COL)IENMBEE L GO EREREDD 5
BREZ VT TV ANTELZEETIE, PKIZE
BaG 255860 1M CHESERESRESNT
BY, BELEFCOHRLIN TV S, L2 > T,
CFDC D#5:12d 72 o THW Il i FE & FERERY 12
o L Cix @ e i3 28GRt =4 1) > 7
FEHlE LTAETH %,
V. RS 1TIE

BB L AR B E 2wt R & L 72lifgAT
PERERAFE R S 7222, fEHERR A IZ, CFDC 2 g
% 1 IREf 2 C B G L 72 & & OB LB
B (ELF) HiRE L b & AT L CHER L
720 MEEH TOIEHE G R CFDC @ AUC 2% 3 %
ELF B X Ulifla~ 27 v 77— Yo AUC Itid,
FNEN0239 B L 00419 TH - 722 i 521695
IZBWT AT ZE A LT b EHI2, CFDC
2g (FXEREICD LR 2 8T L, &
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BVIEBHEREDTIHE L T B BE TR 6B Tk 12
SR CHEENE L 72 & &0 ELF i, &
HRALG 3 REI 2 (R TRE) € 3.10~20.7 ug/mL,
JHBRAG 5 R 2 (R T 2 Rgffl#2) C 7.19~15.9
pg/mL Tdho7zo ABEMREZ BT 5 ELF Hi/
IM3E IEAE A 8L CFDC i BE L o JAT P39 fE 1F, 1
AT R T 0212, mEAZ T 2 g % T 0547 T
B, RN E AT, SUERE TR T AR,
ST 2 R Cldm o 727,

REFE A B L O REE 2 55 67z ELF Hig
EAEHWTPK/PD ET7 NV aiisE L, ELF g
A75% T > MIC % #EK T 5 PTA X, §XTOD
ERERETEIC BV T MIC 2 ug/mL 123 L T 99.6% L.
I, MIC4 pg/mL 2% LT87.7% MLt &<, ili
REZIIBVTHHERF R TOHRGIZ X - THEHA
Hitrsh s L Ez bhiz?,

V. NRICHTSHE

2024 FIAE CFDC AR L TR ENTH
0, NRISK T 24 53KV L 72 B 0%, /MR
BEITH T 5 PK & 24 %53 5 PEDI-CEFI
ABRS, 34 HLLE 2k, 2 bl 6 AR, 6
el 12 R, 12 Dl 18 RO 4 D DB,
EbETHIHICL ) FE SN,

AIZCFDC 2 g% S T & 125 Lol E
WZER SN A 1 H AUC & [E% o AUC 2EZW T 5
N, REICED NBIH T B M - HEDRE
ENtze Thbb, KEDP M kg D ETH LT
2, 34kgEKimTHHEEIL60 mg/kg & 8 Hif =
CAZ S TR S N, RSN -
w=TIE, M7 7RIS T %8R %O CFDC D il
SRR, 5 T 786~108 ug/mL, JXiHE
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P57 964~181 ug/mL &, EWNET L7 T L&
PEH O MIC > 4 ug/mL % #EFE L Twiz, F 72,
CFDCIZBI L - EE 2 FEFHRIIRO LN,
CFDC O/NRIZ B 2 ZAEMEDHER S o
VI.  ZE¥#EE/EA (Drug-Drug Interaction : DDI)
2024 4EHALE, CFDC oA ¢E TDDI & L CiE
EBETo TV DLEANL 2\ In vitro B X WV in vivo
D IEREHR AR T, CFDC &l % PF L 728512
FEoO—LPA0BLIOEY TV AKR-F —%
4 L7z DDI 252 Z % W Re I3 & & AVR S 7z,
In vitro REXTlZ, A7 =4 7 ¥ A KR~
% — (OAT) 1, OAT3, EWAIF* > T AR
% — (OCT) 1, OCT2, A&7 =4 ViR~
7°F F (OATP) 1B3, Z# - ##HkH (MATE) 2-
K2/ LHERI R EN/e LALEDS, §1
H R DDI 3B Ti1d (1) OAT1 & OAT3 D& H
& L CTo furosemide, (2) OCT1, OCT2, MATE
2K OIE L L T® metformin, (3) OATPIB3 ®
IH L LT D rosuvastatin @%h%ﬂ@ PKIZxt L

T, CFDC R ERMICHE R EEY 52 w2 &
DR SN2,
HBhhic

CEDC (&1 W3~ 4 Afiit 4 Enterobacterales, P.
aeruginosa, S. maltophilia # & o
BEAED 7T ABEMEICH LT in vitro BL W in
vivo CENZZHRIEEZ R L, 6B 3MEBRICLD
BRI ZEEPHER SN TS, CFDC DK

A. baumannii,

R LR O BRI 2 EE R PD /ST A — 413,

o =5 7 & L FRPUH S & FAEIZ%T > MIC T
HDHIEIIREINIZ, BUEE TIZPK/PD/XT A —
F ERWEH L OBEIZOWTIIRE SN TV,

CFDC (3 i & kit & L % 7%, B IZIG
U EsERINTB Y, FEllE LTl

WREDOE=5") Y TIEARETH D, /NEITKH LT
b, REICESCHERHENRESINTEY, 4%
DBICHILRDFE 2B o
FEAHR H O« BRZFATIE
HOMETH S,

Sk

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

Neuner E A, Gallagher J C: Pharmacodynamic
and pharmacokinetic considerations in the
treatment of critically ill patients infected with
carbapenem-resistant Enterobacteriaceae. Viru-
lence 2017; 8: 440-52

Bassetti M, Vena A, Croxatto A, Righi E,
Guery B: How to manage Pseudomonas aerugi-
nosa infections. Drugs Context 2018; 7: 212527
Wright H, Bonomo R A, Paterson D L: New
agents for the treatment of infections with
gram-negative bacteria: restoring the miracle
or false dawn? Clin Microbiol Infect 2017; 23:
704-12

Craig W A: Pharmacokinetic/pharmacody-
namic parameters: rationale for antibacterial
dosing of mice and men. Clin Infect Dis 1998;
26: 1-12

Saisho Y, Katsube T, White S, Fukase H, Shi-
mada J: Pharmacokinetics, safety, and tolerabil-
ity of cefiderocol, a novel siderophore cepha-
losporin for gram-negative bacteria, in healthy
subjects. Antimicrob Agents Chemother 2018;
62: 02163-17

Matsumoto S, Singley C M, Hoover ], Naka-
mura R, Echols R, Rittenhouse S, et al: Efficacy
of cefiderocol against carbapenem-resistant
gram-negative bacilll In Immunocompetent-rat
respiratory tract infection models recreating
human plasma pharmacokinetics. Antimicrob
Agents Chemother 2017; 61: e00700-17
Nakamura R, Toba S, Ito A, Tsuji M, Yamano
Y, Shimada ]J: A novel siderophore cepha-
losporin. V. Pharmacodynamic assessment in
murine thigh infection models. Poster pre-
sented at: 54th Interscience Conference on An-
timicrobial Agents and Chemotherapy, Wash-
ington, DC. 5-9 September 2014; Poster F-1559
Horiyama T, Toba S, Nakamura R, Tsuji M,
Yamano Y, Shimada J: A novel siderophore
cephalosporin: VII. Magnitude of PK/PD pa-
rameter required for efficacy in murine thigh
infection model. Poster presented at: 54th Inter-
science Conference on Antimicrobial Agents
and Chemotherapy, Washington, DC. 59 Sep-
tember 2014; Poster F-1561

Horiyama T, Toba S, Nakamura R, Tsuji M,
Yamano Y, Shimada J: A novel siderophore
cephalosporin: VI. Magnitude of PK/PD pa-
rameter required for efficacy in murine lung in-
fection model. Poster presented at: 54th Inter-
science Conference on Antimicrobial Agents
and Chemotherapy, Washington, DC. 59 Sep-
tember 2014; Poster F-1560

Yamano Y, Nakamura R, Sato T, Tsuji M,
Echols R: Correlation of cefiderocol between in
vivo efficacy murine thigh/lung infection mod-
els and MIC determined in iron-depleted condi-
tions, Poster presented at: IDWeek, San Diego,
CA. 4-8 October 2017; Poster 1524

Takemura M, Nakamura R, Sato T, Tsuji M,
Yamano Y: In vivo pharmacokinetic/pharma-
codynamic (PK/PD) assessment of cefiderocol

BARCFREFZRMEE Vol 73 5-1

21



22

[#85%] CFDC @ PK/PD 7017 71 JU

12)

13)

14)

15)

16)

17)

18)

19)

against Stenotrophomonas maltophilia in a neu-
tropenic murine lung infection model. Poster
presented at: 28th European Congress of Clini-
cal Microbiology and Infectious Diseases, Ma-
drid, Spain. 21-24 April 2018; Poster P0189
Katsube T, Wajima T, Ishibashi T, Arjona Fer-
reira ] C, Echols R: Pharmacokinetic/pharma-
codynamic modeling and simulation of cefidero-
col, a parenteral siderophore cephalosporin, for
dose adjustment based on renal function. An-
timicrob Agents Chemother 2017; 61: e01381-16
Vardakas K Z, Voulgaris G L, Maliaros A,
Samonis G, Falagas M E: Prolonged versus
short-term intravenous infusion of antipseudo-
monal f-lactams for patients with sepsis: a sys-
tematic review and meta-analysis of random-
ised trials. Lancet Infect Dis 2018; 18: 108-20
Kawaguchi N, Katsube T, Echols R, Wajima T:
Population Pharmacokinetic and Pharmacoki-
netic/Pharmacodynamic Analyses of Cefidero-
col, a Parenteral Siderophore Cephalosporin, in
Patients with Pneumonia, Bloodstream Infec-
tion/Sepsis, or Complicated Urinary Tract In-
fection. Antimicrob Agents Chemother 2021;
65: 01437-20

Yamano Y: In vitro activity of cefiderocol
against a broad range of clinically important
Gram-negative bacteria. Clin Infect Dis 2019;
69: S544-51

Clinical and Laboratory Standards Institute:
Performance standards for antimicrobial sus-
ceptibility testing, 34th edition, CLSI, Wayne,
PA, USA. 2024

Clinical and Laboratory Standards Institute: 15
April 2021. 2021 Winter AST summary min-
utes. February 4-22, 2021 CLSI AST Subcom-
mittee Meeting [cited 2024 Oct 31]
https://clsi.org/meetings/ast-file-resources/
Yamano Y, Takemura M, Longshaw C, Echols
R: Differences in interpretative breakpoints be-
tween CLSI, FDA and EUCAST impact report-
ing of susceptibility and resistance to cefidero-
col. Open Forum Infect Dis 2020; 7 (Suppl 1):
S651

Katsube T, Echols R, Arjona Ferreira ] C,
Krenz H K, Berg J K, Galloway C: Cefiderocol,

BARMEFEREFZRMES Vol 73 S

20)

21)

22)

23)

24)

25)

26)

a siderophore cephalosporin for gram-negative
bacterial infections: pharmacokinetics and
safety in subjects with renal impairment. J Clin
Pharmacol 2017; 57: 584-91

Wenzler E, Butler D, Tan X, Katsube T, Wa-
jima T: Pharmacokinetics, Pharmacodynamics,
and Dose Optimization of Cefiderocol during
Continuous Renal Replacement Therapy. Clin
Pharmacokinet 2022; 61: 539-52

Roberts J A, Abdul-Aziz M H, Lipman J, Mou-
ton J] W, Vinks A A, Felton T W, et al: Individ-
ualised antibiotic dosing for patients who are
critically ill: challenges and potential solutions.
Lancet Infect Dis 2014; 14: 498-509

Katsube T, Saisho Y, Shimada J, Furuie H: In-
trapulmonary pharmacokinetics of cefiderocol,
a novel siderophore cephalosporin, in healthy
adult subjects. J Antimicrob Chemother 2019;
74: 19714

Katsube T, Nicolau D P, Rodvold K A, Wunder-
ink R G, Echols R, Matsunaga Y, et al: Intrapul-
monary pharmacokinetic profile of cefiderocol
in mechanically ventilated patients with pneu-
monia. ] Antimicrob Chemother 2021; 76: 2902-
5

Kawaguchi N, Katsube T, Echols R, Wajima T,
Nicolau D P: Intrapulmonary Pharmacokinetic
Modeling and Simulation of Cefiderocol, a Par-
enteral Siderophore Cephalosporin, in Patients
With Pneumonia and Healthy Subjects. J Clin
Pharmacol 2022; 62: 670-80

Bradley J S, Orchiston E, Portsmouth S, Ariy-
asu M, Baba T, Katsube T, et al: Pharmacoki-
netics, Safety and Tolerability of Single-dose or
Multiple-dose Cefiderocol in Hospitalized Pedi-
atric Patients Three Months to Less Than
Eighteen Years Old With Infections Treated
With Standard-of-care Antibiotics in the PEDI-
CEFI Phase 2 Study. Pediatr Infect Dis J 2025;
44: 136-42

Katsube T, Miyazaki S, Narukawa Y,
Hernandez-Illas M, Wajima T: Drug-drug inter-
action of cefiderocol, a siderophore cepha-
losporin, via human drug transporters. Eur ]
Clin Pharmacol 2018; 74: 931-8



[#a5%] CFDC @ PK/PD 77 71 )b

PK/PD profile of the new antibacterial agent cefiderocol

Takayuki Katsube"’
 Clinical Pharmacology & Pharmacokinetics, Shionogi & Co., Ltd., 1-8 Doshomachi 3-chome, Chuo-ku, Osaka, Japan

Cefiderocol (CFDC) has been demonstrated to exhibit excellent antibacterial activity against
carbapenem-resistant Gram-negative bacteria in both in vitro and in vivo settings. Phase 1 studies have
demonstrated that the C... and area under the concentration-time curve (AUC) of CFDC increases in a
dose-proportional manner in the range of 100 mg to 2,000 mg, with a half-life of about 2-3 hours. Like other
B-lactam antibiotics, CFDC exhibits time-dependent effects and the percentage of the free drug concentra-
tion exceeding the MIC (%fT > MIC) is predictive of the drug efficacy. Based on pharmacokinetic/phar-
macodynamic modeling, the approved dosage and administration for achieving 100% %fT > MIC for tar-
get bacteria susceptible to the drug at a MIC of = 4 ug/mL is 2 g of CFDC administered by intravenous
infusion over 3 hours every 8 hours for adults. The dosage and administration schedule of CFDC to
achieve an AUC equivalent to that achieved when administered to healthy adults has been established for
various subpopulations of patients, including those with impaired renal function, patients with augmented
renal function, and children. Therefore, in principle, monitoring of blood drug concentrations is not neces-
sary. Moreover, it has been demonstrated that even when administered at standard doses, the drug can be
transferred to the lung tissue and is efficacious for the treatment of patients with severe pneumonia. The
pharmacokinetic profile of CFDC allows for its administration to various patient groups, regardless of the
renal function, and its efficacy and safety have been confirmed in Phase 1 to 3 clinical trials.
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