2024 FFE EYAEE D O—XRHY F1EAMRSER

BAME AR :2025 £ 6 A 1 A(A) 13:10~16:20 (Web £ES AT LEALVTRIE)

R Y ER T HCREMBMER (FENRVALF N L2720 D LKY)

FLBRHER ERXRAFEL—T4—L(2024 F£ 11 ARRT(FE 21R)) . BEREE IR FERE(DRM6F4
A22H.BERE(Q)SM6ES5 A 13 0), AFEEHGE

ERi 3L 4 : Ceftazidime—avibactam Versus Doripenem for the Treatment of Complicated Urinary Tract Infections, Including
Acute Pyelonephritis: RECAPTURE, a Phase 3 Randomized Trial Program

Clinical Infectious Diseases 2016;63(6):754—62

BmETER:

CSAROAMEBEMTERMYTL,

-BHERESROAERAB O IEEN ROBRH T —FDREFELEL,

PK #8831+ —F

EME (—BB): FESRATENIZLFNID L-EI20D LK

NRB(EERE): YEEIAPRA AHHIR

SHREH: DIF(2024 £ 11 ARET(E 2 hR)) OBEREE G BEHRS(NRM6FE 4 A 22 A, BERE(2)
SHM6ES5H 13H) OQHRFEEHME

[PK /35 A—4]

o BEAEHRELTEBERTOREEERELET 2. LI ZTNIZELT—4EEKRLT S

® (KE(L 60kg, ARMEIEIL 1.6 M TAZEMELL T, /kg. /m* DNTA—FEFHERHEICL TEREZEDHD
<TENRDBLFR)IL>

INGA—E E fRER

F 1.0 T A

Ae (%) 95 @ p.84

S<TENGRL-wIESTLERA>
TENIEALRUEITFIDDLIFEITRPISRELARELTHM SN S, BARANRE
BREABMET BIZTE/NIRL 0L EvT2DD L2 ZHALT1 B3 EIRE
REFREL-LE . IV ESRAAE 24 BRETORDRELADHEM R ({0
FE) (ETE/NIALT 95%, EIFDP LT 6% THoT=.

CLtot(mL/min) | 183.3 @276 EROHEBEDEED
7. D4280C00010 5X5%(5.3.3.3, FMEF)
CAZ-AVI Treatment Group CL(L/h)=11.0

Vss(L) 18.3 @2.76 ERDREEDFEED
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7. D4280C00010 E:{5%(5.3.3.3, i & )

Table 35.  Suminary of Single Dose Avibactam and Ceftazidime Plasma Pharmacokinetic Parameters From Day 1 (Pharmacokinetic

Population)
Treatment Cmax Tmax® AUC AUCot tin Vi CL
Analyte Group Statistic (ng/mL) (h) (ng.h/mL) (ng.h/mL) (h) @) (L/h)
Avibactam Avibactam n 6 6 6 6 6 6
Geo Mean 15100 1.97 43100 42900 1.36 19.7
GCV (%0) 9.19 (1.97-1.97) 12.3 12.5 8.22 16.2 12.3
Avibactam CAZ-AVI n 7 7 7 7 7 7 7
Geo Mean 15900 1.97 45500 45300 1.35 18.3 11.0
GCV (%) 13.6 (1.97-1.97) 12.2 12.2 8.68 153 2.2
Ceftazidime CAZ-AVI n 7 7 7 7 7 7 7
Geo Mean 110000 1.97 354000 354000 1.68 124 5.60
GCV (%) 13.9 (1.97-2.25) 13.0 13.0 9.43 14.0 13.0

Abbreviations: AUC = area under the concentration-time curve from predose (tume 0) extrapolated to infinite time; AUCq. = area under the concentration-time curve from
predose (tume 0) to tume at last quantifiable concentration; CAZ-AVI = ceftazidime-avibactam; CL = clearance; Cmax = maximum plasma concentration; GCV = geometric
coefficient of vanation; Geo = geometnic; SD = standard deviation; t12 = terminal elimnation half life; T = time at maximum plasma concentration; V. = volume of
distribution at steady state.

a.  Tma= reported as median (minimum-maximum)

GCV (%) = 100 x [exp (s7)-1] 12, where s is the SD of the data on a log scale.

Source: {#HEH 15 & Errata Table 1.

Table 36.  Summary of Multiple Dose Avibactam and Ceftazidime Plasma Pharmacokinetic Parameters From Day 7 (Pharmacokinetic

Population)
Treatment Cmaxss Tmazss" AUC:; AUChtss tu2 ss Vs CLs:
Analyte Group Statistic (ng/mL) (h) (ng.hymL) (ng.h/mL) (h) (L) (L/h) Rac(Cmax)” Rac(auo*
Avibactam Avibactam n 6 6 6 6 6 6 6 6
Geo Mean 14800 1.97 43500 43500 1.36 21.3 12.1 0.979 1.01
GCV (%) 11.8 (1.97-1.97) 9.60 9.60 12.5 13.4 9.56 8.27 7.24
Avibactam CAZ-AVI n 6 6 6 6 6 6 6 6
Geo Mean 15000 1.97 43900 43800 1.37 19.9 11.9 0.916 0.953
GCV (%) 20.6 (1.00-1.97) 14.9 15.1 8.58 13.1 14.4 124 7.97
Ceftazidime CAZ-AVI 1 6 6 6 6 6 6 6 6 6
Geo Mean 113000 1.97 377000 377000 1.68 13.3 5.74 0.995 1.05
GCV (%) 15.3 (1.97-1.97) 17.0 17.0 4.93 20.1 17.2 12.5 9.01

Abbreviations: AUC:. = area under the concentration-time curve from predose (time 0) extrapolated to infinite time at steady state; AUCq.; .- = area under the concentration-time
curve from predose (tune 0) to time at last quantifiable concentration at steady state; CAZ-AVI = ceftazidune-avibactam; CL.. = steady state clearance; Cumax :: = maximum
plasma concentration at steady state; GCV = geometric coefficient of variation; Geo = geometric; Rac = accumulation ratio; SD = standard deviation; t1 - = terminal
elimmation half-life at steady state; Tmax == = fime at maximum plasma concentration at steady state; V.. = volume of distribution at steady state.

Day 7 data were not available for 1 subject as he discontinued after Day 3 dosing.

a4, Tmaxss reported as median (minimum-maxinun

b, CuaxssDay 7/ Cues Day 1

c.  AUCq24 Day 7/ AUC.24) Day 1

GCV (%) = 100 x [exp (s7)-1] 2, where s is the SD of the data on a log scale.

Extent of accumulation on multiple dosing:

Source: #E1EHt 5 & Errata Table 2

HE:

REEHBIEEREELIA, AUCO-T L>THDT . AUC IFLLERICFIATEAM o1,

@ 7.D4280C00010 #EX (5.3.3.3, FH{l & #H)

BARARZRDOE 1 #8548 (CTD 5.3.3.3.3:D4280C00010 :XER<2011 £2 A~4 A>)

Table 35(Day1). Table 36(Day7)

AUCss = area under the concentration—time curve from predose (time 0) extrapolated to infinite time at steady state;

AUCO-t ss = area under the concentration—time curve from predose (time 0) to time at last quantifiable concentration at

steady state;

@ 9. D4280C00011 FXE% (5.3.34, FHEEH).
BN R1EERE5ER (3% CTD 5.3.3.4.1:D4280C00011 :XE& <2011 £ 10 H~2012 £10 A>)



Day1 :AUC = area under the plasma concentration—time curve from zero to infinity;

Dya4 :AUC(0- T ) = area under the plasma concentration—time curve during the dosing interval;

5 fEbE T =8hr

HHER: FE/NSARL 135 hr, TR L 1,68 hr
<TENDRL>

T =n"t1/2 &Y n=5.93
ERFEH=1/1-(1/2)n}=1.02

<EIEOTVL>

T =n-t1/2 &Y n=476
ERFEH=1/1-(1/2)n}=1.04

- FEEDOIERE BT —RED LB OWTREEITS

@ 7.D4280C00010 :XE&(5.3.3.3, FE{HE#l) Table35, Table36 kU

<TENDRL>

Cmax(R1E&5 7 BHH)/Cmax (B [E#%5)=15.0/15.9=0.94

<EIEOVL>

Cmax(R1#EH®E 7 HB)/Cmax (B [E3#%5)=113/110=1.03

@ 7.22. EMHEDOHER p.79 &Y

TENIALOBERBEES LU EIICOLEOHRABEOVT OGS, REKREICKIEBEREEROHONGEM -
T=o

S.CAZ-AVT [FIREHRGIZEHERLL,

(E & KAERIERFRT)

<TENDRL>

TEE AR EE B R = (4~5) X t1/2=1.35%4~1.35%5=5.4~6.8 hr

<EIEOTUL>

TEEAREE B E R RT= (4~5) X t1/2=1.68%4~1.68%5=6.7~8.4 hr

- PERRERE. BT —ALDEEICOVWTHREIETS

@ 2.2.2.3. D4280C00010 iXE&# KU D4280C00020 HEX (AFEDFE) P.22

AVI EGHELT CAZ ZEEFEHIIRERELI-EED CAZ @ PK [XRIFEBE TH-o1=, CAZ-AVI & RIEF#HIRAIZEL
f=&Z, &7 HD CAZ D Cssmax, AUCsstau, Vss B XU CL DLEMEHEIXFNFN 113 ug/mL, 348 1 gh/mL,
133L H&U5.74L/h THDTf=, CAZ DFIthlIH9 1.7 BHETH 1=, REZE5HEIZCAZ DMFHEEDERETR
HLNT, 55 BRTETICEEIRREICELT:,
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