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ALB
AUC
AUP
BAT

CI

CL
cov
Cmax
CrCL
cUTI
Ccv
AOBJ
eGFR
eGFRabs
eGFRadj
ELF
ESRD
GOF
HAP
HCAP
LOWESS
MIC

N
NONMEM
OBJ
pcVPC
PD

PK
PK/PD
PTA
Q2,Q3
q6hr
q8hr
ql2hr
RSE

SD

SE

sh n

sh ¢

TVP
% fTsmic

albumin

area under the plasma concentration-time curve

acute uncomplicated pyelonephritis

best available therapy

confidence interval

total clearance

continuous covariate

maximum plasma concentration

creatinine clearance calculated by Cockcroft-Gault equation
complicated urinary tract infection

coefficient of variation

difference in objective function value

estimated glomerular filtration rate

absolute eGFR

body-surface-area-adjusted eGFR

epithelial lining fluid

end-stage renal disease

goodness-of-fit

hospital-acquired pneumonia

healthcare-associated pneumonia

locally weighted scatterplot smoothing

minimum inhibitory concentration

number of observations, sample size

nonlinear mixed effects modeling software

objective function value

Prediction-corrected visual predictive check
pharmacodynamic(s)

pharmacokinetic(s)
pharmacokinetic(s)/pharmacodynamic(s)

probability of target attainment

inter-compartmental clearance

every 6 hours

every 8 hours

every 12 hours

relative standard error

standard deviation

standard error

shrinkage in the standard deviation of inter-individual
variability parameters n

shrinkage in the standard deviation of intra-individual
variability parameters ¢

typical value of population pharmacokinetic parameter
fraction of time for which free drug concentration in plasma
exceeds minimum inhibitory concentration over dosing
interval



% fT>micELF

V1
V2,V3
VAP

m 3 D

fraction of time for which free drug concentration in ELF
exceeds minimum inhibitory concentration over dosing
interval

volume of distribution in the central compartment
volume of distribution in the peripheral compartment
ventilator-associated pneumonia

fixed effect parameter (theta)

random variable of the inter-individual variability
random variable of the intra-individual variability
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PUESE OB Y] 72 FNEH B&REE, RRICB T 2R OLZEEOMRIZE EE 6T, it
PERE O MELE B/NRICHZ 2 Z SICEBRL, TLEED T A 70 A 7 VAT 58800 6
WO TEHEHETHDH. £z, —BIORERLSE NOERBIEICESERT 20K L, Ji@F
ITFFEZEA L TR O RRENR S D, ZORKRMENS, JEHKERBR TE LN
iRz MOAMELLT S, FRINEOR/NEBHIERE (MIC) & KNIREE ORISR Z a3
HZETCHRERBEEZHET A ENAREE 2D, ZNHDOZ LD, FIHEEOIEYEIE/ZET)
¥ (pharmacokinetic/pharmacodynamic, PK/PD) f#HTIZRET D1 A KT A oMk £ 7134
MEME PR B RYSIE DTRFERBA R T+ B A X v ATIL, BYHRENS PK T — X ZINEL,
PK/PD fif# & FA - BHFAOIR L LS < FVER SRRk E A HERE L T D 1234 PK 77— 12i%
1M REE DS 4L 2 A3, JEGSEL 0 A i B R AT I IARRRR A T & B 8 L 72 R A eI
FHTOHDZ Ennn, RO ERYERE (Epithelial lining fluid, ELF) H O30 EEHIE &
?@HéﬂTWQSIK@D@W?CiJ*I£®§$W? (ZJt U7z PK/PD /X7 A — X ORI E
FCTH Y, BRERFRIEACIIFIKE O MIC (25 D MgFE L, RERUKFBLUSEA] CII 3R
28 MIC Z 8 2 DI DFRIE L 72 5.

ABWFFETIL, BHEMERBRGE B, SUWEHGMIIEE R REE, MREE, Eoidmim
YliEfUE BE O Mgt 7 ¢ 7 1 ) VIRET — & & F CRE RIS B BT & S0t L,
WREBHETOREABOBYIMEE R L2 56, £72, MRBE»OH LNl LR pER
(Epithelial lining fluid, ELF) H1t > ¢ 7 v 2)/WRET — & % W TN FEYENRE & 7 /L 2 g2
L, ERALOREE b B8 L CHIEHEOBUMELRFT L 7. 7 4 7 v 2L IRk FR
FHTHDZ L, IF/EHMIE 7 1 7 1 2 /VREDFIFE O MIC % #8 2 5 RefE] OF|
A (% fTomic) N PK/PD FEIEL L TEHETHDL EEZOND. BWEIET VIZE T, i
B MAEFIREE  (Cmnad) /MIC, MAEHEREE — RERIERAR T EfE (AUC) /MIC, & 7213% fTomic D
2B, % Tomc 3BT 47 v )V OMEEGRD IR &I T2 Z ep@mESnTnsg b
ZORERE R, AT, SEE ORKEINT 2% /Tome 2R L, +50720RER 2 2K
TE TV % i+ 5 2 & CHIEAEOBEYIMEZ MR L.

74 Te g, 7T ARMEE ORI Z T L CHIAMEN G ED IAE N, N=
VUV“A%E’ﬁé#é:kfw@¢%m%miﬁéﬁﬁgﬁmt77uxfj/+#$
WETT, 2019 FIKET, 2020 FIZEINES K ORET, 2023 FICAARTEREINTND
SIOILSEATAIFFE I, ERERR A e Ok % 72 R RE 2 3 2 R D A 1 e VR &
747w A RET— % & Wi PK I T TW 5. 100~2000 mg O i T Crax ST
AUC O BB ST D 120 FITEIE D RELR L UTHEIES L, B
REDIE T IC & 0 A DIERSS AUC O ERNRBD SN2 L 1B, FERGYBRE O

1:|||||



MR LR 7 4 T 1 2 VRET — X % A= REE MR B e AT 23 F20i S, 55 2 M1
BE AR - BHEEE S OHERAENRRE STV D 14

AHFIEIE, BERYMEBRE EZMRE Lot 7 4 7 0 2L OFERBRICE WV CEMIEIC KD
MEBUEERNEE TH L Z LICER L, @bk ERES HIE L CREMEYEIET
FIOVERNTS? PK/PD AT 218 L= ET N _N— A7 7 —F D EIFE AT, 52 ROV 3 18
AR TIE DT 2 2L 2 A 5 BE O MIEP g 7 — 2 R OYERE O MIC 7 —#
Z JAVNT PK/PD fifttfr & Fefti L, B EE DSTBWRNR 2152 Tl b 2 s &2 i L7
RICEERBERN S D B2 D, REMEYIREMENT 2 AW afric L v, BEERIC
B2 EyBREOIELZ AR L L~ S5IC, Hpdhfelcg2s KT Ra S mRNT 24
EL, TNUOPBREICE 2 HEBETMT 52T, HEHBEORTEICE L TEET &Y
wKFORMLEZ Ko7, AT, MREEITIIT D ELF 187 ¢ 7 r a/WRET —2 % H
WCNEENREE T V28T 5 2 & T, RONTZEZUT —Z o B o EREEH L,
Fex e BES R A BB LIV 2 Lb— 3 2S5 < PRK/PD T & O i B O bR
iz AR L L. HEHEOMYIMATHMET 2I2h- 0, FERRBRICBITI2®E7 TR
NOEEMEERLER L. A CEONZMAIE, ¥ 7 07 varo kAR
ZRVFRRIUC S EFHI T 27200 T <, BRT — 20 AR e 5k 28 < Rk b
LT, 5% OHEHERRELCHKISH~OBEMA SN D,



3. BEHMIRBRREEEREERVANEMETREREE T 2 ZRHVV-EE

FE BN RERRAT ©

3.1 ERLEH

551 FHERBR TG DAV R 54 N, #Rx I BHRE 2 A T 2 8RE 37 N (B RERE E R
Bk 8 N, EBERMREEREEE 8 A, MHEBREREES T A, "EBHRERER 6 A, MK
FEHTERE 8 N) OMIEFRGIRT 7 47 1 2 VIRET — 2 Z W T R HE B RE AT 1
BEIZHE S Tnd 4 7 U770 A (CL) (ZEHBEDRE, DAAFE (VI XOVV2) 12K
HOREPEEL L GHAAENTEY, B~ ——& LT eGFRadj XT* CrCL (G
ANIARIEZ ) 2 W T O ET AR IR, I ab—3 a3 UZEEDE 75% T-mic
WXk % RS (probability of target attainment, PTA) 7% MIC 4 ug/mL EL T C 90%% LRV,
INOBHERERERI T2 7 4 T8 21D Coax KO AUC NRIFRE & 72 2 LA EMRE SN, H
2 HRBO A EREIC K S e (F1).

ABEFOBBNL, 707 maLof 2 MR (APEKS-cUTI iR, HERERRIE 5
NCT03032380') T b AV 7o BEHENE IR BB GWIE B K OB E MM B R B omiEh
747 a ) WRET — 2% AW TRERSEMBEIET T VA2 T L, BYBE OEYEIE DR
WMERET L THD. £7o, KEREO%Tomc ZHH L, ARBRCH - HEH & THRR
B D MIC (26 L CH RIREE T D20l § 5.

%5 2 #H APEKS-cUTI #BRIE, 7 T AREPERRYLC K 2 MM R IR YYE B E (B R XD
AOFOFEIIM DY) FITAMERMET LERBEET LR LEL, E7 4T raLOFR)
PR O E A I XKL/ TAZT AR T D “HEMRT X AMERBRTHS. A
Bt FCT7~14 B, €747 ma2g% SIEMMEMRT 1 B 318, 1 FEEDNT CAufift 217
ol 74 TR aVOREE, A INRL/[TTAXT U EHNCHEOERERE & REICE S
THEL (R1), EHRMELZHER L.

#1 B2 MRBOE 7 0 T raVHIEHE (Ref5 25 5iR)
CrCL (mL/min)

Body weight (kg) >71 41-70 21-40

>70 2g q8h lg q6h 1g q8h

60 2g q8h 1.5g q8h 1g q8h

50 1.5g q6h 1.5g q8h 0.75g q6h

40 2g q8h 1g q6h 1g q8h

30 1.5g q6h 1.5g q8h 1gq8h

CrCL = creatinine clearance calculated by Cockcroft-Gault equation, q6h: every 6 hours,
q8h: every 8 hours. 1-hr infusion.



AHFFETIE, B OY 7 ¢ 7 u )V ORYEEI Ok bR E 5 2 HRE IS RN T &
LTEZONDEHiE~Y— 7 — % “FERF L, ZNENICKIET 2 = 20OFT VAT
. Etxtge s LI BRE~ — b —D— 2o HIX, FEUHEREE RER(AIEIEZ (eGFR) (eGFRadj)
ThV, MiF7 L7 F =2 (SCr), FHin, LOPERNZIESEHHE NS 167, Z-5H X, eGFRadj
R T L OIRFHERE (BSA) % B & L7-ifixt eGFR (eGFRabs) Th 2. =-DHIE, SCr,
(R, Fp, MOWERNCESEEH SN 7L T7F =027 U752 (CiCL) ThbH 8. %
NENOBRE~ — 7 —OHEHK & LU FICRT.

eGFRadj (mL/min/1.73m?) = 175 X SCr=115* x Age=0203 x 0.742/¢male (1)

eGFRadj

eGFRabs (mL/min) = s

XBSA (2

BWx(140—Age)
72XSCr

CrCL = x 0.85/emale 3)

INOBHERE~Y— I — OB BT 4 7 0 a L OEYERE TR ELZ 52 50T 5.
BRI B~ — IV — OBEICE ST ER SN TEY, b “FHEOBHIE~— 7 —
IR HEHMED B D 1920, BHERE~ — I — OHUE 90 DL E THIVTEHAEIES, 60 LI E 90 &
i CHIITEEBHEAEREE, 30 LI L 60 Rl ChHiuX & B EREREE, 15 LLE 30 Kiich
LR EBEERE, 15 RETOHOHVITRMBEARARICERSIND. INOBEREHOERLYS
L, BERICES<E7 T ra o HEREORFEITo 72

3.2 BT —4
%5 2 6 APEKS-cUTI #5R 15 T5 O 4172 BMENE PR BREULE FBF I 7o 13 Rk BRI ME B i R AR
F 238 N, B 1 FHRBR T SRR 54 N, R OR& A BRREE A BT D BRE 37 A&
GLeaEt 329 Aot 7 ¢ 7w o)/ VREET — & 2571 5 & IV CREEfRHT 2 506 L 72
RHE RSBy MR S SR OB S R e R 2 17”7



x2 HEREER (B 1HEVE 2 HAROEITHRER) (Ref 5 H ok

. Phase 2
Pha(slfl 1= s;;‘)d'es APEKS-cUTI study
(N = 238)

Body weight (kg) 68.4 (45.1 - 124.1) 76.4 (46.3 - 138.0)
Age (years) 36.0 (20 - 74) 65.0 (18 -93)
eGFRadj (mL/min/1.73 m®) 99.0 (4 - 146) 72.0 (14 - 142)
e¢GFRabs (mL/min) 99.0 (5 - 144) 78.0 (16 - 148)
CrCL (mL/min) 121.0 (7 - 185) 83.0 (25 - 186)
Albumin (g/dL) 4.2 (3.1-4.8) 42 (2.5-5.3)
Aspartate aminotransferase (U/L) 18.0 (10 - 45) 18.0 (6 - 101)
Alanine aminotransferase (U/L) 18.0 (5 -51) 15.0(4-111)
Total bilirubin (mg/dL) 0.78 (0.20 - 2.00) 0.53 (0.19 - 2.838)
Sex (male : female) * 75 (82.4%) : 16 (17.6%) 108 (45.4%) : 130 (54.6%)
Race (White : non-White) * 23 (25.3%) : 68 (74.7%) 230 (96.6%) : 8 (3.4%)

(Asian : White : Black 49 (53.9%): 23 (25.3%): 17 (18.7%) 7 (2.9%): 230 (96.6%): 0 (0.0%)

: Native : the others)® 11 (1.1%) :1 (1.1%) :0 (0.0%) :1 (0.4%)
Infection site (pneumonia: BSU/sepsis 0 (0.0%) : 0 (0.0%) 0 (0.0%) : 0 (0.0%)

: cUTI : no infection) * 10 (0.0%) : 91 (100.0%) : 238 (100.0%) : 0 (0.0%)

Black = Black or African American; CrCL = creatinine clearance calculated by Cockcroft-Gault equation; eGFRabs = absolute estimated
glomerular filtration rate; eGFRadj = body-surface-area-adjusted estimated glomerular filtration rate; Native = native American or Alaska
native.

Median (range).
* Number of subjects (percentage of all subjects).

3.3 R F L
3.3.1 BEFEYE BB

XU, MEET L R LK OMERNEB 2 LR T 52T T VEREL, N—XE
TAERBE L., I, ARREERE (WREETRET) OEWBEET VO R Y%
FhiL, BRHET ARG LT,

FATIFFRIZ N T, R R Ok % 2B HRE &2 A3 2B oMb 7« 7 2 2L
JETF—H %3 a2 RX—= A NETATRIFIZFIRTE /L &0 14, KN OfEE T L
WZBWTCHRET VEME Lz, 3 a2 /83— Ay METICIE, CL, Hiha i /X—hA Y
FROKRI = 78— R A MCBT S 0MmA5H (V1, V2, V3), ROz /3—h A MEZ
V772 (Q2, Q3) D/NT A—XEEELT-.

ERRIZEB OREAZE T VITIE, RHEOERS 20 LT fREGREE T Va2 et Lz, BT
Wz, BT AR ERT.

10



P; =TVP X exp (Np,i) “4)
P i3#WBR#E i D PK /37 A—4, TVP (X PK /3T A — & ORMEMEEHIE, e 1THERE 1 D
PK /T A —Zfl & RHEERIESED %2 KT,

EAENEB ORRGEE T VITIE, HARAEET VR NNRARETT Ve a Lz, IRERE
FTUE, RRESE T EDOMEBUE L, @ik TR IS L 72 A e
LI2bDTHD. LTI, HPRRZEET VR NNEAREETT VORXERT.

HBIRRAEET /L 1 Yy = IPRED;; X (14 &) 5)
BAREET IV Y = IPRED; % (1+ &145) + & (6)

Y [ EHERE 1 0 j & B O MmBEPIRE, IPRED IEHERE 1 @ j & B O MR EHEEM, e
B O e 1 3HERE 1 O j 2 B O M hie B D FERNE & HEEE D2 Z R

N—=RETIEGER, ¥ 7 4T v 2 OFEYEREITT S ERE T R OB A AT L Tt

BEET NVEME LT, CL L BBEHEE~ — 7 —ORICHMZRERAEO N2 b (K
D, FTXN—RAFTIVIEBEE~— I — 2 LT L L THAAALT.

11
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eGFRadj (mL/min/1.73 m?) eGFRabs (mL/min) CrCL (mL/min)
1 CL R BHREY—H—DREE%R (Ref 5 M i55|H)

Filled circle: patients with infection, unfilled circle: subjects without infection, line: a locally-weighted scatterplot smoothing (LOWESS) line (solid: patients with infection, dashed: subjects
without infection).
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W, REIX R BRI 2 LT YR EET =R CTh D=9, CL, V1, Q2,
KON V2 IZkT 2 REORBE LR LT, AERIRE R LB~ — I — L REE—
AET IS IRIA A TERR, M DILZE T D Z BTG L7z, CL 08 & & U T, MR,
waiy(mm,72N7%/M7:/%5y2713~%(ﬁﬂ,77:/7;/%
T A7 =7 —E (ALT), RV LBy, AH, &Ur%(#ﬁ%%ikiﬁ%$%)
DI L LR, MR, AR, 7L IREE, ROYRREZ MR L7 %Aziiﬁ
BETNVERNT, 7 AV INRERITIFREET AV EZAVTHEF L2, LTFICENLLDOE
TNRERT.

BT L 1 P =6, x (COV / median of COV)%: (7)
P X PK /X7 A —%, 0; KO O 1ITARXTHEE D PK /8T A — X ORMERERfE, COV
FEEEOEERT.

FHET NV 1 P =0car=0 X (Ocar)™" (®)

CAT (0 E£721X 1 BEIV Y THONLEHERL, 7T TV W NVIEEBHER OGS B
IZ CAT=0, &MEIZ CAT=1 LHIV Y TS, OcarolE, CAT DEEKN 0 DHE (Bh) ITHEE
SNDBETN/NT A—HETHDH. Ocar IF CAT ODEEIMN 1 OGE () 12, Ocar-0o DET
NRT A= BT DARRI R 2 R

W EOERIL, HIIBREME (objective function, OBJ) (2D X H|lr L7=. OBJ I, AR
BoxME -2 FEL72bDTHY, OB OHEN/NSWEEET MIFERT — 2 &2 L0 B
LTS LR TE 5. %72, 2 20FT /LD OBI D7 (AOBJ) AHHME 1 O A 3
DACHEDHEEARIA L, HEEBIMNE T L D ET VEEO A B ZFEEIT G
L7z, IA ZF/RETp AN <0.01, T725 AOBI 2 6.64 LI ETH 2 &5 2 THAIA
I, TIVETNVERE L. 612, AT v 7T A REHDEEZHNT, T4 ZFHRET
pfEAY <0.001, 72505 AOBI 28 10.83 LA F CTh H A BAHIFR L TRIEET LV AMEE LT,

ML L To it e 7 iE, BRI T IIMEGEREAT (prediction-corrected visual predictive check,
pcVPC) NS X, TV THIME & RGO G 2 TR A FEAL L 7.

332 PK/INS A= DERETEBR VO %M-mc DEH
L LT T T VTR O RERI ST A —ZHEEMICE S &, BHEEIR BRYE B
F TR HEMMER LB REF D CL, V1, Cna, KOAUC OFESHHEEMZ A AHEEIEIC
FOEHLE 23 F2MBcHubNTHENEZMEM L (1D, 1 BHY D AUC

13



IIHEE CL THRLUTHEMEL, Cux X025 R I L2V 2 b—y g > LI EFIREO M
s IC RS X B L.

T, HBRE TR T A4 VIR SN 7 T ABEMEREEIEGRE O MIC 1259 % %/Tomic
AEHLZ. 025K S L ICy S a2 b—3 g v LEEEFIRBEOMAETILEES, invitro RBR T
B SIS ATy 5. 04222 2 R Ul A2 VTR L 7=,

3.3.3 VI2b+hozx7T
REEHISEMEREfEANT D7 — 2 & > MERIZIE, SAS (SASInstituteInc., /N—35292) %
AT, RHEEM SRR K N T a3 I = L—3 3 121X, Nonlinear Mixed Effect
Model (NONMEM, ICON plc, /N—3 3 > 7.3) K OF Perl-speaks NONMEM (Uppsala University,
W=7 42) ZHWTZ. MEOEMIZIZR (R Foundation for Statistical Computing, 73—/
730 ZHni.

3.4 TR
3.4.1 BHEYT—h—2 AR BERAENBEETTILOEE

REEET N E LT3 av A= A NEFAZMEHL, BENEBORAEETFLE LTH
BlRREE T NV EARH Lc. 2OHEIE, RAFRETET VLV THE I PK /X7 A —Z{EDOH
RFEHERRZE (%RSE) 1T RE < (41%~1721%), HEE/RET L TIERWI LRSIz
DTHD. N—RETF/VTHE SN REREE (R 3) X, ATHIE 1 OHEEME & FE
LCu=.

RIT, N=RAET/MIEBWT CL & BBEHIE~— I —ORICHAMZRBERIZBO b7z
(B 1), Z“FEOBHiE~— I — %2 _X—RAET I ENTIHRAAT. BfE~— T —&
L T eGFRadj & #lAA A TZIALET LT, CL RODHAEF (VI LUNV2) ([TIRE DS,
VI ZWRE DR BN B A T, BHRE~ — 5 — & LT eGFRabs £ 721% CrCL % #7
AATEBAEET VT, DAAE (VI LKONV2) ITEREORE, CL KOV IZHIEDREN
BEIHAAENT-. HFTT BV, CL, VI, KONV2 OEKRIZES) T A —% I
FRVMEBIIERRD DR o 7o Z LD, ERIEE O L5 HUEE T WK AIAE R o Tz
FIRAET O BB OV T A — 2 fEEf % R 3 1TRT.

14



%3 R—ZEFILBRUVELRETILOBER/NS A —4#E[E (Ref 5 SekiR)

Base model Final model with eGFRadj ® | Final model with eGFRabs " Final model with CrCL *
Objective function value 9697.817 9386.181 9377.486 9363.552
Pharmacokinetic parameters Units Estimates %RSE Estimates %RSE Estimates %RSE Estimates %RSE
CL (L/hr) 4.60 2.8 5.02 2.8 4.56 1.8 4.23 1.5
Vi @ 9.91 3.6 7.93 6.5 7.92 3.2 7.93 3.1
Q2 (L/hr) 5.81 7.2 5.81 22.0 5.78 5.6 5.75 5.3
V2 (L) 5.37 3.8 5.41 4.4 5.41 3.4 5.41 33
Q3 (L/hr) 0.106 19.2 0.109 98.2 0.109 17.2 0.109 14.4
V3 (L) 0.729 9.3 0.736 48.4 0.735 8.6 0.734 7.3
Effect of renal function marker® on CL - - 0.631 12.4 0.621 3.5 0.653 3.9
Effect of body weight on CL - - 0.531 18.6 - - - -
Effect of body weight on V1 - - 0.800 72.8 0.789 12.8 0.798 12.2
Effect of body weight on V2 - - 0.689 26.4 0.673 10.8 0.698 17.3
Effect of disease status on CL - - - - 1.15 3.2 1.26 3.1
Effect of disease status on V1 - - 1.35 5.1 1.36 5.1 1.36 4.9
IIV for CL (CV%) [sh_np] % 48.8 [1.4] 11.4 33.0 [2.9] 14.3 32.6 [2.9] 14.4 31.8 [3.1] 15.8
IIV for V1 (CV%) [sh_np] % 56.1[8.8] 21.7 46.3 [11.1] 28.8 46.3 [11.0] 27.7 458 [11.1] 28.2
IV for V2 (CV%) [sh np] % 42.8 [32.2] 29.9 37.9 [34.2] 35.8 38.3 [34.2] 35.6 38.2 [34.2] 35.5
Proportional residual error (CV%) [sh_g] % 14.8 [14.9] 12.1 15.1[14.2] 12.7 15.1[14.2] 12.6 15.1[14.1] 12.8

CI = confidence interval; CrCL = creatinine clearance calculated by Cockcroft-Gault equation;

eGFRabs = absolute estimated glomerular filtration rate; eGFRadj = body-surface-area-adjusted estimated glomerular filtration rate;
IV = inter-individual variability; sh np = shrinkage in the standard deviation of inter-individual variability parameters n;

sh_e = shrinkage in the standard deviation of intra-individual variability parameters €; %RSE = relative standard error in percent.

*CL = 5.02 * (¢GFRadj/77.0)"®" * (body weight/74.1)***"; V1 = 7.93 * (body weight/74.1)*5% * | 35%esestas . yp — 5 41 * (body weight/74.1)™¥
(disease status = 0 for subjects without infection and disease status = 1 for patients with infection; treated in the same way for the following superscripts)

® CL = 4.56 * (eGFRabs/83.0)"%" * 1,153, 7 = 7,92 * (body weight/74.1)"7 * 13655 . v = 5 41 * (body weight/74.1)"¢”
€ CL = 4.23 * (CrCL/90.0)™% #1265t v = 793 * (body weight/74.1)"7"® * 1,365 . y) = 541 * (body weight/74.1)"%
4 ¢GFRadj, eGFRabs, or CrCL for each model.
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BEERE~ —H — HHISA LT O DRKET VL, Wb ittt 7 5 a oL
RIFICEIRTE, MER PK NTFA—FEHETE . HETNAMT, #HENRT A
BIIFE—ToH Y, BEM T A — 2 HEEE, MRREE), K OEENZENIFRRE ThH-o 7.

CrCL ZHMHAAATERASE T LD OB B b/NS ol Z &k, LIBEOfENT R 4T
IIARET VE W, CrCL Z AT BIEET VT, N—RAET /LR L T, % PK
IRT A —Z OIEEEEB ORI DR H A7 (CLIX48.8%7 6 31.8%, V1 1X56.1%7> 5 45.8%,
V2 1% 42.8%0° 5 382%I2Z1b) . BMET NVORHEEM NG, JEYLEFE O CL LY VI [TFFRGE
F LD ZNZEI26%K DN 36% R\ T & D3RR STz, CrCL A AR AHA A TE e & 7 /1 0D peVPC
B 2 1RT. R R O RERER O TR EHER O P B R 0 70 < F2RIT — & & BATIC
WA TWDZERFBENT. 12720, FEREFEOTRIXHIL, FHT—Z20nMm &0 K&
MnoT-.
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The results for 200 simulations are shown, and data are presented on a semilogarithmic scale. Renal function groups
defined by CrCL were as follows; augmented renal function: CrCL > 120 mL/min, normal renal function or mild renal
impairment: CrCL 60 to < 120 mL/min, moderate or severe renal impairment or end-stage renal disease (ESRD), CrCL 5
to < 60 mL/min. Non-infected: subjects without infection, Infected: patients with infection, Time: time after the previous
dose. Solid lines: observed median, dashed lines: observed 2.5th and 97.5th percentiles, dark gray shaded areas:
model-predicted 95% confidence interval (CI) of the median, light gray shaded areas: model-predicted 95% Cls of the
2.5th and 97.5th percentiles.
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3.4.2 PK/INS A= [2T 5 HBREETRRFDHZERE
CrCL Z #AIA A TERGETE T /b 2 IO To BRI A ZHEEIC LV, BHERFE O CL LT VI
DEZHEEEAF L L. BRI O CLH#EMEAR 312, MEO VI #EEZR 412
e

- -
©° 4
g |
2 7
o
o
o -
o
Augmented Normal Mild Moderate  Severe ESRD
(N=47)  (N=19) (N=8) (N=7) (N=4) (N=6)
Renal function group
(b)
o
< |
o le) 5
v
~ =
= —
S
— &
g )
o 2
®0
o O!}E?"
o
Augmented ~ Normal Mild Moderate Severe
(N=23) (N=76) (N=76) (N=58) (N=5)
Renal function group
3 FEREEE (a) RUBEEEE (b) DEHEER A O CL HEMBEDFEOITE (Ref 5
o him)

The final model with CrCL was used to estimate individual parameters. Renal function groups defined by CrCL were as
follows; augmented renal function: CrCL > 120 mL/min, normal renal function: CrCL 90 to < 120 mL/min, mild renal
impairment: CrCL 60 to <90 mL/min, moderate renal impairment, CrCL 30 to < 60 mL/min, severe renal impairment:
CrCL 15 to < 30 mL/min, end-stage renal disease (ESRD): CrCL 5 to < 15 mL/min. Circle: post hoc estimates of parameters
for individual subjects. Thick center lines: medians, top and bottom lines of the boxes: first and third quartiles (interquartile
range), whiskers: the most extreme data within 1.5 times the interquartile range, circles.
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V1 (L)
60

40

20
|

< 55kg 55-<70kg  70-<90kg  90- 138kg
(N=14) (N=62) (N=114) (N=48)
Body weight
4 BREBEOERERANDO VI HEBOFWTE (Ref 5 5> iR)

The final model with CrCL was used to estimate individual parameters. Circle: post hoc estimates of parameters for
individual subjects. Thick center lines: medians, top and bottom lines of the boxes: first and third quartiles (interquartile
range), whiskers: the most extreme data within 1.5 times the interquartile range, circles.

3LV, BHEDKTICHVWEZ 4 Frald CL METFTT A2 ENRENE. B4 T
1%, BZ7 47 maio VI MEEIZOTDIERGF L TND 2 EDURB I, ZIVUIEE L
RHEMERYBIET T VICB W CTREN VI OfF 8t EBThom 2 L & —HT 5.

JEYLBE BT 2 HIEHEND Coax KOV HH 720D O AUC OFHAETEEE R 4 1TR7
1 B®H7-0 O AUC 1%, MIEHEM CRBE TH 72,

=4 FE2HHABREREED G RV 1 BH=YDAC DEZRHEE (Ref 5H
Y= )
Dose regimen N Cax (ng/mL) Daily AUC (pg-hr/mL)
2 gq8h 139 138 (29.5-460) 1184 (270.0-3562)
1.5 gq8h 26 134 (79.0-292) 1186 (588.2-2505)
1 gq8h 22 87.5 (57.0-161) 1108 (588.4-1719)
1.5 g q6h 8 102 (73.8-138) 862.0 (525.2-1227)
1 g q6h 40 79.9 (30.7-122) 1026 (316.4-1686)
0.75 g g6bh 3 69.3 (67.3-72.6) 1003 (872.9-1181)

q8h: every 8 hours, q6h: every 6 hours.

Mean (range).

The inal model with CrCL was used to calculate the individual parameters for the patients with
infection. The dose regimen was tested in the phase 2 APEKS-cUTI study.
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343 E 2 HABROBREBRFICTE T 2% Momc
55 2 FHERBROEEZE D B S V72 7T SRR E O MIC OFiFHIL 0.004~8 pg/mL
THY, 90%DEHRIZAHZ e MIC J2EIX | pg/mL TH o7, %fTomc i, FEAEDEET
100%CoH -7 (&5).

=5 BHEMRREREEREF IR EMETREREBE DD M

Dose group N % fT-mic

2 g q8h 107 99.6 (78.1-100)

1.5 gq8h 23 100 (100-100)

1 gq8h 18 100 (100-100)

1.5 g q6h 5 100 (100-100)

1 g q6h 33 100 (100-100)

0.75 g gbh 3 100 (100-100)

q8h: every 8 hours, q6h: every 6 hours, %fT-yc: fraction of time for which free drug
concentration in plasma exceeds minimum inhibitory concentration over dosing interval.
Mean (range).

The inal model with CrCL was used to calculate the individual parameters for the patients
with infection. The dose regimen was tested in the phase 2 APEKS-cUTI study.

35 EE

FL70 5 B HRE~ — 7 — (eGFRadj, eGFRabs, & O*CrCL) # W C, MfEf& 7 4+ 7 r oL
T — 2 2SS & SREOREMN MBI T T VAR L. WTFNoRKET L
Tt 7 4 Fna/VBELZRIFICERTELZ L0, WTFhOBKE~—T—bt 7451
VO AEFEICHATE D 2 EAVRIB SN2, CrCL 2 AA A T2 Bef&E T 11% OB 23k
HLINS o T2, BBHiE~ — b —EMARAATEET VB OHEEMIZFRE TH 722 L
5 (R, PHMERICHAMICERODHSETRVEEZOND. B2 TlE, FFEEEOT
PR ENTER T —Z OS5 L0 K& otz T, RYBE O Mg ERENRENTH Y
(BE—AHT2Y 3 1), BYBEOT —2 b &0 THEE ST BRI )23 YL O i i
MIEBE LD KREDoTmZ EEREBL TN,

BRAEET VT, IWEEL UTEREDPHAAENTZ. L Lens, 4177 X951,
FHRE O VI HEEMEIXAERM CEEL TEY, KENE Y 47 v a LOERYEIREIZKIE
TEEILNSWZ EQRRB IR, 02 EnD, KEICESS ARRMIIAETHS LB
ZHiLD.

I BIZ, CrCL ZHAANTE BT T L TIL, BEYEE O CL KONV IFIEERYE L 2h
I 26% K DN 36% WV EARIBE ST, ZHORRIE, EROE Ty ARY U THD
7 b a Y OB R EIEGERE SR oW (ERBED 7 VT T U A RO
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IR L0 21%m 0o 72) B L —FH LT\ D.

55 2 MR I BV T%/Tomic 1F1E & A ED-BE T 100% Th > 7o, BIERYLE 7 2B\ T
RENR G- 0OICMBERY 7 47 0 2 0O%Tome DOFEEIEIT 67%~T76% T -7~ 2 &
S RN ' 7 7 AR Y VRERITHDLET X VY AX 50%fTomc ZHEEE LTV
L MO 2 KRBROMEHETEON- 7 4 F o oo i, FIKEO MIC
WXL CHICEmVIRBA R CEX 2 E0RB SNz, S 612, KRRBRTHELNLZ 8 AD
BEOTEERF T 47 0 a VREE, BSBE 2 FFE#% T 2710 pg/mL (#iFH 953~
5520 pg/mL), #5-BA4A 6 REfEIF4 T 1520 pg/mL (#iPH 336~4220 pg/mL) TH Y, JRHE7 «¢
T u a/LERE S MIC X D X2 0ICICEW 2 E B Sz, ZaMEOBAETIE, 52 M
BRIZEBWTEZ 47 ra i T 9%, A IXNRL/[TTAZTFUEHIET 11%0 B8 TRITER
WG Sh N BT 4 T e a b EOERBEL, THARy-Z V2 INVET AT =T
—BOWINTHoTz. A IXNRA/TTAZFUERBEOEREIERL, 7aAR) VDA -
T4 T 4 VRBR, TR, KOEER Cho7-. MBI LT, 7 4T ra/LOEE
PEICRE RBAIGED b ehoT. UEX Y, ARBRICKT 2 BRI, 77 ABRER
FEIRG B K D MM R IR GRE & 7o 1B MME B B R ORISR LT, AR O
OB AN LY Th 7= 2 E PRI T,

&3 (b) \ZrT LI, BYEED OB 23 NIXEHKRENTLE L Tk Y (CrCL 120 mL/min
k), €747 mano CLITEMEEEREHE (CrCL90~120 mL/min) XV &mro7z. 5
ITHFFEDE T e v o b—3 3 T, BRERETTE 2 £ 5 R E 23+ 72 % Tomic & 2
R AIIE, L0 HEEZES (6 MR BNAERTHHZ LRI TS 4 &5 TR
FTEIE, KRBT 2¢g & 8 MR CHRETHL VA THE W% Tome & B TE 72
N, BT7 470 a3 ORGRFITIIIREIEGE LV b EEMEDMERNZ AR ERR IS L7 &
JERENEEND Z &, S OICEHEBEESE CII UL UIXBHETTERRBDO LN Z D
2627 YRFA LA O R i Gk BR CIE B RS RE L BB S O S IRR 2 455 2 & T MIC 23 kY

BWVERICK L THORIRELGL 2 LB ROOLND.
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4. MXEBE, MRREEBMEERSE RUVEHERBRLEEEET 2%

RAW-BERZFEY S RefET ©

4.1 ERLEH

ARFOBRIE, 747020 3 FHER (CREDIBLE-CR R [FREBRGRAE &
NCT02714595]%8 K Y APEKS-NP 3R [FRER7HAI% 5 NCT03032380]) »° THF b/l B,
i FEIR G /RUMAE A, S OIHEME R B GWE B o it 7 ¢ 7 v 2 WRET — 2 2 [
WCRHERSETREE T L2 BT L, k& Zpleiir 2 3 5 B O ST RE O R & e
THZETHD. F, FEREOFEIKED MIC (25T 5%Tomce 2 FH L, ABR TRV
MERETHORIEBEIG ONTDFHIT 5. % Tomce & MEFZARE, BRFZODE, KO
AEIREE L OBIR A MGETT 572, PKPD itz Ehid 2. 61, ¥ Iab—ig itk
S & 75%fTomic KON 100%fTomic 12635 PTA ZHH L, BHREICE S Wi st 7 «
T u 2O EREOEEMEZFHMIT 5. BERET VICB W TREIREZS 57210
T 2% Tomic D EHIEIL 67%~T76% TH o722 LD 81 PTA OFHE TIX 75%fTomic & BIE
EICRRET D, B, BT T /MZBIT 5% Tome DIEHHOE HEE L, D TRSFHY
72 HAFAE & LT 100% fTomic 5 E L7285 O PTA R ET 5.

CREDIBLE-CR iBRIZ, /L 3~ AME S T ARG X D ik B, M jigiE/
POE R, FITEMMERIREYERE LR E L, B 7 4 7 v a/ L OFIMER LM
WZOWTCEE IR Z -V Ie fe B DR E (best available therapy, BAT) & bbigd 2% 3'551‘% T UH
IMERBRCTH 72, BT 4T v VB L B EOIRIRIERE O ) K OV PR BRI 13 [R5
T&ot.MmQNPﬁ%i,77A&ﬁa@%_i5%%%%%ﬂ%kb,ﬁ747m:
DGR NZ M E A v SR L LT 2 “HERT ¥ MEREBRTh > 72. APEKS-
NP BRI OB SRk S 7o /B 1T1E, BEPAiiZ (hospital-acquired pneumonia, HAP), A Wk
#xBEHE 2% (ventilator-associated pneumonia, VAP) , & ONEHE 7 7 BEfifi%¢ (healthcare-associated
pneumonia, HCAP) & 17z, ARBRTE 7 4 70 2 VEED A 0 R AR KT 2 IELMEN
maNTE.

FI3IMHRBRCTHWONEAELZR 6 (T, EERYAEE T UIE UIXE R TN
OB, FB22HEBRTLN 10%DEETRO NI Lt (B 3), AT R B E
Z 14, CrCL 73 120 LA E OB FERETUHE R 1T I3 MR 2 504E 95 Z & T MIC (Zxf L TR
BRI A TR T D720 2g & 6 R TR 5 L7,
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x6 FIEHBRORAERAE

Renal function eGFRadj and CrCL Dose regimen*
Augmented renal function  eGFRadj > 90 mL/min/1.73 m* and CrCL > 120 mL/min 2g q6h
Normal renal function eGFRadj > 90 mL/min/1.73 m” and CrCL < 120 mL/min 2gq8h
Mild renal impairment eGFRadj 60 to < 90 mL/min/1.73 m’ 2gq8h
Moderate renal impairment  eGFRadj 30 to < 60 mL/min/1.73 m’ 1.5g q8h
Severe renal impairment eGFRadj 15 to < 30 mL/min/1.73 m* g q8h
ESRD eGFRadj < 15 mL/min/1.73 m’ 0.75g ql2h

CrCL = creatinine clearance calculated by Cockcroft-Gault equation, eGFRadj = body-surface-area-adjusted estimated glomerular
filtration rate, ESRD: end-stage renal disease, qoh: every 6 hours, q8h: every 8 hours, q12h: every 12 hours.
* 3-hr infusion.

4.2 BT —4
%5 3 #H CREDIBLE-CR B TG b 7o ik B3, MY e /UM SE FBF, & 7o ITMENE IR
FRIRYLE B 72 A, 55 3 8 APEKS-NP 3R T3 LAV iR B 115 A, ROV3.2 IH TRt L
72329 N&E GO aE 516 AomiEht 7 ¢ 7o a /VRET — % 3427 iz VTR
Mr 9 Uiz, 5 3 fHRER CIGENT 252 F 7= 32 AD MR T — 2 [ IR H> 5 FRSb
L.
RHEFSEY By MR S SEF O E S e R 1177
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x1 HEREER (B1, 2, RUIHARDOEFTIARER) (Ref 6 55 HiR)

Phase 1 studies Phase 2 Phase 3 Phase 3
(N = 91) APEKS-cUTI study APEKS-NP study CREDIBLE-CR study
(N =238) N =115 N=72)

Body weight (kg) 68.4 (45.1-124.1) 76.4 (46.3 - 138.0) 72.0 (28.9 - 130.0) 68.4 (25.0 - 156.0)
Age (years) 36.0 (20 - 74) 65.0 (18 - 93) 68.0 (18 - 91) 67.5 (21 -92)
eGFRadj (mL/min/1.73 m’) 99.0 (4 - 146) 72.0 (14 - 142) 72.0 (6 - 225) 82.0 (15 -507)
eGFRabs (mL/min) 99.0 (5 - 144) 78.0 (16 - 148) 76.0 (4 - 283) 81.0 (13 - 533)d
CrCL (mL/min) 121.0 (7 - 185) 83.0 (25 - 186) 69.0 (5 - 306) 73.0 (10 - 540)
Albumin (g/dL) 4.2 (3.1-4.8) 422.5-53) 3.0(1.2 - 4.5)b 2.7 (1.6 - 4.8)°
Aspartate aminotransferase (U/L) 18.0 (10 - 45) 18.0 (6 - 101) 27.6 (3 - 139)° 36.0 (10 - 367)f
Alanine aminotransferase (U/L) 18.0 (5 -51) 15.0(4-111) 26.4 (4 - 116)° 26.5 (6 - 153)
Total bilirubin (mg/dL) 0.78 (0.20 - 2.00) 0.53 (0.19 - 2.88) 0.64 (0.10 - 2.26)° 0.56 (0.15 - 15,20)f

Sex (male : female) * 75 (82.4%) : 16 (17.6%)

108 (45.4%) : 130 (54.6%)

78 (67.8%) : 37 (32.2%)

48 (66.7%) : 24 (33.3%)

Race (White : non-White) * 23 (25.3%) : 68 (74.7%)
(Asian : White : Black

: Native : the others)” 1 (1.1%) :1 (1.1%)

230 (96.6%) : 8 (3.4%)

78 (67.8%) : 37 (32.2%)
49 (53.9%): 23 (25.3%): 17 (18.7%) 7 (2.9%): 230 (96.6%): 0 (0.0%) 36 (31.3%): 78 (67.8%): 0 (0.0%) 22 (30.6%): 42 (58.3%): 0 (0.0%)

10 (0.0%) :1 (0.4%) 10 (0.0%) :1 (0.9%)

42 (58.3%) : 30 (41.7%)

10 (0.0%) :8 (11.1%)

Infection site (pneumonia: BSI/sepsis
: cUTI : no infection) *

0 (0.0%) : 0 (0.0%)
£ 0 (0.0%) : 91 (100.0%)

0 (0.0%) : 0 (0.0%)
: 238 (100.0%) : 0 (0.0%)

115 (100.0%) : 0 (0.0%)
£ 0 (0.0%) : 0 (0.0%)

31 (43.1%) : 20 (27.8%)
£ 21 (29.2%) : 0 (0.0%)

Black = Black or African American; CrCL = creatinine clearance calculated by Cockcroft-Gault equation; eGFRabs = absolute estimated glomerular filtration rate;
eGFRadj = body-surface-area-adjusted estimated glomerular filtration rate; Native = native American or Alaska native.

Median (range).
* Number of subjects (percentage of all subjects). "N =112. *N=113. ‘N =71. °N=69. "N =68.
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4.3 R FiE
431 BEREYS BB

AKIRHT OREEE T WL, MR IREYYERE 7 — ¥ 2 B o RHERSEEEE 7 L (3.3.1
H) RT3 2= kA METAERF L. EERBEESOBETT VIR ET
TV (3.3.1 1, K 4), AANEEIORZET T VICITFREEET T VL ONRARZETT L (33.1
1, 5 KW6) ZREFLI.

N—=RETNEWER, ©7 47 1 a/LOEYBREIC KT D HBRE Y RO EEZ RF LT
WEBET NVEME L. EHMERIREIYE RS 7 — ¥ 2 5 D RER B EE 7 L T,
CrCL Z A A TZET VD OBl e b /NS o722 & D, AT T CrCL % CL O3
e UTHAIAATS. CL & CrCL O BR A B AIIZEHN L, AFEHT CTIXHRECE T L DIEDNT,
XIEET VR ONRAEET IV FEHET NV ERIEET VOMAE DY) ZHRF L7, OBJ
Db/ EUVRATE T VA ER 7223, CrCL 23 150 mL/min 28 % 5346 ® CL & CrCL @
X IFFEF T/ N E Do 72 (0.0001). L7=23-C, CrCL A% 120, 150, F7-1% 180 mL/min P4 E
DHFAIZ CL N—ETH D ENE LTHADOET LV EZBMMER L, OBI IZE3&h v h4 7
% 150 mL/min & L7 €T VN8RS 7.

WIZ, Tk TOMMT L REE, AEHTTH CL, VI, Q2, M V2 ITkIT HIEEDEE 4 i
FfL7z. CrCL M OMAHEZX—RAET VICHAIAATER, MOLEROFLEL S HITHRETL
7-. CL oA & L U T4, MBI, ALB, AST, ALT, ¥tV /Lb L, AR, KA (GE
YL, 3 ARRBRIC I B ik [HAP/VAP/HCAP], Ifjfdy/B e, CREDIBLE-CR 7
BT O HENE IR BEEY,  APEKS-cUTI 3R C O HENE PR IR YL F 72 1 B MMM B ),
KON TR 28 A (PK BRILT), VI OILZE& & U CHER, MR, ALB, AFE, &
AL, BN TP 2R 0 fl A M2 Wit L7z, e Bidds e s L 2 VW, B2
INHBEEIIRREET L EZANTRHRH Lz 3313, X7 KW8). A FHRET p EN
<0.01, 725 AOBJ 7% 6.64 LL ETHLHILEEL R THAIAI, TNVETIVEMEELT.
ST, HERFMEL VAT v 7T A ZERWEEZHNT, E7 VOB B ARG Lz, #
AREAAE T, REEOMEMAZAL LIZB EAT ERT A — X HEEMBIZEEE 5.2 9 5 )M
AT D720, HEEME & AERERRZEIC BV TR E I SO P IMIE 63 D Bk F 72 1R/ ML
BITDPK NI A—=ZDH L S%EHIXHZFHE L, BKRIICAE TROWHIPITH D 0.80~
125 LB LT, AT v 70U A REHGNETIE, A ZFBRET p EN <0.001, T72bH
AOBJ 78 10.83 L F CThH L ILEELZHIFR L THREET VAL LT

WL L 7ol E 7T VI, peVPCY IZES &, BT /LTI & FERME O G B A R A FE
L7z, 512, TFNVOEEMEEZ T — N A T v FE O CEHME L. TV
FHT =2ty b LEBRERILTT ¥ AE it L7z 300 fHo 7 — h A T 75—
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Zty FEERL, REETAVEZRNTATA=FHELRVIRLERLZ. 77— AT
v THEEAE D T RAEFS J T 95%IEHEHIKH & AT T N DT A —ZHEEMZ i L7z,

432 PK /X5 4 —8 DERMEEER S%Tme DEH

A LTC R T T L2 DTSRRI A ZHEEIZ LD, BEYHEE D Coax XY AUC OF R
HEEZFH Lz, B3 MRBR Tl lEAEZ#A L (R6). 1 HdHY O AUC
(THE%Z CL TRRLUTHEL, Cnn 3025 ZLICV T 2 b—v g v LIZEFIREO M
PRI ESE R L.

F70, HHETR—Z T4 VERTHH SN FRRE O MIC 1283 % %/ Tomce &2 5 H L7-.
025 BFH] T & 2 =2 b—3 3 > LIZERMRIE O MAE IR LIS, invitro sUBR TR & 73k
ATy 0.422 2 23 T2 VTR LT

433 PK/PD fi&#t
PK/PD fi##Ti%, MIC A& O 7 ¢ 7 1 a Vi 54 OME PRI R £ 721 XIRN R T — 4 %
BT 5HHE4E, 3725 CREDIBLE-CR iRERD HBH 60 A, APEKS-NP i BRODEFH 97 ADT —
% % VTN L7=. CREDIBLE-CR 5 & O APEKS-NP iERIZ BV TR— R T A VIFIZ

JEYE LT,

TBHCEIERE (REHT 7 A1) OMBEFRINE K OERIR R & Y%fTome D BALR, K OVEFRBE
IR 5 28 HRDAELFIRRE & %fTome DBEIR 21 Uiz, MIEFRINR O HK ), BRIRZIR O
(H%h), HEfERED A7) OF =X Z25MiRE s LTlfo7e. MIEFRIZER O TRZ) K
O DHEARREL, BRRIR D THER)) KO DHEARER], AFREO BT oF —2 13kt
i & LT 7z, R—EE TEROMEN BRI SN 5HE1E, MEFARRORENTITS
B O MIC 2 L, BRRZNE K OCAEFIREEDOREHI IR b m v MIC 246 L7z,

4.3.4 EVTALALIAL—2aVIT&KBPTAEY

Jifi ¢ BB A, i S e RE /R I E AR, S OVEEME M TR B SR E R D 75% fTomic & Y
100% fT-mic @ PTA ZHE T 272DICE T Avn Y I 2 b—a U aFE L. BHEMIR
FRIRYLIE BB 12DV TIX, CREDIBLE-CR 3BR O BIMEME IR B YL SR 12 eh L CHERE S L7z
R A—=H RV, BEMERYEIETT LV TEERELRETH -2 CCL, KE, KO
ALB [ BhREL 30%D 5B EH AR 2 0E L, JEGEAr (e, it/ Mufie . #HErE
PREGERYLIE) 2 & 12 1000 ADORAREE 236 E W72, MIC O#iPHIX 0.25~16 pg/mL & L,
AEAREE, RS OEVRELL. AMEMARL, 3 BRO 4 ZOMITHEREZ S LICREL
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bDThHD. BEERE~Y—I—D56 CrCL Bixb 7 471 a/Ld CLIZHER 52 536
ZETHY, CrCL A 150 mL/min LL LD CLIZ—ETH D Z EBRBE I &vh, CrCL
75 120 mL/min PL b & 72 2 BHERE LR & — DO & L TIEAT-HERE L L2 (XR9).
F 7o, RHERSEENREMNT CITAE, YA, &K OVALB 238 & & U CTiRI&E T VITHLA:
WENTN, TENOIEENE Y 4T 0 )VOBRFEICE 2 D EBIRBTH-T22 b (K
4, ®6, KUFK10), BHEIELANDOERK FICES AEFTHIIARETH D &l Lz,

%38 PIAEH 2 aL—Ya v AORZERE (ARRZEAS)
Renal function CrCL Dose regimen*
Augmented renal function CrCL > 120 mL/min 2g q6h
Normal renal function CrCL 90 to < 120 mL/min 2gq8h
Mild renal impairment CrCL 60 to <90 mL/min 2g q8h
Moderate renal impairment CrCL 30 to < 60 mL/min 1.5g q8h
Severe renal impairment CrCL 15 to < 30 mL/min 1g q8h
ESRD CrCL 5 to < 15 mL/min 0.75g q12h

CrCL = creatinine clearance calculated by Cockcroft-Gault equation, ESRD: end-stage renal disease,
q6h: every 6 hours, q8h: every 8 hours, q12h: every 12 hours.

* 3-hr infusion.

PTA G M OV ERE Z IR L7z, S 61T, 3 3 MaBRICE 1T 5 CrCL DA
(CrCL > 120 mL/min : 20.3%, CrCL 90~120 mL/min : 15.0%, CrCL 60~90 mL/min : 24.6%,
CrCL 30~60 mL/min : 32.6%, CrCL 15~30 mL/min : 4.8%, CrCL5~15mL/min : 2.7%) (&
DX, KBEEHOBEEGEEAITT D L CHEG PTA BRI L7z,

4.4 fEMTHER

4.4.1 REBET—RIEIBEAEYBREETILOBEE
MmigEF 7 0 7 aaVREE, BENEEOREET LV E L THARREET LV EZ TV
33—k AV FETIVCTRAFICRRR TE /2. 3 3 THE L RHENRYEIET T L DI
BETHD CrCL KMAEDOEEL EIICHFL, EHobAERLEERL L TX—XET /L
WZHAIAENTZ. CL, VI, KUV2 OfERMES) T A —& o BIZHBENFRO bt 2 &
5, WG A—Z ZRETLIZRER, ARERETNAYENRD b/ (AOBJ: - 70.622).
ELICMOIERBOFBELRMN LIZEZ S, 7LETIICITILL OREBRHAIAENE
(CL |2 CrCL, ALB, AST, AFf, YN, VI ISIRE, 4Filin, ALB, YN, V2 ITIRE).
T VOEGEILIZIANT T, HEEMEI/NE < %RSE BNRKEWHIHRERIZOWT I ILET LINLD
HIBRZMRT L=, Z0OkEE, CLIZ% 425 ALB, AST, MONAFEORE, VI IZkT D4R
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WAL, ETADNLHIBRLTH OBI OZ{EA/ NS W EpsREiniz. iz, B LI
ALBEDZENRD b= Z &b, VKT 2 KRGS & ALB D84 7yl C & 2]
REPEDSRIR STz, E D728, VKT DY O80T Yy O L L TET /T
FABDIALTE (ONT A—=FET 4 D). ZNH T VETANDLOIREROHIRIEL, WTnd
AOBI A 1083 LA FTH Y, ETMIG 25BN E o7z,

AT T LTI, CLIZ CrCL K ONEYSERNAL O, AR AR (V1 KON V2) ITIRE DR,
V12 ALB R OUEGE O BN AA TN, BEETNAVDORT A—FHEEEER 9 1R
. B 5IZART peVPC 7'y Rnh, RERGRER K OB BEREAE R D T IR BEHERS 23 S2 7 — &
DFREZE NI DX ZREE LA TVD I ENRBENTZ., BETTNVDONRT A—2HE
EMEIET— P A Ty FHEEOPRMELIZERETHY (R, TFLOHEMEMEINRESN
7.

BHEME R B RIWE B 7 — & 2 MO T RHE TR B R & [FIRR, i b A B e L8 #13 CL
[Zx4 % CrCL Tdh - 7=. CrCL A% 150 mL/min % CIXFEEE T /ITHE - T CL I L, CrCL
2% 150 mL/min % E[E1% & CLIZ—E Th D LRE L72ET /108 OB K O RAVFEARIZ ES
TR S NTZ. ALB & V1 ORIITAOHBENRD Hivlz. Wik B, Mifte e/ i i &
B, RO MEM: R B YeE g (55 3 #H CREDIBLE-CR #&B%) @ CL 1%, FH&Ye#E D CL & [FH
FREETdh 7278, % 2 tH APEKS-cUTI Bk O HENE PR IR IS GYE FBF F 72 | B M BT
RBED CL ITIEGE LV 27%m o7, BYEREO VI X, YA b & 9 IR
FH LV 39%EN T EAURE S T,
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=9 RIBETILDING A —F2HTEIE (Ref 6 H SR

Pharmacokinetic parameters Units Final model * Bootstrap estimates
Estimates %RSE Median 95% CI1

CL (L/hr) 4.04 1.8 4.04 3.89-4.20
V1 @L) 7.78 5.2 7.93 7.07-8.85
Q2 (L/hr) 6.19 5.7 5.97 4.57-7.24
V2 @) 5.77 32 5.68 5.02-6.15
Q3 (L/hr) 0.127 14.1 0.119 0.0792 - 0.228
V3 @) 0.798 6.4 0.772 0.621-1.09
Effect of CrCL on CL (CrCL cut-off value of 150 mL/min) 0.682 4.0 0.681 0.626 - 0.735
Effect of body weight on V1 and V2 0.58 12.2 0.571 0.433-0.725
Effect of infection with pneumonia on CL 0.981 4.1 0.978 0.893 -1.07
Effect of infection with BSI/sepsis on CL 1.08 10.4 1.07 0.894 - 1.37
Effect of infection with cUTI in CREDIBLE-CR study on CL 0.872 6.4 0.869 0.769 - 1.01
Effect of infection with cUTI/AUP in APEKS-cUTI study on CL 1.27 3.1 1.27 1.20-1.35
Effect of albumin concentration on V1 -0.617 10.9 -0.624 -0.985 --0.244
Effect of infection on V1 1.39 6.7 1.36 1.22-1.54
Inter-individual variability (CV %) [sh_np]
CL % 37.5[3.6] 10.4 37.0 32.9-40.7
V1 % 56.9 [13.6] 19.8 57.9 453-71.0
V2 % 33.6 [18.2] 35.0 355 19.7-50.2
Covariance between CL and V1 0.0886 29.1 0.0807 0.0338-0.146
Covariance between CL and V2 0.0792 33.2 0.0767 0.0187-0.140
Covariance between V1 and V2 0.150 27.3 0.115 -0.093-0.218
Intra-individual variability (CV %) [sh_g]
Proportional residual error % 20.5[13.2] 5.1 20.3 18.5-22.5

AUP: acute uncomplicated pyelonephritis, BSI: bloodstream infection, cUTI: complicated urinary tract infection, CV: coefficient of variation; sh_np: shrinkage
in the standard deviation of inter-individual variability parameters n; sh_g: shrinkage in the standard deviation of intra-individual variability parameters &; %RSE:
relative standard error in percent.

* CrCL < 150 mL/min; CL = 4.04 x (CrCL/83.0)*%** x (0.981 for patients with pneumonia) x (1.08 for patients with BSI/sepsis)
% (0.872 for patients with cUTI in CREDIBLE-CR study) x (1.27 for patients with cUTI/AUP in APEKS-cUTI study)

CrCL > 150mL/min; CL = 4.04 x (150/83.0)™**? x (0.981 for patients with pneumonia) x (1.08 for patients with BSI/sepsis)
% (0.872 for patients with cUTI in CREDIBLE-CR study) x (1.27 for patients with cUTI/AUP in APEKS-cUTI study)

V1 =7.78 x (body weight/72.6)"**" x (albumin/3.9)**'" x (1.39 for patients with infection)
V2 =5.77 % (body weight/72.6)"**
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X 5 ERRAER R UBHEEHADREETILO pcVPC A b (Ref 6 M 55IFH)

The results for 500 simulations are shown, and data are presented on a semilogarithmic scale. Renal function groups defined by CrCL were as follows; augmented renal function:

CrCL > 120 mL/min, normal renal function or mild renal impairment: CrCL 60 to < 120 mL/min, moderate or severe renal impairment or end-stage renal disease (ESRD), CrCL 5

to < 60 mL/min. Solid lines: observed median, dashed lines: observed 2.5th and 97.5th percentiles, dark gray shaded areas: model-predicted 95% confidence interval (CI) of the median, light
gray shaded areas: model-predicted 95% Cls of the 2.5th and 97.5th percentiles.
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442

PKINSA—Z IS HHEBRETRRA

ORRE

JRYLBHE D Cnax KOV H&H 72D D AUC @%?&?E iz 10 1R,

%= 10 RBREBED Cax R 1 BH-Y D AUC DEZRHETEE
Subject Population Background Data Sub-population N Cinax (ng/mL)* AUC (pg-hr/mL)*
Patients in phase 2 study - All (cUTVAUP) 238 114 (41.5) 1062 (40.3)
Patients in phase 3 Infection cUTI 21 106 (37.8) 1768 (42.5)
CREDIBLE-CR and BSUsepsis 20 85.4 (48.6) 1402 (55.9)
RS S HAP/VAP/HCAP 146 99.7(46.9) 1560 (53.0)
Age < 65 years old 76 86.7 (47.2) 1314 (51.6)
65 to < 75 years old 61 101 (36.2) 1629 (40.2)
75 to < 85 years old 40 111 (50.8) 1793 (56.5)
> 85 years old 10 147 (37.3) 2656 (42.7)
Body weight <55kg 31 115 (37.2) 1826 (43.9)
55 to <70 kg 49 106 (48.3) 1695 (52.5)
70 to < 90 kg 70 93.9 (45.4) 1467 (53.3)
> 90 kg 37 86.8 (48.0) 1395 (52.9)
Sex Male 126 95.3 (48.3) 1493 (53.7)
Female 61 106 (41.2) 1722 (47.9)
Dose group 2g q6hr 34 81.8 (38.7) 1365 (47.3)
2g q8hr 96 101 (51.6) 1494 (58.4)
1.5g q8hr 37 115 (40.2) 1930 (41.9)
1g q8hr 15 95.2 (30.1) 1778 (35.0)
0.75g q12hr 5 79.3 (16.1) 1377 (17.7)
Ventilation in patients With 73 98.7 (48.9) 1591 (55.6)
with HAP/VAP/HCAP Without 73 101 (45.3) 1530 (50.6)
Albumin <2.8 g/dL 81 97.0 (48.5) 1635 (55.2)
>2.8 g/dL 106 100 (44.7) 1512 (49.9)
White 120 94.6 (45.5) 1475 (51.5)
Phase 3 studies Asian 58 112 (47.0) 1830 (51.8)
Others 9 79.3 (31.7) 1244 (36.8)
White 42 92.9 (46.9) 1560 (52.6)
Race CREDIBLE-CR study  Asian 22 124 (34.4) 1972 (44.0)
Others 8 79.4 (34.0) 1239 (39.5)
White 78 95.6 (45.1) 1431 (51.1)
APEKS-NP study Asian 36 105 (53.0) 1748 (56.4)
Others 1 79.0 1284
. Survival 143 96.7 (44.8) 1514 (49.4)
Phase 3 studies Death 44 106 (50.9) 1739 (60.2)
Vital status Survival 54 92.5 (39.4) 1495 (42.5)
CREDIBLE-CRstudy "y 18 125 (52.2) 2130 (63.3)
Survival 89 99.3 (47.8) 1526 (53.6)
APEKS-NP study Death 26 94.4 (46.9) 1511 (53.6)

AUP: acute uncomplicated pyelonephritis, BSI: bloodstream infection, cUTI: complicated urinary tract infection, HAP: hospital-acquired pneumonia, HCAP: healthcare-

associated pneumonia, VAP: ventilator-associated pneumonia.

* Geometric mean (CV%)

JERYLERNER D Coax X OV B 720 D AUC OFZHEEEEZR 6 (a) (T, E7 4T o
IV OBRERI TGS CRIRECTh 7=, £z, 6 (b) ITRTLIIZ REFTIIAL
MR SR DA B D BT, B 7 4T 0 a/LOBRRIIFRIRE CTH-T7-.
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BSI: bloodstream infection, cUTI in CR: complicated urinary tract infection in CREDIBLE-CR study, cUTI in APEKS:
complicated urinary tract infection in APEKS-cUTI study. Circle: post hoc estimates of parameters for individual subjects.
Thick center lines: medians, top and bottom lines of the boxes: first and third quartiles (interquartile range), whiskers: the
most extreme data within 1.5 times the interquartile range, circles.
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443 PK/PD f##7

Number of pathogens

Number of pathogens

B3 MHRBoOBENS SN T ABRMEEO MIC OfHIE, WRBRE S 0.03~
64 pg/mL TH Y, 90%DEKIZA %72 MIC JRFEEIE 2 pg/mL ThH o7z, %fTomic 1%, MR
97%D A T 100% % Rk L7z, MEFARE, BRZIE, KOVEMRIRE & %/ Twme OREFAE
7T 1R T. WTFRICBWT B PK/PD BIRITEO 6T, izt A LosHE
TY%fTomic 23 100% TH 72720 EZ HND.

Microbiological outcome vs % fT>MIC Clinical outcome vs %fT>MIC Vital status vs %fT>MIC
(CREDIBLE-CR) (CREDIBLE-CR) (CREDIBLE-CR)
- Number of pathogens (N=77) = - & ~ © Number of patients (N=60 = = £ = Number of patienis (=60} ) [ =
_ | * Ra ofcradication (TOC) N-75 ®© _ | * Rawolclinical eure (TOC) | N=38 = _ | ® Rawol survival (Day 28) N=38 _
Z A s — 4 84 s o &8 £ L -
35 ¢ 58 - =
= . =58 =7 62)% _ s 5 &7 _ §
< 7 Fre S & _ FE 7 & _ s =
=5 F 2% 77 =]
_ = E 3 o= s £35 3 s 2
F r= o 2 & rs 5 2 & rs %
k= § o = E o 3
- [ = a [ | = 4 a T [ = =
s 4 a 2 =z & u Z & Dﬁd
1 N > e o NAL N = = 0 Nel N
i No LN .2 Mo - ¥ W |
0-<30  30-<75 Lo 0-<350 30-<75 100 0-<30  S0-<75 100
{T>MIC (%) {T>MIC (%) {T=MIC (%)
Microbiological outcome vs “%fT=>MIC Clinical outcome vs “%fT>MIC Vital status vs YefT>MIC
(APEKS-NP) (APEKS-NP) (APEKS-NP)
= Number of pathogens (N=122) | N=|2() —_ Number of patients (N=97) —_ Number of patients (N=97)
& 7 & Rule of eradication (TOC) [ e =1 ® Rate of clinical cure (TOC) . [ = = ® Rate of survival (Day 28) - . —_
o =7 N=93 ~ . =7 N=0% )
29 toow 18 rs g % foov 180w s EE Yoo 100% FE =
00 = 5 = % % 5 5 o % —
E : §8 7 s 285 % ] = £
£ 1 r® 5 & = = = 8% [ # &
S8 g 2% 8- 5
z Fs 2 2 6% = £ 8 % Fe 2
52 S 2 5
< | -3 = R s — & %4 s 2
2 44! g 7§ T 7: 3 g
- -1 f o = v 4 - =
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X 7 HMEFHDR, BRUR, RUEFERE S TucDBEFE Ref 6 H55IH)

444 EUTHALALZAL—Y3VICKDPTA

TGN K OV RERERER D 75% fTomic & Y 100% fTomic (KT 5 PTA 222 ingk 11 L
R N2 1T IR REREREICB D B, 75% fTomc @ PTA 13 MIC 4 pg/mL LRIt
LT 95%% kEl- 7o, i@ e/ B i A28 oo B ae (% B (PTA 85.8%) ZFRZ,
100% fT-mic @ PTA & MIC 4 pg/mL LLFIZxt LT 90%% kA~ 7=, B3 O CrCL /734 % B &
L7#E6 PTA 1, 2014 4E72 5 2016 AEDOZEHH—~_ A T 2D MIC 4340 31 & & 1B 8 12
RY. 75% fTomic DA PTA 1Z MIC 8 ug/mL LA RIZKkE LT, 100% fTomic DA PTA 1X MIC
4 pg/mL PAFICK LT, BEAHBALIZEE D 53 90% % ERl- 7.
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=1 RERARAL B B HERERE R D T5% Tomc (X9 % PTA (Ref 6 41> 2tiR)

Probability of target attainment for 75% f T-yic

. Dose regimens MIC (ug/mL)
Renal function g0up i 3 - infusion 025 0.5 1 2 4 8 16
Pneumonia patients
Augmented renal function 2 g q6h 100 100 100 100 99.7 94.5 60.4
Normal renal function 2 gq8h 100 100 100 99.9 98.9 87.1 43.4
Mild renal impairment 2 gq8h 100 100 100 100 99.8 97.0 69.7
Moderate renal impairment 1.5 gq8h 100 100 100 100 99.9 98.7 83.3
Severe renal impairment 1 gq8h 100 100 100 100 100 99.9 90.7
ESRD 0.75 gql2h 100 100 100 100 100 99.6 86.3
BSl/sepsis patients
Augmented renal function 2 g q6h 100 100 100 100 99.4 91.3 49.6
Normal renal function 2 gq8h 100 100 100 99.9 97.3 80.6 32.6
Mild renal impairment 2 gq8h 100 100 100 99.9 99.6 94.4 57.7
Moderate renal impairment 1.5 gq8h 100 100 100 100 99.9 98.0 74.8
Severe renal impairment 1 gq8h 100 100 100 100 100 99.8 84.8
ESRD 0.75 gql2h 100 100 100 100 100 99.2 79.2
cUTI patients
Augmented renal function 2 g q6h 100 100 100 100 99.9 96.9 73.3
Normal renal function 2 gq8h 100 100 100 100 99.6 93.6 56.3
Mild renal impairment 2 gq8h 100 100 100 100 99.8 98.4 81.2
Moderate renal impairment 1.5 gq8h 100 100 100 100 100 99.6 90.4
Severe renal impairment 1 gq8h 100 100 100 100 100 100 95.9
ESRD 0.75 gql2h 100 100 100 100 100 100 91.6

BSI: bloodstream infection, cUTI: complicated urinary tract infection.

Pharmacokinetics at steady state was assumed. Probability of target attainment is shown in percent (%). Shaded area indicates < 90%.
There were 1,000 simulated patients in each simulation scenario. Body weight was assumed to be log-normal distributed with mean of 72.6
kg and coefficient of variation (CV) of 30%. Albumin was assumed to be log-normal distributed with mean of 2.8 g/dL and CV of 30%.
Augmented renal function: CrCL > 120 mL/min (120 to < 150: 50%, > 150: 50%), normal renal function: 90 to < 120 mL/min, mild renal
impairment: CrCL 60 to < 90 mL/min, moderate renal impairment, CrCL 30 to < 60 mL/min, severe renal impairment: CrCL 15 to < 30
mL/min, end-stage renal disease (ESRD): CrCL 5 to < 15 mL/min.
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=12 RERARAL B B RERE A D 100% Tomc (2349 % PTA (Ref 6 A5 2tiw)

Probability of target attainment for 100% f Ty c

. Dose regimens MIC (png/mL)
Renal function group i 3 - infusion 025 0.5 1 2 4 8 16
Pneumonia patients
Augmented renal function 2 g q6h 100 100 100 99.7 95.9 79.8 37.0
Normal renal function 2 gq8h 100 100 99.9 98.3 91.2 64.6 23.2
Mild renal impairment 2 gq8h 100 100 99.9 99.7 98.2 85.9 46.4
Moderate renal impairment 1.5 gq8h 100 100 100 100 99.5 94.8 66.7
Severe renal impairment 1 gqg8h 100 100 100 100 100 99.5 81.8
ESRD 0.75 gql2h 100 100 100 100 100 98.3 77.1
BSI/sepsis patients
Augmented renal function 2 gqbh 100 100 100 99.4 93.6 71.6 28.5
Normal renal function 2 gq8h 100 99.9 99.5 96.2 85.8 54.0 14.1
Mild renal impairment 2 gq8h 100 100 99.8 99.4 96.0 78.0 36.1
Moderate renal impairment 1.5 gq8h 100 100 100 99.9 98.7 91.2 55.8
Severe renal impairment 1 gq8h 100 100 100 100 100 98.3 74.7
ESRD 0.75 gql2h 100 100 100 100 100 96.8 68.0
cUTI patients
Augmented renal function 2 g q6h 100 100 100 100 98.0 88.3 51.1
Normal renal function 2 gq8h 100 100 99.9 99.4 95.1 77.6 34.3
Mild renal impairment 2 gq8h 100 100 100 99.8 98.9 93.2 59.4
Moderate renal impairment 1.5 gq8h 100 100 100 100 99.8 97.7 79.1
Severe renal impairment 1 gq8h 100 100 100 100 100 99.7 90.1
ESRD 0.75 gql2h 100 100 100 100 100 99.4 85.7

BSI: bloodstream infection, cUTI: complicated urinary tract infection.

Pharmacokinetics at steady state was assumed. Probability of target attainment is shown in percent (%). Shaded area indicates < 90%.
There were 1,000 simulated patients in each simulation scenario. Body weight was assumed to be log-normal distributed with mean of 72.6
kg and coefficient of variation (CV) of 30%. Albumin was assumed to be log-normal distributed with mean of 2.8 g/dL and CV of 30%.
Augmented renal function: CrCL > 120 mL/min (120 to < 150: 50%, > 150: 50%), normal renal function: 90 to < 120 mL/min, mild renal
impairment: CrCL 60 to < 90 mL/min, moderate renal impairment, CrCL 30 to < 60 mL/min, severe renal impairment: CrCL 15 to < 30
mL/min, end-stage renal disease (ESRD): CrCL 5 to < 15 mL/min.
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(Ref 6 M 51H)

(a) 75% fT>mic, (b) 100% fT>mic. The bars present minimum inhibitory concentration (MIC) distributions of carbapenem
nonsusceptible (CarbNS) Enterobacteriaceae, CarbNS Acinetobacter, and CarbNS Pseudonomas aeruginosa in order from
left to right.
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4.5 R

F 3R TR ONTZBEOMEFE 7 0 T r aVRET — 2 2iE L, REMEYDRE
BT NEER LIz, BEET L, IRERE RO REOME 7 T e 2 VREA R
ICFiik c& 72 (R I LOUED).

3 EOMHTHER & [AEk, CrCL 37 4 7 r a/L 0TI b EELY 52 5 ERETH
572, CrCL 7’ 150 mL/min & TIFFEEET M- T CLIF#EM L, CrCL 2% 150 mL/min %
EEDE CLIZT—ETHD EIE LTETANERINZ. BlOE T 70 AR LV RIEHIT
LB TV LFERIFTE T XU LT BT X AITBOTHREMEYEEET LT CL
\Z%f9 5 CrCL OB EMF LBV, CrCL ®5 v F4 74E 100 mL/min % k6] - 72340
CL OHE IIIEFIT/NES o732 ZHUIARMIZERER L —E L TE Y, mv CrCL EIZRT 5
Cockcroft-Gault 20 (3.3.1 IH, X 3) OTFHMEENMEW =D EEZ LD, AFBICBNT,
CrCL 73 120 ml/min & R[E 57 —% ORA » MEIBR LN TW e Z ENERTH D 8. F7z,
Cockeroft-Gault 2T E\Vy CrCL O#iPH CEHEREZ W KFHME T 5 Z L@ s Tnsg 3. L
L, B5IZ/RT pcVPC DFERN S, R LT MIBHKETEREOMET Y7 4 T 0
TVIREE S BAFICFEIR CE 722 L AVRIBR I TEY, CrCL OF » M4 7fE% 150 mL/min &
LIERET VBT 4T r a LORBETRICIEHTE 2 B2 61 5.

REEREDTLHE T, AME, BME, F IR FPOEERESC, BEERLBEE TROLND
2627 B 3 MEERTIE, K9 20%00 A OBFEREN T (CrCL 7% 120 mL/min BA ) L Cu /e
BB LEREICE 7 T man 2g % 6 RIIR TG L7 & & OHEE AUC O /2 fE
(1365 pg-hr/mL) 1%, BHBEEHRBEEICE 7 T v 2g % S REMER TR G L= & 20
EAUC (1494 pghr/mL) LRIFRETH-o/ (R10). SHICETH AR Ialb—T gy
TIX, 75% fTsmic @ PTA 13 MIC 8 pg/mL LA FICx LT, 100% fTsmic @ PTA [X MIC 4 pg/mL
LUFIZxE LT, BERE FUE R DI ELIC B B3 90% % El>7-. 2 b OfERIE, &
BRETUE BT O VAR Qg % 6 R CHRMFET 2) B HokBgBEasER T L
ZRBELTND.

BASET VZIX ALB & VI OAOMBENHAAE . 2, ALB 2MEWEH TIX VI
MKRENWZ LARE LTS, BT AT I U MEICEE ) D AEOREMIL, RESRFICHT
D DOHESE DI B REIC BT D WiE & — 5 2034 5 3 MHRBROBHFITBIT 2 EFIRE
DHETE Comax X OVAUC 1F, ALB BER] (ALB 28 2.8 g/dL R 72132 Ll ) CREETH-
2 Emb (FR10), BE7 47w a)LOREICHT D ALB O IT/NINnEEZLND.

5 2 ¥ APEKS-cUTI #BRIZ 31T B B HEM: R B GYE BB F 72 13k A B R BE O
CLITFEAHE LV 27%m< (R9), 3 HOMMTRIR E —F L Tz, —J, Migkds, mif
JRYUEUMAE BT, M OVEHEME IR s iE 84 (55 3 #H CREDIBLE-CR &%) o CL %, IF
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JBYE D CL LRRE ThH -7 (HEEMIL 0.872~1.08 T 1 12V, F72, EEEEO VI
1%, BYSBAICEE D O PIREGE LV 39%m VI EVRIB SN, T D ORI, BHEE
REEYUERFICB T 27 ha o CL KODAMAROBN 25, 72 b NCHEERLICE

B IED DA RFE OB & /3 A 2634 L —FH LT, R6I1RT L9, H2
FH APEKS-cUTI #BRIZ 31T 2 BHEME PR BRI YWIE S DO HEE AUC 1%, % 3 # CREDIBLE-CR
FRBR D MENE R IS YIE B 2 B MO BE OHEE AUC L0 b PFMITE - 7228, K8
F D AUC HETEAE O 3T I GSNLR O BE T TRE B ER > Tz, L7ehi» T, 87 o
71 AL OIRGRIZKT D EYSNL O EIT NS WEE R BND.

% 3 AHRRBRD 97% D BE T%fTomic 13 100% ThH 72, 35 HTHRZEY, Bkt
TINZBWTEBENR AL T2 OBt 7 7 1 2 )L D% Tome OFEEIL 67%~76%
TholzZl &8 bW DOE 7 7 B AR VREHITHLHET X2V LE 50% fTomic &
BEELTCWDEZ b 2, KRBOMERETHON-® 7 4 7 2 a2 L OmSEFRE X
JRIKE O MIC 12%F L CHICmWIRRE 2 gl T2 2 LAVRIR S N, ZEMEOBLE TIX
%5 3 fH CREDIBLE-CR #BRIZIW\T, &7 47 1 /LT 14.9%, BAT BET 224%DHEHET
BWERAAHRE SN Y. 7 407 o a VB oL 2EIWERIE, ALT OV AST OHEINTH - 7.
BAT BED EREWERIZX, B OARTHo7o. BWERIC L 2ETHNL, E7 47 raViE\T

TRD LTV, BAT BT 1 HITRO L (REHET v F— &, MEfE ik, &
Ué PEREAAY) . E72, 55 3 4H APEKS-NP iBRICIEWT, B 7 47 = I /LEET9.5%, A~
FLBET 113%DBE TRIERAARE SN . 7 4T o a b LA B R AREDO E7R
BIVEMIZ TR Ch-oT-. EHIE, B 74 F o afET 1 E (RE), £ mm"*bﬁif‘zm
D BT (32— KRBT ARKYRE 11, FRFEME M8 PR K O IR gs b RE A A E B 1 1)) .
INHOZ EnD, %%mﬁ%®ﬂ%ﬁk%@bf,t747nsw®£éﬁﬂk%&%ﬁ

RO LN o7 LLEXY, & 3HRRICH T 2 FIEMEE, MREE, Mg/l
MAEBTE,  F 72 1T HENE IR BIEGE B OIRIRICRT LT, AR 2 RMEOBLR D 5 Y)
TholoZ ENRBENT-.

FrTha I alb— a0, BEIICE T T o aloRRBHERESE T LY
A (5 8) & TR L, EYLEA LR BEREREIZ B 57 75% fTomic D PTA 1E MIC 4 pg/mL
LLFIZx LT 95%% Elalo7=. % 3 MHEBR CHWIZ AR END, 3 BEOMREERE 2 T
H§HE~— 7 —% eGFRadj 7°5 CrCL IZEE L TWA 2, B1 CTrRTLHIICET7 T raro
CL & BRI eGFRadj & CrCL TR X ZefHiEIT /20, AR OMFHZ L 0 A L7 CrCL i
KOS HIEREIR, e OFRRIGROT-DICHE TH DL Z LRI,
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5. MRBEDELF FRET—2 ZAVMRNEMEREE TILET
5.1 ExEEH

PUEIEOMBATIIL, MRS T 2EDRZ RN T2 ETEETH Y, FYSHL T
53 TR0 R 2 FERL T D FIE M &R E O 7o OGO ELF T OIEMIRE T — 2 ZINET 2
ZENHERESTND 123,

BT 47 u ) OBRIZIBVT G, g TO ELF HRE & AV 7o RS Em M T LTz,
ELF Wt ~7 47 v a/VREIX, g &k OSE IMiadeidi#k (Bronchoalveolar lavage fluid,
BALF) OJRFIREZ A WTLL T O THIE L7z, JRFAX, FEMmIETH &8/ NS < g~
JE#T 5728, ELF RIEWIREZHEET H 12O ORNKME~— D — & U TR ST 5 353,

UTeaVALF

Verr = Vearr X 57—
Ureasgrum

VVALF
ConCELF = ConCBALF X v

ELF

Verr (% ELF OHEERFH, Vearr (% BALF OFREUE:, Ureaparr & OY Ureasgrum 17 41LE 4L BALF
o K OV RS2 S, Conceir M Of Coneparr (3E V24 ELF R ONBALF it 7 4 511 =
JVIREEZ R

FPREFERCA 20 5% %1522 ELF 27 ¢ 7 1 2 ViR 2340 L, ELF A B i g% rh g
BELAT L CHERR 5 2 L SRR ST . FERE AT A AUC I2x9 % ELF H AUC Dtk
DATEEIEIE, 0239 Thoto. WIS, N LR 2 02 &3 M G2 B3 7 614 x5
\Z, ELF HE7 47 r a/VREAZFMN L7z GRERGRBIE S NCT03862040) 8. JfikBE DI
FEO T MAE PR A IC 62 ELF JREE L O S PMEINE, AU TR GRGR B AR 3 e %)
TO0.212, AT 2 KefEl# (RURiBA%A 5 RFfETR) T 0.547 Th o7, R TIRER Tl
RN B LRIRREOBATE Ch 72y, AIE T 2 K% CIIMREE OBITERDO G M@ -
7o TH6 2 BT b A7 IR B RLMAE IR LIS k9% ELF IRE L ORFEHEE 2 9 1R
7.
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— | © Pneumonia patients (3-hr infusion)
= O THealthy subjects (1-hr infusion)
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Time after the start of infusion (hr)

9 RERAEMRBEOFGESEMBAIREICHT 5 ELF PRELORHEHERE Ref
1m551/)

ARET D B, @R R O EFOMIET RO ELF 7 0 7 a/VRET — 2 %
HAWTHINEBIREE T VAR T H L ThhH. MREETHEOONIZELFHET7 471
ANDHMETITIHEOELE (B 9) 2RTETVEMRHATH. £72, B 3 AR
(CREDIBLE-CR 7k }z 0" APEKS-NP i) OffikEHT—2I1Cb &% ELF Pt 7 471
IOVIRFEN 7T KEMEE O MIC % 2 2R OFIE (% fTomicer) B L, %fTomicer &
A IS, BRIR NS, M OVEFRIRTE & OBIfR & MiGd 5 72 0 PK/PD fif#f 2 Fhiti 3% .
I, VR ab—va SNIHEEDE 75%fTomic err X O 100%fTomic er (25T 2 PTA Z R L,
98 O ELF it 7 ¢ 7 v 2/ WREICES & EH OB U276+ 5.

5.2 BT —43
B 1 FHRBR TR DIV RN 20 AR DN TSR & B & T D iRk EH 7 A& Eic
aFt 27 AOfsEFR 7 4 7 u 2 VRET — 5 168 LN ELF f 87 (7 1 2 WRET — 4
27 ;3% O TIHNSEBIREE 7 V2 MEE Lo, MRt GURMIOWERA T R A R 13 1R T
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* 13 HBREETSR MAEDBERETILOBTARER) (Ref 75 oiR)

Healthy Subjects Pneumonia patients
(N=20) IN=7)

Body weight (kg) 61.9 (54.9 - 72.3) 88.1(69.4 - 113.0)
Age (years) 25 (21 -306) 70 (19 - 78)
CrCL (mL/min) 125 (95 - 148) 78 (44 - 275)
Albumin (g/dL) 4.7 (4.3-4.9) 2.8 (1.5-3.0)
Aspartate aminotransferase (U/L) 17 (11 - 28) 41 (22 - 259)
Alanine aminotransferase (U/L) 18 (8 - 38) 29 (13 -123)
Total bilirubin (mg/dL) 0.8 (0.5-1.5) 0.7 (0.3-3.9)
Sex (male : female) * 20 (100%) : 0 (0%) 3(42.9%) : 4 (57.1%)
Race (Asian : White 20 (100%) : 0 (0%) 0(0%) :5(71.4%)

: Black : the others)* :0(0%) : 0 (0%) :1(14.3%) : 1 (14.3%)

Black = Black or African American; Native = native American or Alaska native; CrCL = creatinine clearance
calculated by Cockcroft-Gault equation.

Median (range).
* Number of subjects (percentage of all subjects).

5.3 R FE
5.3.1 fZEYENEE £ T ILEEAT
fiNSRERET T L O T AAEE R 10 (2757,

K12 A(2)
?221
A1) 13
KEO 1 'KEI
v i
K
C(ELF)

& 10 Mm#Fh KRV ELF FEMFHEETILIEE Ref 7T 551H)
A(1) is the drug amount in the central compartment, A(2) and A(3) are the drug amounts in peripheral compartments, and

C(ELF) is the ELF concentration of the drug. K is the first-order rate constant of elimination, and K12, K21, K13, K31,
KEO, and KET1 are first-order transfer rate constants between compartments.
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HA 8= b A MIBT 2 EOEIE, PITORITES<.

dA(1)/dt = —K x A(1) — K12 x A(1) + K21 x A(2) — K13 x A(1) + K31 x A(3)
dA(2)/dt = K12 x A(1) — K21 x A(2)
dA(3)/dt = K13 x A(1) — K31 x A(3)
dC(ELF)/dt = KEO X A(1)/V1 — KE1 x C(ELF)

AFF LI = R A2 MBI 3R, AQLDN AQIERM=a v /3— KA MIE
i} % MR, C(ELF)IZ ELF R 2 % 4. KIZHAko —wsEE T, K12, K21, K13, K31,
KEO, KEl (3= /38— A v MNHO—RBATHEEL TH 5. ELF OFFE (20~40mL) ¥
tZ747manrovl (778L, £9) L0 bBOT/IINT NG, BZ7 7 ra/Ld ELF
~OSAAITMIIEFIREICEEL 52 e ERE LT,

TEFRBED M AP YR EE (2 %45 ELF FREOEIA 2 HE L, ik BE TRD 572 ELF
T7 4T 0 AN O E T TR OBIE ¥ AT 572012, LTORXE W,

KEO = FRC x KE1
FRC = FRCyy X EFRCFT

KE0, KEl [z /3— kA MEO—WBATHEEE, FRC IXEFIRAED ALk
3% ELF FIREDOEE, FRCuyv IZHEFER A O FRC, EFRC (X FRC (Z%fd 2 fiti g A 0 28,
PT X FRCICHT 2 H T Y AN EFREMEADSE PT =0, MREEOLEPT=1) %
#Z9. ELF FOT VT I VREIIEOD EE S LD 728 340, KBFSE Tl ELF IBE 2 IS
B EBLF L LTil- Tz,

fREERR A O ELF H B X A% rh i & W4T U CHERS 95 = & (BB ) AR sz
LD I, @R AIZ T D C(ELF)IXE HRRE T dC(ELF)/dt 28 0 LIRETE 5728, LLFD
KX THE I

C(ELF) = A(1)/V1 x FRC

FRC OEAME# ORRZEE T VTSR ZEE TV 33.1H, 4) #MHWwi=. ELF &
T4 TR VREIIEEREND 1 R LELNTE LT, EERNEEIIHE CX 20
0.00001 &\ 9 fiRed T/ S AR fEICEE L7z,

KETIMTIE, 4 = OMELREREDEIEET VAN L, @ERA Lk EE oM
B PK /T A — X OFE#HEEM % AT ELF B PK /X7 A —# (KEl, FRChy, EFRC,
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S OVFRC OfEREIAES)) ZHEE L7,

MRS LT e T VX, peVPCPICEEDS X, £ L FHIE & FERHEOE A L 2 7RI FF
L7z, &5, TFNVOEEMEZ T — N A N T v FEOE O CEHME L. T fAvz
FEHT =2ty b LHEBRERILTT ¥ AE et L7z 300 fHo 7 — h A T 75—
2ty NEERR L, BEETLVERWTRT A =2 HELBRVIRLEmR L. 7— AT
> THEEAE D A FS KON 95%(EHEIK ] & A& T T LD/ T X — ZHEEE A b L 7=

53.2 AUC DE#HEEBEICEDCMBITENER
S L T2 Bt E 7 V% VTR A ZHEEIZ LV, ELF 1 R OFERS AR AT AUC %
B L7, ELF 1 AUC 1L, 025 B Z &2y 2 = L— 3 v LI ERIREED ELF J#RAEE 10K
SEMEERIETEM Lz, JEESBMSET AUC 1X, &% CL TR L2 EICIEf A8y
0.422% % UCHM L= 1 6 OEZ AW IR EALIEF AUC I2x3 % ELF H* AUC ©
AR L, R R O BHE ORI T2 38 L 7-.

5.3.3 %fT>micecr DEH K U PK/PD ity

%5 3 i385k (CREDIBLE-CR 7B } (8 APEKS-NP #BR) (88 S iz 125 ADigkBE T
NR—ZZ A I SNZRINE O MIC (289 5 % Tomcrr 2R Lz, % 3 HRBRT
ELF &7 ¢ 7 a2/ VREITHE SN ehoTo728, 025 B2 Ly Ia2b—va L
T2 TEFRBED ELF iR E & H\ iz,

PK/PD f##f71%, CREDIBLE-CR iBRDfiliZc 3 28 N, APEKS-NP R Dfidk L& 97 AD
T —H Z MW TN L7-. CREDIBLE-CR 7k % (8 APEKS-NP BRIZI VN TN—R T 1 I
DIYEESNZMEEIE, TN 2K 12 THY, K 50%K% TN 25%0 B 1T 2 fitE
L E O LTz,

TBHCHIER? (54T 7 A1) OMETFAINE L OBIREIR & % Tomcer DR, KOG
BRGNS 28 AL DAELFIRAE & %/ Tomcerr DBIRZ MG L7z, BRI, 4.3.3 HIZFEH L T
5.

5.3.4 EVTHANLAYZIaAL—avIZLB PTAEY
it B D 75% fTomicer &Y 100% fTomicer @ PTA ZHIT 5720 E T v m v
2b—varaEhLlz. 4 ETHELLHEHEYHEET LV CTHEREERETH -
CrCL, {KH, KU ALB [ZEEREL 30%DREOER A0 2 E L, BHEREREZ & 12 1000 AD
ARG 384 S 7=, MIC O#iPHIT 025~16pug/mL & L, HEMAEIL, R8DEVREL
7o Fio, FHI3IFRBRICEIT S CiCL O5Ah (434 1H) ([ZHSX, SEMEROBEREGZ
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BEAMTTHZ L THAPTA bEH L=,

5.3.5 RBEICEITOMARMEBEICHT IHBRETROEE

fitide B T3 HALZ ELF it 7 4 F 1 a /L ONARE 7130508 IE (B 9) 2%t 58k
BB R ORBEZ R Uiz, ARESTICHAW 7 ADRIRBE T 2 MR 2R BIE O f5 5 K O

NI GO RBIE (87 4 7 v 2 VB ERbARTD OFREEE L. Zh ogEs =R
K7 & AT GRS MmAEPIRE I35 ELF L) ORRA MR LT,

5.4 TR

5.4.1 MRNEMRET —2ICE D EYFHREETILOEE
R LUTERETET NVONRT A— 2 HEEEE R 14 1R 11 12”7 pcVPC 7’12 b
B, fEEERR A K OWiZE B IZ 81T % ELF HREO TR R E R T — # O R B L NE 5>
FEBEISIATVWD I EMWRBENT. &I, KEETNONRT A —FHEEMIT T —
FART y THEEEO R IAE L FIEFRETH Y (R14), T VOHEBIEDS RS S L.

x 14 REVBEETIVOBER/NS A—FHTEE (Ref 71HS51H)

Bootstrap estimates

Pharmacokinetic parameters Estimates % RSE Median 95% CI
FRC in healthy subjects 0.103 6.2 0.102 0.0907 - 0.117
Effect of pneumonia patients on FRC 1.39 19.6 1.41 0.890 - 2.02
KE1 (hr'") 0.151 63.4 0.163 0.0206 - 0.557
Inter-individual variability

FRC (CV%) 34.6 34.9 32.9 19.7 - 44.0

CI: confidence interval, CV: coefficient of variation, FRC: fraction of epithelial lining fluid (ELF) to total plasma
concentration, KE1: first-order transfer rate constant from ELF to drug amount in central compartment, %RSE:
relative standard error in percent.
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Healthy subjects

Pneumonia patients
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The results for 200 simulations are shown. Solid lines: observed median, dashed lines: observed 2.5th and 97.5th
percentiles, dark gray shaded areas: model-predicted 95% confidence interval (CI) of the median, light gray shaded areas:
model-predicted 95% ClIs of the 2.5th and 97.5th percentiles.

5.4.2
x 14

=i

[EEZRES

WOORT X DI, HREEOEFIRIEIZER
DOEIE) 130.143 (0.103 x 1.39) EHEE S, EFRERAD 145 THD 2 ENRBRINT-.
EATAYR 0422 Z#EET 5 L, IERESTMAE RIS 59 25 ELF TEEDOE S

7% FRC (L2

Time after dose (hr)

EAREYBEETILOELF 7« FOIILEED pcVPC 7O k (Ref 7H 53|

\Z%FT % ELF Fjeps

Ik
X, R

#0339, HEEERAT0244 LEHTEX 5. FRC OERZEE) (ZEMRE) 1% 34.6% ThH -

a@

~0.576),

fAEFERL N T 0.263 (%1
INODRERNS, BT NANT A—H (EFIRREICE

RHISNIMBATRIIFRE TH Y, HREE OIMBAITRIL 34% L HEE Shiz.

54.3

PK/PD f#&4f

% 3 B O Ii% B35 D%fTomicerr %, CREDIBLE-CR
T, APEKS-NP iR 98%DHEE (97 AH 95 AN) T 100%% iZEHk L7=.
T%fTomiceLr 2% 100% T o 72 2 &6, Ml FRIZNE, BIRE, L OAELFIRRE

L DA PK/PD BRI

RO BRI Tz

45

FEREASAMAEF AUC I12%H9 % ELF H1 AUC Ot dufillX, ffide B T 0.340 (%
BH 0.122~0.416) T o7

B DEEN) £7-1X AUC I2EESNWT

0.176

HERD 89% D EE (28 A 25 N)
ZEAEDEE
& %fT>Mic,ELF



54.4 EUTFALAYIaAL—2aVIZ&BPTA
i BB g D BHERERER D 75% fTomc e X N 100% fTomic eie (2% 3% PTA 2% 15 [2/R 7.
REREREICEE D BT, 75% fTomicer @ PTA X MIC 2 pg/mL LU 2% LT 99.6%L4 =, MIC
4 pg/mL LA FIZX LT 87.7%LL ETH > 72, 100% fTomicer @ PTA & MIC 4 pg/mL LTI %
LT 87.0%LL ETH -7z, HBED CrCL 73 =S58 LIHih PTA 1, 2014 225 2016 4FED
ZEFY—_A T L AD MIC 7547 3 & & BIZB 12 1278, 75% fTomic ere 2 O 100% fTomic eLF
DA PTA 1X, MIC 4 pg/mL LA FIZ%F LT 90%% k[al-7-.
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5 15 R EEDBFHERERERID 75% Momic eir B 100% Tomic eir %395 PTA (Ref 7 S ektdR)

Probability of target attainment

Dose MIC (ug/mL)
. regimens
Target Renal function group with 3-hr
infusion 0.25 0.5 1 2 4 8 16
Augmented renal function 2 g q6h 100 100 100 99.8 91.8 54.0 10.2
Normal renal function 2 gq8h 100 100 100 99.6 87.7 42.9 6.2
75% £ Tonnc pLr Mild renal impairment 2 gq8h 100 100 100 99.8 93.8 59.8 14.9
’ Moderate renal impairment 1.5 g q8h 100 100 100 100 95.9 66.0 17.5
Severe renal impairment 1 gq8h 100 100 100 99.9 97.7 74.6 24.8
ESRD 0.75 g ql2h 100 100 100 99.9 94.3 63.1 20.8
Augmented renal function 2 g q6h 100 100 100 99.8 91.8 53.9 10.2
Normal renal function 2 gq8h 100 100 100 99.5 87.0 41.8 6.0
100% f Torric e Mild renal impairment 2 gq8h 100 100 100 99.7 93.1 58.8 14.4
’ Moderate renal impairment 1.5 g q8h 100 100 100 100 95.8 65.6 17.5
Severe renal impairment 1 gq8h 100 100 100 99.9 97.7 74.5 24.7
ESRD 0.75 gql2h 100 100 100 99.9 93.8 61.9 20.1

Pharmacokinetics at steady state was assumed. Probability of target attainment is shown in percent (%). Shaded area indicates < 90%. There were 1000
simulated patients in each simulation scenario. Body weight was assumed to be log-normal distributed with mean of 72.6 kg and coefficient of variation
(CV) of 30%. Albumin was assumed to be log-normal distributed with mean of 2.8 g/dL and CV of 30%. Augmented renal function: CrCL > 120 mL/min
(120 to < 150: 50%, > 150: 50%), normal renal function: 90 to < 120 mL/min, mild renal impairment: CrCL 60 to < 90 mL/min, moderate renal
impairment, CrCL 30 to < 60 mL/min, severe renal impairment: CrCL 15 to < 30 mL/min, end-stage renal disease (ESRD): CrCL 5 to < 15 mL/min.
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PTA for 75% fT>MIC,ELF ==+ «PTA for 100% fT>MIC,ELF

= = =PTA=00%

12 i 28 BB E D 75% Tomic e KT 100% 7 Tomic, er IZxF 9 5 %8S PTA (Ref 7 M i55|F)

The bars present minimum inhibitory concentration (MIC) distributions of carbapenem nonsusceptible (CarbNS) Enterobacteriaceae, CarbNS Acinetobacter, CarbNS Pseudonomas aeruginosa,
and Stenotrophomonas maltophilia in order from left to right.
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R 14187 L 91T, KEI OFAMERERZEN 63.4% & K& o772, KEL KT D IEE Sy
HraBMER L7z, KEl 07— MR b7 v THEEE D 95% XM O EFR (0.557 hr!) % ]
WCORRET L, ELF 12 7 ¢ 7 v 2 VREOHVIER ZOE L7256 D b 7 7 IRE K&K T PTA ~
DR R LT,

KEl % 0.151hr! (RHERTEHM) £721%20.557 he!' GRS EE LT-5E OBHRERE
B ELF H ~ 7 7IRE 2R 16 (7. EFIRIEICIS 1T D ELF H1 ~ 7 7IRE O JLEIX, ELF
FREORWERERE LIEHAETYH, £ TOBEERC4pg/mL 282 T\ /-, £7-, ELF
HREE D HVHR Z R E L7255 D 75% fTomicece X 8 100% fTomc er @ PTA 1, MIC 4 pg/mL
LLFIZHR L TENEI 80%~97%F LN 71%~96% Th ~7= (& 17).

& 16 EEREICETLHEF RS TREDTAE (Ref 7 55 iR)

Dose regimens Trough concentrations
KE1 value for simulation Renal function group with 3-hr at steady state in ELF
infusion Median (90% prediction interval)

0.151 hr! Augmented renal function 2 g q6h 8.47 (3.57-19.3)
(Population mean estimate) ~ Normal renal function 2 gq8h 7.19 (3.12 - 16.7)
Mild renal impairment 2 gq8h 8.98 (3.70 - 21.3)
Moderate renal impairment 1.5 gq8h 9.94 (4.16 - 22.8)
Severe renal impairment 1 gq8h 11.3 (4.69 - 26.7)
ESRD 0.75 gql2h 9.49 (3.81 - 26.6)
0.557 hr'! Augmented renal function 2 g qbh 7.25 (2.89 - 17.8)
(Assumed faster elimination ~Normal renal function 2 gq8h 5.43 (2.16 - 13.7)
of ELF concentrations) Mild renal impairment 2 gq8h 7.29 (2.67 - 18.8)
Moderate renal impairment 1.5 gq8h 8.69 (3.40 - 20.8)
Severe renal impairment 1 gq8h 10.3 (4.24 - 24.9)
ESRD 0.75 gql2h 8.55(3.27-24.4)

Pharmacokinetics at steady state was assumed. KE1 is a first-order transfer rate constant from ELF to drug amount in central compartment.
There were 1000 simulated patients in each simulation scenario. Body weight was assumed to be log-normal distributed with mean of 72.6 kg and
coefficient of variation (CV) of 30%. Albumin was assumed to be log-normal distributed with mean of 2.8 g/dL and CV of 30%. Augmented
renal function: CrCL > 120 mL/min (120 to < 150: 50%, > 150: 50%), normal renal function: 90 to < 120 mL/min, mild renal impairment: CrCL
60 to < 90 mL/min, moderate renal impairment, CrCL 30 to < 60 mL/min, severe renal impairment: CrCL 15 to < 30 mL/min, end-stage renal
disease (ESRD): CrCL 5 to < 15 mL/min.
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Probability of target attainment

. Dose regimens MIC (pg/mL)

Target Renal function group with 3-hr infusion 0.5 0.5 1 2 4 8 16
Augmented renal function 2 g q6h 100 100 100 99.5 87.3 44.9 7.8

Normal renal function 2 gq8h 100 100 100 98.3 79.8 31.0 3.2
75% £ TorticLr Mild renal impairment 2 gq8h 100 100 100 99.4 89.8 49.7 10.5
: ’ Moderate renal impairment 1.5 gq8h 100 100 100 99.9 93.5 59.1 14.1
Severe renal impairment 1 gq8h 100 100 100 99.9 96.9 70.1 22.1
ESRD 0.75 g q12h 100 100 100 99.8 92.0 58.1 18.3

Augmented renal function 2 g q6h 100 100 100 99.0 84.8 42.0 7.6

Normal renal function 2 gq8h 100 100 99.8 95.9 71.1 25.0 2.5

100% / Tonirc pi5 Mild renal impairment 2 gq8h 100 100 100 98.3 85.2 42.6 8.5
’ Moderate renal impairment 1.5 gq8h 100 100 100 99.7 90.7 55.1 11.8
Severe renal impairment 1 gq8h 100 100 100 99.9 96.0 67.7 21.3
ESRD 0.75 gql2h 100 100 100 99.5 89.6 53.5 16.2

Pharmacokinetics at steady state was assumed. Probability of target attainment is shown in percent (%). Shaded area indicates < 90%. There were 1000 simulated
patients in each simulation scenario. Body weight was assumed to be log-normal distributed with mean of 72.6 kg and coefficient of variation (CV) of 30%. Albumin was
assumed to be log-normal distributed with mean of 2.8 g/dL and CV of 30%. Augmented renal function: CrCL > 120 mL/min (120 to < 150: 50%, > 150: 50%), normal
renal function: 90 to < 120 mL/min, mild renal impairment: CrCL 60 to < 90 mL/min, moderate renal impairment, CrCL 30 to < 60 mL/min, severe renal impairment:
CrCL 15 to < 30 mL/min, end-stage renal disease (ESRD): CrCL 5 to < 15 mL/min.

KE1 was assumed as 0.557 hr™' based on the upper limit of 95% CI calculated from the bootstrap method.
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18 fREBEICE T OMBITREFREER

Collection time Concentration ratio  Duration of ventilation Acute Chronic obstructive
Subject No. for concentrations®  (ELF/free plasma) before administration respiratory failure Pneumothorax pulmonary disease  Asthma Hypoxia Shortness of breath
1 3 0.090 0.9 + + - - - -
2 3 0.224 0.5 + - - - - -
3 3 0.235 0.7 + - + - - -
4 3 0.422 0.6 + - - - - -
5 5 0.445 1.6 - - + + + -
6 5 0.450 37.5 + - - - + +
7 5 0.832 9.8 + - - - - -

* Collected concentrations at the end of infusion (infusion time: 3 hours) and 2 hours after the end of infusion.
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fNEENBET VAL, BT T /VITMRERE O ELF 8 7 7 1 2 VIR 2 BAT
IRl T & (B 11). A K OB B OIIBATRIZENZ IR 25% K O 34% & HEE
S, MREBEIZBITDET 47 0 a/VORMBAITHITEERAN LV &0 ERNRg I 7.

N LRPIR &8 % 38 L3 Bl A 12BN TC, ELF R 7 ¢ 5 1 2L DA £ 72 131 K002
HET B Z LRSI TS 38 (B9). RN TIE, MmAEF M OELF F12 7 4 7 1 2 LR
ERWATICHRT 5 2 L RRO LTV ARW 3, IEROY 77 v 2R U RAEME TH 5
Y7 ha /BRI Z LD T b ATBW T, NTRERISEEZLEE T AMiREET
ELF F1~D3W) 5341 OIEZEF88D H 7228 (IHEF X OV ELF H1 Crnax IR IZE 10240 1 HF
RO 6 BERD) 41, FERERRA TEOMMITRD 5N TRV 2, b 0MAE, AN TGS
BWLE LT DR EE LR AICBWT, MORIER EARFERREBICEN S D Z LIk
NI 25EE2LND 6 7 4T 0a)LOBITREWRAE ROBRERF L=, 7 A
DR SN iR BE T — X IR CTHfEZRMERITRD b o7- (R 18). Lo L, ELF
Y7 4T u VORI EET D 2 L, AL L AR B COREEE D, 1h
ERNROM BIZH G T HAREMENH 5.

5 3 MR O MR BE D 89%~98% T% fTomicerr 1L 100% Th o7, ErT AL I a
L—3a T, 75% fTomicee X OF 100% fTomic ece @ PTA (3 MIC 4 pg/mL LA 2% LT 90%
Z bl o 7= (EFSREIEH A Tl 87%LL ). 72, JEESHTIC L Y ELF HiEE OB IEA
EIE LTS ATYH, ELFH b7 7IBEIX 2 COBMEN T4 pgmL 22 T\ 2. Zhb
DOFERMG, BEERICESEHRi st 4 T r a VOREAREIL, MREEICBW T
IR IR ER B A T D 2 L AVRIR S LT
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CrCL 13E 7 4 7 1 /L OEWEREIC R b ELY 52 5 ERTH 572, ALB REYEL
DEVWNET 47 8 2)VOBRERIZRIET RIS W ERRB I, 5 3B 97%
DIBE TY%fTomic 13 100% TH Y, JEGLERALLEBEREREIC B B3 75% fTomic @ PTA & MIC
4pg/mL LA FIZ LT 95%% ko722 &0, §%E L7 FEH EITB R LERFE L 5T
FIERLBRFICB W T+ RIRELER TE D 2 LRSIk,

Fiz, SETE, B7 47 naEBMREFICES Lol o mfEh kO ELF HiRE % H
TN SR BN REFRAT £ 7 L A REEE L 72 IR ABE 12 381T D ELF ~O i & €7 vk L,
i BE BT D87 47 0 VOB TIEIEERRA LV @V EARBE SN, 53
B DOt f B D 89%~98% T% fTomicerr X 100%TH Y, 75% fTomicrr @ PTA (3 MIC
4 pg/mL LU FIZKk LT 90%% Elalo7- 2 &nh (BHREER BE TIL87%LL |), & L7z
EREIIMRBEOMNEYIRE L BB L7- ETHL#EEYTHDH 2 ENRST.

AIFFEAERIT, CrCLICHS<< v 7 s FualofEHE (R8) oM S, WA rEk
OA VX Ea—7 4 — ARSI TN S o0,

AWFFEDORFEIL, UTORITH 5.

O BEERYBE T — XIS < AEAREOMEYIMEFHE

FEATAFFECIE, ERERR A B OV 2 22 B BB & 6 3 2 FEIR YR E o S b R YR 7 ¢
T A VRET — 2 & IO T R R Eh B AR AT 22 Sl U, 25 2 AR S GBIz 1) 1 72
BEREZ &L OFNEREMNMRRE SN2 4 THUTIRRRE LB TR 7 4 7 1 a Lo 3EYE)
AR TH D Z L HE L TWDD, AL TITE 2 FHERBR O BMENE R K EYYE B8 £ 7
IR MR B R AEE O CLITIEEREE LV 27%m <, REH O VI BB
OO PIERYE LV 39%m\ 02 & ZoRIR Uiz 56, ASRERIT, TR B o i 55 R R AN IR
FHEVIKLS 2B A[REM 2 RIBR T 2 DO TH H DS, —J CHRATIEIIMIR B3 O 5 MBI GE
EVmnWZ Lamme L 7. T OGBS OEYEIRE A ZE L 72 ECTHIEREORELYM: 4
BAECE /22 L%, BEARRRELEEZOND. MNBEO X 5 (A T o Ky Ehme T
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