VANVT Y FEA REE R
(B9 5 &k}

ARERHIFLE S VTSR DR e N O EALI1E MSD #£3(
2ICH Y F9, YRS O®EEMSAOF HBRILIINO =B B
WCAREE 2RI A2 LI TEER A,

MSD #R=\E £t




CTD %65 1 %
1.5 EJE X EFE BooRE & OB 38 Ok

MSD A=t



VLT ZBKF A I RXRLKFW, T ABTF T N A A
1.5 IR 3 B ORSE& OBRFE O R

B et
B B OV HRE DD TE L oo
1.5 FRJFOUTFE R ORRAE I OBHFE DIEIE oooeoeeeee e
151 FJF I TE L OB oo
152 BHIE DRI oo
1.52.1 B RRBR OMEEL oo
1522 FERGIRRRBR DMETL ...
1.52.2.1 FRFEERER .ottt
1.5222 FRENIETRER ..o

15223 FEPETRBR ..o
1.52.3 BRI TRBR OOBETEL ...ttt
1.523.1 BB RRIR ..ot
1.523.2 BT TR ..o
15233 EBTITRHTRER «.ooceceeeee e

C cConfidential

1.5 RLJFUETE L ORRAE K ONBHFE 0 ke
-1 -



VLT ZBKF A I RXRLKFW, T ABTF T N A A
1.5 IR 3 B ORSE& OBRFE O R

#1.5-1

C confidential

MEK-=7655A DBAFE OITEEFER ..ottt et e et et e e eeenenes

1.5 IR XIE%E R oSk OBRSE Of ik
-2 -



VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.5 2R DI L DR fE B OBRFE D ikl

5 M O EE D B 5%
W& EE I3 R ETe

Percentage of time unbound concentration is

BRI R DS e/ NP IR 2 i 2 T D

A T>MIC above the minimum inhibitory concentration o 5 MRk 5 EE
APACHE Acute Bhysiology and Chronic Health .
Evaluation
CDC Centers for Disease Control and Prevention FIREE T ¥ —
Cl Confidence interval 1S X
clAl Complicated intra-abdominal infection BIHEVEREE R YE
CMS Colistimethate sodium DV AFURAZ AR UEET R DA
CRE Carbapenem-resistant Enterobacteriaceae V3R ATt Enterobacteriaceae
cUTI Complicated urinary tract infection BIHMEVE IR I Y UE
DCIV Discontinuation of IV study therapy TRPERE T IR
ESBL Extended spectrum B-lactamases FEER R B-F 2 A v —F
EU European Union RPN E A
ot s SRS
JAUC0.24 n/MIC . . L 07> & 2415 ] 5 ~C 0D M 45 v i 2 — IRe P st 1 1
normalized by the minimum inhibitory O
concentration
SHZ O T S - TRy pare
GLP Good laboratory practice ‘%%uu DLV BT 2 IR RFER 0 S5 D £
HABP Hospital-Acquired Bacterial Pneumonia AU ESPE DBEN T2
HAP Hospital-acquired pneumonia BE i 2%
ICH International Conference for Harmonisation [ SR it K 1 D I B e
KPC Klebsiella pneumoniae carbapenemase Klebsiella pneumoniae 71 )V /33~ —+F
IMI Imipenem hydrate/cilastatin sodium AIRILKIY, T TFGABZTF T R T L
1\ Intravenous (ly) RN 5
ME Microbiologically-evaluable A B R ETAT R RE
MITT Modified intention-to-treat —
mMITT Microbiological modified intention-to-treat FH 5~ Modified intention-to-treat
PD Pharmacodynamic T
PK Pharmacokinetic IEHE
QTc Corrected QT fHIE L7 QT
REL Relebactam hydrate LU LNT B BKF)
REL + IMI Co-administration of relebactam hydrate and U LN B2 KT & /I’ IR LK VT
imipenem hydrate/cilastatin sodium AEFF NI U LOHEA
REL/IMI Relebactam hydrate/imipenem U LR B BKF A IR LKFW S T
hydrate/cilastatin sodium (MK-7655A) ABFoF R UL
SMART Study Monitoring Antimicrobial Resistance .
Trends
TAZ/PIPC Tazobactam/piperacillin hydrate BZINT BN EXT Y K
VABP Ventilator-Associated Bacterial Pneumonia AP ME D N T2 B e it 7€
VAP Ventilator associated pneumonia N CIEI e B Al ok
WHO World Health Organization SO
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1.5 EEXIEROZERUVEAEORER

151  EEXEIHERORZE

MK-7655A (L L2 2 LKFaM) /A I SR LKF,/ T A8 FF 1 U 0 L RELIMI) 13,
NSRS LRIEE TH DA IR LK),/ VT AZF oS UL (IMD) EHHOIE p-
TV ELROTTHEY I aA s 2R B-T 7 H~v—EHERTHL L LT X LK (REL)
ZRLE LT2 VSR NTE 7T IR I AYE I T 2 U TH 2,

BONIIML EOFT % B-F 7 2~—FBE& LT, EHE ) N7 2 LR B-T 7 & ~—BHEA%
PRZE AL & U722y, T OB WIT AmpC 2 & T Ambler 7 7 A C D -7 7 4 ~—BOHFEZR
IFIRWARKPCEFTr Y T AADP-T 7 2~ —BICkT HHEDRIT R I e o7, % Z T, Ambler
JIAARNT FACOWMSFEHETLHB-F74~—EBERBET L L L LT, LAY XA,
Ambler 7 7 A A KONV A C OWMED B-7 27 % ~—EEHE L. Pseudomonas aeruginosa <°
Enterobacteriaceae O 77 /L /3~ R MRS PEAGICES 595 Ambler 7 7 A CDB-F 7 Z~—EThHD
AmpC (12Xt L pM A — & —LLU N OIRECoh 1 &2~ , £ 72, —E D Enterobacteriaceae (Klebsiella spp.
) AT DHKNED B-T 7 & LRIKMIVER 1 Cd> % Klebsiella pneumoniae 71 /v /34~ —F

(KPC) ZD%< O Ambler 7 7 A A D B-F 7 X ~—LITkt LTHRWNEMEZERT,

IMI % Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., U.S.A. (MSD)IZ 33\ T
FEINTZ TNV ERIUEE A I XK LT, dehydropeptidase-IlHEHITHH L T A X F o %
1: 1OFIETERA LIENHIAEMERA TH S, A I K AI1T Streptomyces cattleya V) FEA X
NDETFTF~A U OFERT, 77 LG, 77 LEMEOGFRMER & OBEWEE IS RO TR E
HzERL, ZOERIZERFEPITH D, 4 IR AT OEESR dehydropeptidase-11Z L 0 R &5 17,
NEEND, ZONELEZMEIT 272D TAZTF T M) ULAREA SN, YT AZTF
U U NIFHETEED RO BT, A IR LOFEIEMEIC S REE 5220, IMI 13
SRR O A AR TERAN KGR ST ANV ARR LR ETH Y . AR ZLRESNTORE A & T
TF A% /TIENAM®, KETOMEM4 %2 PRIMAXIN®E LT, 30EMU LR CTHEAES ATV D,

INKLDHEH AT MR TH Y | IMI Tk x 228 YYE  (BUILE - RGO, 1
JERCER AR, BIRSMEHEIR, PR, SRERVESSARIS. EMERN. PEMm ARG IRBMEED (kT
LK 2 AARTHEAG L TWAH[1.13.1 H],

REL/IMI (X Ambler 7 7 A A KT T A CD B-F 7 Z~—BITKT D L LT ZLORREEN
2RV, 2D B-T 7 Z~—BIZLDHMPEEITH L TA IR ADOHETEMEZ R 5,

1.5.2 FFEDEE

77 MEMEEIIMUMAE, PERER, PREEVESR G PEIVEPN SR ORR & 7R I T ORGYE DO JRIR &
720 FEHNMERE O MBI & 72> T\ D, KR LR AffifE Enterobacteriaceae (CRE)
T O oS Z Mt P aeruginosa 72 & 0 F1 VSRR AHPE 275 BAFEPEE OB[A3EH ST
%o ITAETIX WHO A3 THTHBUR AN B BT LB A BEAIf 4 U 2~ (WHO priority pathogens list
for R&D of new antibiotics) | DEEAMEN K &V [Priority 1: CRITICAL| |Z Enterobacteriaceae
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(carbapenem-resistant, ESBL-producing) . P. aeruginosa (carbapenem-resistant) % & [&#+5.4: 0017,
CDC %, [Antibiotic Resistance Threats in the United States, 2019] (23T, H b L ~L D E0
[Urgent Threat] & LC, CRE Z#5& L CWH[EEIS5.4: 002], AFIZEHBW T CRE BEYYE K %
HIME P oaeruginosa (4 I XA L, T I vy, vyazaxHh o ro34I2mtEE 7 P
aeruginosa) JEYYIEIT % A2 FIRREGIE O SHHE R T G0 B % VR E R AR 2> © o Ja Hi it
GIRBICIEE SN TND, L LARNS . TSR AfiE 2 5 AEVEEI % U in vitro FEVE 2 #E
FFT 2HEIITT & A ER WV [EERS4:003], —KAYIZ CRE 0 /L3R AE P aeruginosa 12 &
HEBRBIMEIITHEARARTH D, TOTD, L3R AT ERGE IS 5T 9 2 @A 2k
KOV 53 DR 2GR ORI A, R L FRICAFICE W TR L 2> T D,

VLT Z BT ERD CRE RIS AL P aeruginosa D 73 )V /S~ LERETTod %
Ambler 7 7 A C ® AmpC X°, Enterobacteriaceae D 7 /LN~ AT ERF Tl D Ambler 7 7 2 A
DANAXF~—E (KPC) (Zx L THRVEMZ RS, L LNy Z L EEIEHETEEZ § 72700
7, FIEEE AT EA E OFMEzBEL T 5, DANAXRLRAREED 55 IMI 3304
LI ERTICHES K OVH AR TRANCEGR SIUIZ WA ARRR LA RTHEE TH Y . IMI OLEMER ED)
PEIE IMI O RFER OGS IR FTE%R T — Z DN DRENL S LT Y | RS E KA & W2 5,
Z D7z, IMI & REL Z#lAG o 7AlA Al & LT, Merck Sharp & Dohme Corp., a subsidiary of
Merck & Co., Inc., N.J., US.A. (MSD)2sB% & Bike L. 20l 7 & v Beokakse 4 pks L7,

WA CTIEKEREMEESRBCHINEREGITORA Y R ERBBIZHEREITVRN L,
“Streamlined development” Z 7=, KI[E TiX, REL/IMI [X20134-9 A |2 58 & [ YL IiE = 3K 4
(Qualified Infectious Disease Product) (ZH5E S 4172, F7-[RIRFIC Fast Track (2 HfEE S 41, 20194
AIZIEROBINEDNR O 5D, UIRBER DR, RENZENED 77T AREMEEIT L 5 BEHEMIR
BRI (cUTD (& %%%a@)&@@%i@ﬂWﬁmf<dm)®%%£kbfmﬁuﬁw
AN BT 2 G & S L7z, 201942 12 A IS IR E BRAL [FIRRER (014388R) OFERICHES
& EPAEHRGBIRGE 21TV 202046 1 &W%%&Uﬂl@%ﬁ%@%%(HMﬂNMﬁ)@ﬁ
BRI L LTI LA LD AN B\ 2 5 2 B L 72,

EU Ti&, 201811 H (2 HIFAEREIL KR (0137388R) (25 <TRGRHIGE ATV . 20204F2 1 12
TRIE DB DR B D BN EE T T D4 5WME 7 T LREMEREIC X 2 EYYETRRIE & L TR
Bfg L7z, F£72. 20204E3 7120143888 Ot B HS < KGR %ﬁw\mmmuﬂ’Aiww“
BhENfiZe (VAP) Z & LeBififize (HAP), W ONZ VAP 33 HAP (ZBEd 545 L < |38
N EIMAERFIE & LT, sRABE T e 2 Bis L7z,

A TIL, MSD RSP AIEDBIFE 2 U, AFIZIS 1T 2 ERIK B FE R L R A R b 2
AN & OFMICIEDE | WSS AN 7 AP 216K E L L TR ZHED T,

ARENCEBT D mE., FEER L ORGSR OB 2 DL N Iord, £72. KHI OB DR 2 [#
1L5-1WSRT,
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1.5.2.1 mBEHBROME

MK-7655A 1%, 1734 TOLHIZ L LT Z LKF263 mg (L LoN7 2 Ak L C250 mg) .

SRR LKFS30mg (f SR A ELT500mg) LN TAXFF b U w7 4531 mg (/7><51
F L LT500mg) & EHT DIk G ARRAITH 2,

FHTH DL LAy 2 LKooz ErERERE LT, RHIRGFRER (25°C/60%RH) 361 H &
OISR (40°C/75%RH) 64 HHIOFERIGFHNTWD, ZALE TG b ZZE B Of
RicESE, vy g akino ) 7 A R A » AiciE Lz[2.3.8.7 B REL], R TH
BHA IRRLKIP RO T A2 F ) R U AOREERRITT = L O RIEIKE AR 5
RRICEME L TR Y . ZEERBROMRICESE ) 72 M a2 zh 2 » A RO » A e
LTW5b,

BF| O EVERBRIT, EWRFRE (30°C/75%RH) 36 % H B &L OVIE#RER (40°C/75%RH) 6
B AMORERNPELNTND, INETIIHONBREEE 2. AFOEHIMEZ361 A &%
& L72[2.3.P8 1H],

1.5.2.2 EERRREBROME
1.5.2.2.1 EIEHAER

FNFEBEEER & L C, —E#O invitro/invivo R ZFHE L, L LT X AHME DL LT X A
EA ISR AEDH LB OSEEE 2 E Lz, 1SFEED 2 92 A~D B-7 7 X ~—E & HW»
TLL AT ZLDBR-T 7 H~—BHEFEELHMILIZE 2 A, LAY Z AE AmpC i N KPC %
Gl TAAKNC B-T 7 F~—EEIIIHE L=, Enterobacteriaceae 2 N P. aeruginosa D43
BeRk 2 FA\ 2 in vitro I ERIGRBRIC L 0 . A IR L L LNy Z DS Bt o KL
FEIFFER IRV & PR E N, EHEEMZR Y —A 7 2 (SMART) 128V T150,000% # 2 25 B K
SYBERR (2011~20184F) (1Tt LC, EEMREED L LAY #Z A (4pg/ml) ZJHNTA I x4,/ L
LR B BORES MR A i Lo, 2D OREMERBRICIT, AATRRENZ1,500% 8 % 5
BB b & Eh Tz, 20130, 20 2d o ER T oEE S Rz 1000 R Sy HERE, EiC
20 AT P TA Bl S LT A 1,900 D AR Sy BERR, K OV C 2l & U 7 AL DR -8 BEI D300
B PR Ay ek 2 W T3 DS MR 2 i L7, D ORBRIZBW T, 4 IR L L LRy
S NIENTRE R L, ZOPEAZ MVIZENS CHBRERETH -T2, £, fixe~
ARG T NV H HNT, IML/ L LT Z LD in vivo IZBIT D AEEFAN LTz, Z OEET
— X & PK T —# Ok} N in vitro Hollow fiber sk D% Fe/m & PK/PD % —4 » MEZEHETE L,
2-logyo kill Z 3T 2 DT/ L LRI X LD H—7y M fAUC)24m/MIC =8.0 & 3R E L 7=,

IR LDHZ =5y MEIFSCERIGH) 530% T>MIC & L7z,

BIKSEERRBR & LT, L LT ¥ ARSI I160R D Z 3R /S L) 12xtd
HIEMHEERHME L72fER, VIR X NIF 7 X =Ty MERZR SN2 LRSS,

L LY 2 AOLIME TR, TR R M ORI 2R R RR (263 D ITERY e 5 8 A | R SE SL LI
SRFNERE =R (ICH) STA K ONSTB HA KT A AAIHEV, BESL Z 7= invitro & OV in vivo Z2-& MK
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HRBRICBWCHHME L7z, T X COEERLZAMRERRIL, ERLOZAMICET 5 IEERARR
BROFEMOIENE (GLP) AP L CEM LT, L L A7 & AL, BRHESE & TORKIRE & -

FIFEEE DIRFEEIZIBWT, MR LR OEELRIRD o, IMI OO MAE R, R & O 2

AVEREIZ KT 2 EE 72 B 2 G 3 5 72 O O FRERRBR 1T, PRIMAXIN® CK[E, 19854F /&) X
ITF=F L% TIENAM® CKELSL, 19844 LIREIZ&GR) O RIEIRFEARBHGERFE CIZE T L7
[1131DKRE], £72, IMI OFFKRZEMIFIOFELEL HERFEHIC LV FHMiEh D, Lien
ST, IMI OHEIMX T L LN & A OPFHIC X DB OZEMEREERBILIN L TRy, 2
iZ, ICHM3 R2)HA KT A 12BN T, @&@%ﬁﬁﬁﬁ@%ﬁ:%ofﬂménfmé%é
X, BLEIR TR E T A - O O A F O R EMIEEEREBR T F R S e R ST
HZELE—ELTNA,

1.5.2.2.2 RYBREHER

ML IZEAGR CTH D . £ OIFRARFEDENRE BEICFHh S AL TW\WDd 2 & 225, REL & IMI Z0FH
B 5 LIz OmMsR A o CL JEERIRSE B BRI L REL B CEME L7z, L LT X LD
oA, R ORI 2 R OB CRET Lz, £ 3, PRttt mEE A GR KOk~
MAESYBO L DFER Hele b Bl L 72, L LT B ANFE A2 DRBFEEZEKL N T v AR—F —DHE,
PRAEAI ST EA] & 72 2 FIREEIC DWW T, dHliZ1T 5 72,

15.2.2.3 HHEHR

L LT X ADIERIRE ML, in vitro B MEalER G 2 ) 2 1B IR 295828 Bk B ) OV
YA == ANA AKX PRI Z N 5 invitro e R F 5 3ER) P ONT in vivo B R EEMERRER (/)
ERER) . 7 v ROV v W Taie &3 5 H ORI IV #5533 MR NS — s O B FE 58 A 3
ﬁ%(%X@mﬁy%%%wti%%&@%fifmm%%% BT 5Bk, v v A, T v b
KO X & HOZIE - JRERAICE T 238k, 7 v b AW AR R O AER OF AN
ﬁ%@%%ﬂ%?éﬁ%ﬁo_mﬁﬁy%%mwtﬁ%)%a@@%%&ﬁ¢ﬁ%7m77Ak
BWTEHMIi L7z, 512, PAEZHWEIMI & L LAY 2N EDHHIC L 515 ARKEREEME
B IFNE LT, TO/RER, ML & L LT X AEAEDETELAF OMHIC W TLEeMIC
MBEIT 2N EE 2 BN, T X COEEZ2FEERBIL, GLP 285 L CEi Lz, KAHFEOD

O IMI HAR O #5012 X 2 FER R B BRI TN Lo 7o, IMI IXARRGE R FEAGRREEE T LY
B SH, kxR YYEDTEFE B TEREINTWD KE : PRIMAXIN® (19854E7&R3) |
LISk FF A% TIENAM® (19844E LIS (2 7&GR) 1,

1.5.2.3 PRREHER DL E
AFN DR T — 2 73y r—1E[2.5.1.7 IR L, UFIZZ N E N O RAGABR O 2 253 5,

C confidential

1.5 IR XIE%E R oSk OBRSE Of ik
-7 -



VLT ZBKF A I RXRLKFW, T ABTF T N A A
1.5 IR 3 B ORSE& OBRFE O R

1.5.2.3.1 % 1R

2004 £ 0 BT T RRBRTRB A F L, IR E (A ARAZED) KOBHAEREE S
ZRRIZ, REL KOV IMI & BSOSO TG LB o ek, BAME, BBk 0S5 %%
Al L7z, ZNDOREBRTIX, LILATZ A A IRXRKXLAROY T ALY T OIRYBREZLRRE

(HER ORERS) . WL LoRT Z DR OA IR AONKPEZR (FEfln, PERI, BHgRER
ERONME) OFB SMAEER (Faxxy KEOEMHEEER) ORER O M (i
1) ZREt L7z, £72. LT X A0 (QTe kg ZRE L=,

TR BT M OB RERE 4 &2 X1, REL (25~1150 mg) & O IMI (250~500 mg) % Hijh
IO CHIERE U< ITREI4ABER G LEBOZEME R ORI L CRFTH -T2,
Fio, VAT Z AR IR AOHEYEREIX, Wb BARAN EIEHARANTH S 72E N X
R BN T,

15.2.3.2 % IR

20D MAHFRER (cUTL B 26t 5 & U 7oz 155 T AH003 58k M OF cIAL R H 26t 52 & L 721
A& A5 TTAH0045805%) Tl proof of concept Z 37 L, REL/IMI DR HELEH & 4RI L 7=, W
NORERIZIBWTH REL (125 mg XiX250 mg) & IMI OfFH [REL (125 mg 213250 mg) +IMI]
Be G ROzt DEMEROESMEE IMI & REL O 78R EOHHH IMIEMRZEE) &L
72

00355k

FEE 2 NI G [ T b 2 A F IR ATRESERT (ME 4EF) (23T, FEFHE
TH DIRPEHE THE (DCIV) B0 REL (125 mg 13250 mg) + IMI Ol =0 B O F 5h =13 IMI
HR# 5 L [RIFEE CTH -7~ [REL (250 mg) +IMIEE : 95.5% (64/67f51) . REL (125 mg) +IMIF¥ :
98.6% (70/7141), 77 &R+IMIEE : 98.7% (74/7561) 1, ME $E£MIZI1F 5 DCIV B 5 TOHIE
H2h S DA Zh =R DO RERZE [REL (125 mg X 13250 mg) + IMI Af — 7° 7 & R+ IMI £ ] O HEEFE (95%CT)
%, REL (250 mg) +IMIFET-3.1% (-11.2,3.2) KO'REL (125mg) +IMIFET-0.1% (-6.4,5.9)
THY ., WTILBHI5%CL O FIRNPFANIHE LI ELE~— r D-15%% LRlo72Z &0 b
DCIV FRES DM EFHI 2R TiX. REL (125 mg X 1%250 mg) + IMIIE IMI B 512 %F L CTIES
ThHDHZ ENRENT,

AREIIZ, REL (125 mg Xi3250 mg) + IMI OAFMHIIM L CRIFThH -7, AEFES, EIE
M. EESAERES, BEELEER. BERILICESTEAEREL OB ILCE>RIERO
FEBIEIGT, 38 [REL (250 mg) + IMIAE, REL (125mg) + IMIEEKR O 7R+ IMIEE] T
BRETH-T-,

0047 5x
FE GRS RER TH D ME EMICBWT, FEMEH TH D5 DCIV KA REL
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(125 mg X 13250 mg) + IMI D EERZh S DA Zh= 1% IMI Bl 5- & [FFEE Cd - 72 [REL (250 mg)

+IMI#F : 96.3% (78/8115]) . REL (125 mg) +IMIAE : 98.8% (85/86f1), 77 R+ IMIEE : 952%
(79/83f31]) 1, ME 42 3517 5 DCIV FE S DEGIRZNER DA N ORERM] 2 [REL (125 mg X 13250 mg)
+ IMIEE— 77 B+ IMLEE] OHEEME (95%CD 1%, REL (250 mg) + IMI#£T1.1% (-6.2, 8.6).
REL (125mg) +IMIEET3.7% (-2.0,10.8) TH o7z, WT I H95%CI D FERASFHFNIIE L7-FE
Lt~ — L D-15%% EEl>7-Z &b, DCIV B OREFEZNE DA Ti%, REL (125mg X
13250 mg) + IMI i3 IMI Bt 512 L CIELMHETH D Z L RS L,

A%E9IC, REL (125 mg X (3250 mg) + IMI OEEMIIM L CRIFCHh 7=, AEFHS, BIE
M. EERAEES, BELBWER. BREDILICESTZAERFESE R ORGP IEICE > T-RBITERAO
FEHEIAIX, 38 [REL (250 mg) + IMIEE, REL (125 mg) + IMIEEM OV T &R+ IMIEE] CIF
BRETH-T-,

1.5.2.3.3 ERIREER

3ODEMAHER (1 I R AMHE B RGE B E 2 x4 & U 7 [EBR S [R5 M AH 013508k
HABP/VABP B % x4 & U 7= ERSL [R5 A0 143888 & ONH AN clAl X% cUTI BBE 2%l 5e L L
7-E N AH017588%) CTld, REL (250 mg) & IMI (500 mg) DELA L% 1:2& L2 &4 (REL/IMI)
Rz,

01335k

IR AME, 3D, 2V AF U A INRD S L LT LEMEERYE (HABP/VABP,
clAl XU cUTD BFZXH L L, RELIMIOFMMELR O LML, ) 2F 2 (CMS & LT) &
IMI OPFH (CMS+IMI) & bz Uiz, A X~k AMMPEREEGUERRE (2 ) AF 2 RO I 4%
L/ VLT B NENE) % REL/IMI +7° 7 AR L CMS + IMIBEIZ2 : 1D TRAESIZE Y £F
F7me £720 A SRR Y ZF UME. 30, A ISRD L Lo B R O R
TEPEBRE & 53 DI EMIEEAER(LHISHA AL, RELIMI 2% 5- LT,

FH 0 NEMEHT X S4E M T d 5 Microbiological modified intention-to-treat (mMITT) #EMIZ3
W, FEFHIEE Th 2 AN RO ALRILMAECRIEE ThH Y [REL/IMI+T 7 AR 71.4%

(15/2141) . CMS +IMI# : 70.0% (7/10%1) , 72£D90%CI : (-27.5,21.4), LATENA], TEEZ2REIK
FHETE H T 5 Day 28 F TORIET-HRITME D -7 [9.5% (2/2141) ., 30.0% (3/1061) . #£0>90%CI :

(-46.4,6.7) 1,

REL/IMI (3570 2 HARERRE 22 3 doff 2 72 YYE  (HABP/VABP, cIAI KT ¢UTD) BA& TR L4
AR RAF R BB M Z R L .CMS+IMIL K 0 & BAFREZ M7 07 7 A V&8 LTz, $71Z REL/IMI
+ 7T B AR CIRBRER 5P A U BB ORBIEIG X CMS + IMIEE & TR <, REL/IMI
I CMS + IMI & LR TEROLZ 2T 7 7 A VNERBIFTHDH Z EDNRE T,

014785k
185% L > HABP/VABP R A xt4% L L. RELIMI OFNE, oMK OEIMEE Z S 7 2
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L/ ERT ) kR (TAZ/PIPC) & bl U7-, #¢BRE %2 REL/AMI B 3UE TAZ/PIPC BEIZT : 1
D TEIEZIZEI D AHT 7o, EAERBIT MR OfSE (N Tk 23875 L Ty 72y HABP,
N LR 52 25 LTy 5 HABP XX VABP) M OMX—Z T A > D APACHE 1 2 =27 (1541,
1580 F) (S Ehl L7,

FE 2RI G SRAER T D MITT ISRV T, Day 28F TORIELHR (T, REL/IMI #
T15.9% (42/26441) , TAZ/PIPC ££C21.3% (57/267%1) [F£fH 72 (REL/IMI £ — TAZ/PIPC £)  (95%CI)
13-53% (-11.9,1.2)] THY, BT+ m—7 v 72k (BFEE TT~1401%) FEROBRKRZIE D
AhZIL, REL/JIMIAET61.0% (161/26441) . TAZ/PIPC £ C55.8% (149/26751 [FEfEZzE (REL/IMI
B —TAZ/PIPC BE) (95%CI) 145.0% (-3.2,13.2)] Th o7z, WITFHOFHEE H (23T H REL/IMI
FED TAZ/PIPC FEIZ X3 2 IEHED /R S LTz,

0147 BR CIE XM EHIEE N /W E B X HiLDd VABP &5 1r HABP BE A XIS & L7203,
REL/IMI O BB IE L CREF T, TAZ/PIPC L RIEEDOLZEMET a7 7 A WHIRE T,

017z85%

HAN cIAI X% cUTI & & %14 & L, REL/IMI (250 mg/500 mg) 224 M OV 20 % S A
L7,

THE RGN R EM TH D ME £MICB W T, EEIHMIEE TH 5 clAIgBREICHB T 5
EOT WS DGR NE [85.7% (24/28%1) 1 & cUTI #BRE (23T 2 MIE F00h % [100% (39/39
BN 1L, ZFEALEOHERE THE ThH T,

REL/IMI O ZAEVEFHE L TR T, HARN clAl UL cUTI #BRE ICB T 2 &7 u 7 7 A4 L
R THD Z RS,
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GHMEED | 004785 (fsRER)
EANtE 01338 (EFEILFFED)
GHmEEL | 014:88r (EEIL[FERER)
017588k (ENER)

AR
. (25°C/60%RH)
PRV E BN Sl TR
i (40°C/75%RH)
(30°C/75%RH)
MK-7655A e
(40°C/75%RH)
SRR
SRR IV GRE ST]
22 AP
SR EhIER R
iE
M BR B
A5
% 1A 009758 (MEshalER)
GEmEED | 01278k (ERRER)
0017:5x (MEFFRER)
5 1 oozfﬁftsﬁ (@%fﬁfﬁsﬁ)
(B =) 005788k (Yﬂi%ﬁf&%ﬁ;
)
)
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1.6 SEICETLERAREFICETLIEH
161 SEICEITHEAKRREE

202012 H BIAE, LA FIRT A TFEL TV DEIE () & RFEICIPEREICIRE L7 18E
L L COMBE ST TARBIDEKR SN TV D E TR 220,

HISETE ()

AFNCEEORIGE, v hanXy 2 —g J V7 2T F/, mr7unsZ2—g 7 F TR,
AN YE, FRIRE, TR NI E—Jg . NI TaATRE, NI T AT AR,
TVRTIE/, 7NN TV LR

o712 U, TSR DSRGTESEITE 2 7 UL ) < B 2 DAL D EERICZIR D

B (52)
A AR YU E

—J7 KRE KO EU TIELL T OBIEIZ ST DR L L TGRS TV

KIE

1) 18 Ll EOBEFITIHIT DAFNNED 7T Kzt (Acinetobacter calcoaceticus-baumannii
complex, Enterobacter cloacae, Escherichia coli, Haemophilus influenzae, Klebsiella aecrogenes.
Klebsiella oxytoca., Klebsiella pneumoniae, Pseudomonas aeruginosa }2 O\ Serratia marcescens)

(2 £ DBEATiZ K O T e B iliZe  (HABP/VABP)

2) IREOBRIENR SN D, UIRIGE DO 728 EDBEFIZB I 2 ARKNCENED 75
LaEEE  (Enterobacter cloacae. Escherichia coli, Klebsiella aerogenes. Klebsiella pneumoniae
J OF Pseudomonas aeruginosa) 2 & % %& da 8 7% % 3 o B HENME IR G ICGYE  (cUTI)

3) IHEOBIEAROND, UIREBIBED 2 WL, EOBFITEIT AN D 7 Z
L2 (Bacteroides caccae, Bacteroides fragilis, Bacteroides ovatus., Bacteroides stercoris.,
Bacteroides thetaiotaomicron, Bacteroides uniformis, Bacteroides vulgatus. Citrobacter freundi .,
Enterobacter cloacae Escherichia coli, Fusobacterium nucleatum. Klebsiella acrogenes. Klebsiella

oxytoca, Klebsiella pneumoniae, Parabacteroides distasonis 2 O} Pseudomonas aeruginosa) |

K D EHEVEREIENIERGLIE  (cTAD)

EU :

1) ﬁk%%:‘TéAI@&“%ﬁ%%<ww)%@Uﬁﬁ%%(m@)

2) RABEICEBIT D HAP XUE VAP IZEHE 4 2 2 L < IZESEE A g 2 H fLAE
3) RO mﬁﬂmgnémk$% *TDUENE ST SRR X D IRYGYE

HEICB T 2 REOFEMITLL T O LB,
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LRy §A7J<TD5F@/4’ “/\“’*Aﬂ(fﬂ%/“/ﬁxﬁ?‘/*f MU DL RS

1.6 AHENZEIT HEAIRILEICBE 2 &8

o HEETOEADPEANAGRINTZHFAH  20197H CRE., @#IVEIX EFRER)
o HEETLEANOMKEH [EH CRE -« [FH « RAY « 7T R B FH - FA—ART7VT)

O HgE & OVERIRTL : . T S
o BHRESUTN A DGR « [F7 1.6-1]

GRS 7o

& 1.6-1 EEX TR B D AKX

1 E FRER Z LT D [E XX sk o %
1. 18 LL Lo BFEICE T D ARAICEMED 7T A EMEE | 1OEX T H

( Acinetobacter calcoaceticus-baumannii complex . Enterobacter
cloacae . Escherichia coli . Haemophilus influenzae . Klebsiella
aerogenes. Klebsiella oxytoca. Klebsiella pneumoniae, Pseudomonas
aeruginosa . " Serratia marcescens) (2 & 5 BNt K OV TRk
#mBAEfti% (HABP/VABP)

2%%@%%%%@%&6 USRI O 72\ I8FEL B B
B BARBNENED 7T At E  (Enterobacter cloacae.
Escherzchza colz\ Klebszella aerogenes, Klebsiella pneumoniae 2 O}
Pseudomonas aeruginosa) = X % 8 B R & 5 Co B MENE IR IR

JiE (cUTI)
3%%@%m%ﬁ@%hé SUTARARIAIRO 72\ 8RN LD BB
BT DAANENED 7T MEVERE  (Bacteroides caccae.,
Bacterozdes fragllzs\ Bacteroides ovatus. Bacteroides stercoris.
Bacteroides thetaiotaomicron, Bacteroides uniformis, Bacteroides
vulgatus. Citrobacter freundi, Enterobacter cloacae, Escherichia coli,
Fusobacterium nucleatum. Klebsiella aerogenes. Klebsiella oxytoca.
Klebsiella pneumonzae\ Parabacteroides distasonis X} Pseudomonas

aeruginosa) = X 2 EHEVENEIRE NEYYE  (cIAD)

L RANBHICB T 2 N TR EREEN % (VAP) Z & TeBeiIifize

(HAP)
2. FRAEBEITHIT D HAP XX VAP IZBE#E4 23 L < 1ZR9E N &
DD B IAE
3. IR OB DR 640 5 AN BB 13T D 45 ME 77 Atk
B & D RYE

3004 _E D [E I3 Hi g

C cConfidential

1.6 SMENCH T DRI T 2
-4 -

Bkt




VVA7&Amﬂ%/4 A*Amﬁ%/yﬁx&%yf%uvb A
1.6 SMENZR T D EARREICET &k

162 SNEORIXE

1.6.2.1 NEDRNXEDOHE (FIR)

1.6.2.1.1 KERFXEOHE (F1FN)

W /Wt estt4h

RECARBRIO™ Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., U.S.A. (MSD)

%Ilﬁl

A - o

RECARBRIO (A 2R L, VT ALZF UKL LT Z L) FEFFL25 gid, Af~KEAD
EHAR T, HEEGEHAOT T AL T VTSN DERAITH Y | 1354 TAHFITA I ~4%
£500mg (A IR LK E LT530mg), T AXF500mg (VT AXF U F MUkl
T531mg) ML LAY Z4250mg (L L7 & LokFi e LT263mg) 2 &AT 5,

fjJ HE * AR

1. BEPfitige % OV N TRk 25 B itiZ - (HABP/VABP)

185 LA E D BB I BT 2 RANZIEMED 77 LBEVERE  (Acinetobacter calcoaceticus-baumannii
complex. Enterobacter cloacae . Escherichia coli, Haemophilus influenzae. Klebsiella aerogenes. Klebsiella

oxytoca, Klebsiella pneumoniae. Pseudomonas aeruginosa }2 8 Serratia marcescens) 2 X 2BE Nz

Fe OV T BT 98 DI 2 i) & 4 %

2. B E B R G OB IR ISR YYEE  (cUTI)

RECARBRIO™|L, ARANZJEIED 7T A2VER (Enterobacter cloacae, Escherichia coli, Klebsiella
aerogenes. Klebsiella pneumoniae % 8 Pseudomonas aeruginosa) = X % & Fa& K % 5 o AR HENME R B8
JEYLE  (cUTD OIRRICIBW T, TREOBHENIR OGNS . SUFREIRED 28R LD B
DI Z IS & T 5,

Z OJEISHEIL. RECARBRIO DRIE & NI BRIRHYZ SR CF T — 2 IS W TR S
7o [HgREER (FAX14R) 2,

3. BMEVERRIE N YIE  (cIAD)

RECARBRIO (%, AFNZENMED 7T LB (Bacteroides caccae, Bacteroides fragilis. Bacteroides
ovatus. Bacteroides stercoris., Bacteroides thetaiotaomicron, Bacteroides uniformis ., Bacteroides vulgatus.
Citrobacter freundi. Enterobacter cloacae. Escherichia coli. Fusobacterium nucleatum . Klebsiella
aerogenes. Klebsiella oxytoca, Klebsiella pneumoniae, Parabacteroides distasonis 2 U° Pseudomonas
aeruginosa) 2 X HEMEVENENENIEYYE (cIAD) DOIRRICBW T, IBEOFIRENR OIS, Xt
RERIBIR D72\ 8IR LA B B OB A )R &35,

Z DJFEIGEIL. RECARBRIO DRIE ST fRAYZ MR O T — 2 IS W TR S U
7o [HgRaER (FAX14R) 2,
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3. 2hie - DNRICEET A EokE

SE AN 1 B8 O Bl & il L, RECARBRIO & QML D FLE K DO H h ik & R 9 5 720,
RECARBRIO [IAANZEMEDOHIFEIZ & 5 &I ITR < B 2 602 BYYE DRI, & 5 WO IERR
HIREICHE D D& ThH D, HEXLEEZMEOBAET —Z P F O TV D 5EEIE. FLEHEKDZER
XITEEOBRIZZN S DFREREBET HZ L, MET —Z R R20GETL. HIBTOEFRRES
S MED N2 — 3 BB IR O BE LI L AR & D,

ML - A&

1. B39 2 HELE &

18l LT/ L7 F =227 7 A (Cler) 2390 mL/min VL EDEFIZII1F 5 RECARBRIO
OHEFHEIL1.25 g (f T <K L500mg, 7 AFXF500mg VL LR X 15250mg) TH Y |
3043 7T COREMI IR C AR HET 5, CLer 4390 mL/min A D BF T L IR E & #ELE 95

(&) [ E FR.2E) M), HEHIMIT, BYYEOBEREE, RYSEBAL K& ORER 2D H
[ZHS X HMrd 5 Z &, RECARBRIO OHELER G HIMI1Z4~14BHTH 5,

2. B REREE B 6 S B i
B RE IR B Ik L CIEARA o H &3R8 2 HELE 95, CLer 2390 mL/min i O B3 (2% L T
/Z RECARBRIO #JH &35 (F 1), BHEEOEEINA LN D EHFICK L TIE, Cler 282375 2

Eo
F£1: RABHBEEESEEICHS+T5 RECARBRIO D5 s

. N RECARBRIO D £33 ] & -
HIE Clor (mL/min) (f IFL, Y TAZFURGLLAZZ L) (mg) b | I

N lg (f K L400mg, ¥ T AXF 400 mg L -
60~-89 L L7 X 5200 mg) GINFi] = &

N 0.75g (A I~"RAL300mg, ¥ 7 A F 1300 mg K —
30~59 L L7 X 5150 mg) GINFi] = &

N 0.5g (4 I"RXAL200mg, ¥ 7 AFF 200 mg k¥ —
15~29 L L7 % 5100 mg) GIRFi] = &
I 325 H7 HF D R B R 4 0.5g (f I XK2L200mg, ~T7 AHXTF 200mg K —
e L L 327 % 2100 mg) T

a Cockeroft-Gault 212 & 0 #£%E L7~ CLer

P NTHOHE D30T TREFET D,

C MEENTR IG5 2 &,

RECARBRIO [T H & EEEHEH & LTI DORERGH A T TREESND, ZO7, AT KRR
OREIFFRC X ISR SND 5 - HE (FEX2.45H) M,

CLer 7315 mL/min A5 O BE (2% L Cik, 48HFR LLNIC MR B HT 2 B 4B L 72 W &0,
RECARBRIO # 5 L7222 &, JEEEATH O B2 %F 95 RECARBRIO OHELEE FHEIZBET 2
HEZRHERIIGE LTV,

IRRL, VITREF UKL LN B NIMHEEITIC LV BREI D, MiEENT O —BE
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Wik, MIBENTRS T# 12 RECARBRIO % #%5- L, MESENTHE TR OHE LI-KEMRET5 2
k o

3. I ERE 0 RECARBRIO ¥AHE 0 7 il

RECARBRIO [T H[E$# G- /31 7 /L TS SO RS HLEEM R CTh 0 . R ERERTI 8 B) 70 g
FEEIC L ORI L, BICHIR L 20 by, WROMRBLL, LLFOFIEICHE > TRA T
VN Z G 7R R IR C RS 5 2 b ORI O — & DL ISR T,

o 0.9%VES A AR CRIEZRR )

o 5% RUBHESHR CRE¥EREIT)

o 5% RUBERESE CRESERTT) +0.9% 5 AR CRESER )

o 5% RUBRESE CREZERTT) +0.45% 5 R EHK CRERE )

o 5% RUBEERE CRESKFT) +0.225%F5 A AR CRESKR)

RECARBRIO (37K ~DAEf#EE MKV, RECARBRIO %52 &IEfiE SE 5720, LT OFIEICHE
2z L,
1) 100 mL O/ IR TE ST 8561, FIE2~#Te, 100 mL O A/
> VIR TR STV WA, BT 722 0 100 mL 2 A ICHR B |
ZED RSy ZITB L, FNE2~ETe,
2) WU I B E L C20 mL JERFE2ZARICENRERI0mL) AR E Y |
Z DD HIRE ORI ML 2 /31 TN Z 5, Z OVEFRIKIL, Y78k Ca iRk
(D F SRR T 2 &,
3) WINtE, Ao T E LLSIRV IR, & O RK 2 5 B0 mL O RNy ZITIEAT D,
4) [ UAA TR B OEMAEIOmML 212, XA T IVORNEY & 5228y 7128
T2 LRV IBE, FES O N RIR 2 B 5-AIS il S ZIZEA L, AR A
ERRDETIRVIEE D,
FHEL% D RECARBRIO I§iRIL, WA~FEETH D, GO Z OFPANTHIUL, KFID
FHMZ BT 20N,
FERR DAL, IR OB L0 ATRE e A . 5N B TR IR E K O R 70
R T 52 &, ZOLHIZRZ DR FIRME RO N5, BETDHZ L,
MRBEOBFERERICEDLL T, T XTORBFITKH LT ELOFIRICHE > TRIFEHFEHO
RECARBRIO &% & ii#l9- % = &, FH#L L7~ RECARBRIO A D581, HBEOBEREICES
EWRET D [k i (FEX2.45H) B,

4. B REREE B 2T D T © RECARBRIO R D Hd

RS RERR B 121X, RECARBRIO OJiE L= & (1g, 0.75¢g X130.5¢) [ - A (X
225H) M) T 52 &L, A (R32.35) ICR#E L7 2B 0125g 2567 5100 mL D%
RKEPR L, 20k, KAEWREIKAHREIY | BEETHZ L,
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Vvﬂ7§bmﬂ%/4‘A?Amﬁ%/V3X§%V+FU?A TS
16 SMENCIS I B ALK B 5 Bk
=2 BHEETFREEICHSITSRAREFHTIH RECARBRIODFHE LI-RENHAR
NN ~ 2 £ . .
RECARBRIO D #¢ 5- & %g?iﬁ;?%géﬁ FRRIZHEV R L7
CLer (mL/min) A IR TAETF )/ 10();/ N E N u\ ESaR RN I ¢ D)
L LAY 5 1) mL D73y 7P BHikE 7o fH B
Y EET S
lg (A I~3% 2400 mg.
60~89 ¥ T AR F 400 mg KON 20 mL 80 mL
L LX7 B 15200 mg)
0.75g (A IR 2A300mg,
30~59 T AHF 300 mg KLY 40 mL 60 mL
L LX7 B 1150 mg)
15~29 X3 ifL % 0.5g (A I~"%.2200 mg,
BT O KW B T AL F 200 mg KN 60 mL 40 mL
AERE L LT Z 5100 mg)
5. AL U 72V IR ORAT

RECARBRIO (%, H[EEGHOH T AR S 70 G S, Uik T L. HiC
M Ny ZJINTAHRIR L72IREE T, FIRMARTFE (30°C £T) THAK2FFH S1X2°C~8°C (36°F~46°F)
DI BNRAF T HeAR24E ] B AT 72 Tl 25HEFF S5, RECARBRIO VAR T RS SE 7202

6. WE T D IEH A

—fRENC A S 228 O AT 2 IV C RECARBRIO & HFE O TESHAI & O & % FEAm L
toLur#%;éhhﬁﬁ@[%ﬁh?%&%m(*li%ﬁ)me%iﬁﬁ i CREE
i) ] ROHERAZ TRICRT, T —BEUNAOEAITEAEEOT — 2 Nz
mmmmmokﬂuﬁmﬁﬁi4y(Xﬁﬁ:;~V)T&ﬁbfi&%&woﬁﬁﬁ%&ﬁ:

B LEEMEZMERT DT OICKHANDLTHREZSRT 5 2 L,
5% 7" N UM CRIEZER 7)) X130.9% EPERIGIE CRIEFER ) THR LIEGCE 6T

SIS D—

s TIUAATEIIVY
I VA e

. TERT7Y v

. Tz =)

e ANV

Y AN

. L7y v
e« TJx=L 7Y

7. WG LW TR A
SFEHEH O RECARBRIO 1%, 5% 7 R UKEESHE CRIEZRTT) 130.9%EPE ik CREHR
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J8) OFTaRT F—)LEWFREICES LRV,

E
MEMBMO®W“ CXITAEEORBUE (T 74 7F L —50BEEORHFMET LILF—K
i) OBEERED & 5 BE~DHERIZEERTH 5,

BE RO FoEE

1. IO

B-7 7 X LRPIH IR A G LI BH Tld. EEe, RRCBSEMMilss (77 4 7% —)
NIFE XN TS, RECARBRIO O HBMARTIC, NN AL, =2 Uy B77a2ARY
V. EOMD B-T 7 X LRFIEE, KOMOT Lvg ﬁ?é AUE T OSSO A 4 1T
HRL MB8T5 Z &, RECARBRIO (X9 2@ G 28 B 7= 55 EbIZipEEPIET 52
s

RECARBRIO D% Zxtd D2 EEDMWBUE (77 4 77XV —SDHEEDOLHMET L L X —K
IS OEREO® 5 BE~OERIIET TH D (B2 (F4HE) K,

2. J&HE 7R o PR R (CNS) EITEH]

RECARBRIO D%/ THDHA I XKL/ VT AXF AL DIRET., FRIA ISR A0HESEH
BEEMACHERAINERC, &, SETLIRIE, I 47 0 — X AZO PRI R ORIER 3 #HA S
TS, ZHHORNE, TR (MR, KOS CEEREES Db 5 EE
TEZ<MESINTND,

FAEPERB A AT D2 ERRBO LN TWDBEEITK L TE, FLTANAIOER kT2 2
& RSO FRARRR ORIEA N H L7288 1%, RECARBRIO D5 A2 HIE4 25 &1L )
D% W% 72 D ORI ERIRHT &2 a3 5 2 &

3. v T alkE OFAMEMIC X 2O RREMEDOIER

RECARBRIO & /L7 vl XX divalproex sodium Z0fH L7255, 1GEFH OFEDOFI Y X7
NEE D AEEMN H D, RECARBRIO & /N/L 7w i &k dlvalproex sodium & OOfFH 2 BET 57,
L <UT HNNSSRLRUSNOIMERROE R 2 BRES 2 Z & WA EH (FHX7.21H) 25,

4. Clostridioides difficile B8# T #I5E (CDAD)

RECARBRIO # &9, 1ZET X TOHEIEDOEM T C. difficile BE FHYE (CDAD) 235 S
Tk, %@%%E@ii%fﬁ@?%ﬁ# DESEHED KIHRK E T2 Th b, HLEIEROIRHRIZ L 0 M
EH#ENEL L., C dificile SR HET 5,

C. difficile 1%, CDAD DFEIEICORMND FX LV ARV BZEAT D, C dificile D&
BAEAKIL, FIEIERIC K 2BBEIMERH 0 | RBUIBRITSLE L RDGERH Y . BEEK
OBEHED EHEZ 7267, PIEERGZICTRORD 5o 2BHFIZ OV T, CDAD #B[ET
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éd‘é%ﬁz’ﬁ%é CDAD |IHIEE D& G425 AU ERGE L T RE LA b HE S TnWbh Z &
. EERFREERRSMLETH D,
CDAD gL D6, XITHEE Li=H6 . C difficile #AER L LI WIIEEROM X, HA I
FoTIFIET D HERH D, BRI KLERIGEIE, RRAOEREOE R, EAEME,. Bt
WIRIZ X D C. difficile DIGFI OV 72310 2 FEhi 55 2 &

5. FEAMREA L

AANMEDOMEIZ £ 5 AT B2 DN D EIHMEDL S, H 2D WITREBRA 6 0%
é\%{%ﬁt%\ RECARBRIO D EIZ L DBHE~DOIXT 1 v MIFZZIC < FBHIMHERE AT D
VAT ZHEINS D,

AEFER
UTOBRERERBEWERIL, MEELOMEH EOERE] OBIZFEMA LT D,
o RIS [ZER N EOMEE (FX5.1H) M
o R ComierRsR (CNS) BWEN [ZER OMEH LOIER (JRX5.22H) S/
o Tl OFMEAEINC K DRSO R DMK B O EOMEE (X5.3H)
Py
Clostridioides difficile B TFIE (CDAD) [ZE R OMEH O EE (JRX5.41H) 4]

1. BRIRFABR C O F R B

BRARRBRIT, ZREZERRGM T CEBEND 2D, 2 IEAOEIKRER COAEELHEHE
D IEFN ORI B 520 FFREEML & L ERER TE R, Fio, KRR TOR
FHREPREIBL T, BEEOBDRICEBNTRO N0 FFRIETME A B LRV AN H 5,

RECARBRIO D72 2 EEFAR O 2

24 PE1X, HABP/VABP, cUTI }2 TR cIALIZ DWW T EIC3H>DEHESIR, —EHEH, H

(Trial 1, 2K O3) Trkffi L7z,

HABP/VABP (Trial 1) TIZ£E%1Z RECARBRIO X (X% VY NI XL/ EXT v (45g) wH
517,

cUTI#&BR (Trial 2) M OV cIAIFRER (Trial 3) (2BWT, AFIREOBEITA 2 2R L500 mg,
T AZF500mg & L LT Z 5250 mg, UTA IR AL500mg YT AL F L 500mg &L Lo
7 2 K125 mg GEKRRHETIEZRY) OWThnoBb25%1), SREEOBRE LA I 2% L500 mg
ST ABT L 500mg &7 AR GRIEFRE AR A HEK) @&"5‘%1 F72, Trial 2} U3 TA
NALS VT RAZTF AL LT B 8250 mg DRG0 T A O RGBT T TH -
77

rmll

TEFER

B
e

HABP/VABP 2% & x5 & U 72 iR B BR © i R BR

C confidential
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Trial 1 CiX RECARBRIO D 5% 52 1} T2 sl N B 2666 e N F V87 2 L /BT Y 2 (45g)
D% F 722696135 v, WL b 6IRE] & & 123055 03T Tl aid: L7z, FEIFE I3 605%
651 LA LD BE OEIA1343%., KIEOEIG1E31%, BEEFEH B OE F1322% Th > 7=, Acute
Physiology and Chronic Health Evaluation (APACHE) II A =27 @O 3-3)iX15T&H Y, APACHE II A =

T ISSLL EDBE T RIRDA8% T - To, BRI T26061 (49%) DB HFLAFLRE T AL
Mgz IEEL TR, 209 H1945 (36%) DHEED VABP, 6641 (12%) O HE#E ) HABP Th

277,

B aRERE G T UTLEE 2 X5 & L 72 BRAREUER C ol R 5R

Trial 2TlE, A IR LT AZF LU RNV LAY B LD 25 - RN BE 1984 (£
NRAL500mg, T AKX F 500 mg +L LN X A125 mg X(H250 mg 59961]) K O ALK A

500 mg,/ > T AL TF 500 mg D T T2 BE100BI3F £ AL, WT I b 6] Z & 123053 03T
THMEE L, RERGHHTH 240 OFERL, BHEITEF EEIRNKESHRO&RE) T4
~4HBOWEREE T T 5720, IRBRSEROEK T 7 7a X ok 0EEI2H 0 &
25 2 E N TE I, EYEERT567%. 655 LA DB DEA1340%., 75 LA D BE OEIE1316%.

THEDEIETE50%, FEEN G EEOBHEERE BT OIS ITNI8% TH o7,

Al R E 2B & U - R BR Coofli H #E5R

Trial 3CTlE, A IR LT AZF LU RNV LAY B LD 25 - iR NBE23345] (£
NRL500mg VT AL F 500 mg +L LN Z 125 mg S6HI LA 2 R A500 mg, VT
AZBF 500 mg + b L oNT Z 8250 mg ATH]) KA TR AL500mg, 2T A FF 2500 mg D
G- 22 T 14BI 3 E e, WIS IRERE S AT OHWr T4~14 A #, 6FF# Z L1230 70F T
SRR LTz, YRR IT497% . 65 LA E D BE OEISIT23%, 75 LD BE DOEIE139.8%,
TEDOEIETR2% TH -T2,

BERAFEFEROEGH I E S A ERR

Trial | CA HL7- HE R EFROMEHES (X, RECARBRIO O 5-% 5217 7= B3 T27% (71/266
B, BN BZLSERT Y DR EZZTTEE T32% (86/269f) Tholz, FHELTICES
7o EFLIL, RECARBRIO O 5% 2T 72 BH D15% (40/2664) . &V /N7 2L/ EXT Y
YOG EZT T BED21% (57269%1) THA ST,

B G IEICE > A EEHORBES1L. RECARBRIO D #5452 1} 7= BB 005.6% (15/26641)) |
BN B ERT Y DR AESZT T2 B D-2% (22/26961) THE 4z,

Trial 2K O3 CTAHA LN EERAHFFLORBBEEGIL, A IR AL500mg,/ > T A X F 1500 mg
+L LR 2 R250 mg DFE- AT T2 HBET32% (72166)) . A LXK L500mg/ > T AKX F
500 mg D% 5% 51T 72 B3 T5.1% (11/2146]) THoT2, A4 I LR AL500mg/ > 7 A X F 500 mg
+L LN X K250 mg DG &S T T2 BE T A ISR A500mg VT AKX F 1500 mg D HUM
G a2 e BE CHEOHREIT 2oz, LI, 4 I XRA500mg/ T AHXF 2500 mg + L

C confidential
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VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.6 SMENZIS T D ARSI B 2 &k

LRy B 8125 mg OB AT TR BEDLA% 32156 THE S,

Bl I B o T B R RO RBEIG L, A IF L8500 mg/ ¥ T AL F 500 mg +L L3y
4 1050 mg DI H-EZIF 12 BETL% (421661) . 1 2% 5500mg/ v T A H F 2500 mg D
5% 3 - B#HT23% (52146) ThHoi-,

LR AEES

Trial 1 CIABRIEMEFHET#CHLE L 7= BB A1 © & 5 1A 5 B kA s D 1A% .44 T 1%
140 £ TICH BN A EEFLOREBEIG 13, RECARBRIO O # 5% 52 1T 72 FRH T85% (226/266/) |
BYNG L LS ENT V) DG EZTTZBAETT% (23326941) TH o7z, Trial 1TA I3
FA500mg/ LT AL FL500mg +L LT B RS0 mg KIEH SN B LS ERT VY Dl
kB CRBEIGA%L LOFEFRLE RITRT,

% 3 : Trial 1 TRECARBRIO X2 YN AL/ ERSY ) L OREEZT-BET
HIREE 4% ULDEFESER

RECARBRIO * B RG RS ENRT )
(N=266) b
N (%) (N=269)
N (%)
Mg LY v REE
21 28 (10.5%) 27 (10.0%)
B IhEE
XA 11 (4.1%) 3 (1.1%)
I 21 (7.9%) 30 (11.2%)
— % - EHEER X OGO REE
FEER 11 (4.1%) 20 (7.4%)
i R A AT
TI=VT ) N TUAT 2T — 26 (9.8%) 19 (7.1%)
B
TANTXVBT I ) NT AT 31 (11.7%) 20 (7.4%)
T ? ‘—’[fii%j][]
Rt LU sEE
AV 7 AE © 21 (7.9%) 26 (9.7%)
7 F U U AifiE ¢ 17 (6.4%) 3 (1.1%)
FEREH KOV TR R
B e 11 (4.1%) 5 (1.9%)
@ RECARBRIO % 6H5fi] = & (2 F RN 1 5-
b KN X K500 mg, BT ) 4000 mg (4.5 g) Z6HERE] 2 & SRR RS-
AZA U T AMER ML ) T A B ST,
i NUR N (Y QONi I ANV RN 2t = i
c BB, KLBEERE RO RHVER 1B % 8T,

Trial | TS SN RREIG BN AE S
RECARBRIO D #1525 1F 12 8 TREIEIG 134% K OREDFEHZILLFO LB Th 2,

C) comncentia 1.6 AMENCIS IS B ARSI B9 2 Bkt
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ST Y ST BN

Trial 2% O3°C, VRBRIEHEFHE & CHUE L 72 BIFHAIH C & D InBEE K 5B 460> b InBRIE & 5
KTHIAA ETIZAONTEAEERORIEAIT, 4 IXKA500mg T AXF 500 mg +L
LN B K250 mg DG %51 T B T39% (85/21641) . A I XK AL500mg,/ v T AKX F
500 mg D G-% 51T - HBE T36% (77/214f]) Th-o7-, Trial 1L V2TA IR A500mg/ > 7
AL F 500 mg+ L L 3T Z L250 mg XUTA IR A500mg, T T AKX F 1500 mg DA ST
- BE RIS 1%U LOFEFEL 2 F4HIRT,

R4 :Tal 2RU 3 TS IRKRL/VFTREF 2 + L LN B L 250 mg R
AIRFL/VSREFUOERE5EZITHEETRRIAS 1%ULOFESER

AIRRLSVTAEF U+ | A IR VTRAEF L+
L LN Z K250 mg ? TR
(N=216) (N=214)
N (%) N (%)
Mg LY v REE
Hfn 2 (1%) 4 (2%)
B IR
I 12 (6%) 9 (4%)
Gl 12 (6%) 12 (6%)
I i 7 (3%) 4 (2%)
— % - EHEER X OGO
FRIRA TR ANFNL SO ¢ 5 (2%) 3 (1%)
FEEL 5 (2%) 3 (1%)
B AR A
TI=2VT ) N T AT 2T — 7 (3%) 4 (2%)
B
TANRTGEXUEET I ) N T VAT 6 (3%) 3 (1%)
::?‘—’[fi%j][]
U X—BHIN 3 (1%) 4 (2%)
7 V7 F =80 1 (<1%) 3 (1%)
PR R P
GISbL] 9 (4%) 5 (2%)
PR O EES © 2 (1%) 5 (2%)
I A R
e I 4 (2%) 6 (3%)

o f I ARA500mg YT AL F 500 mg +L LN F 4250 mg A 6HEER T LIS IR -
b I ARRALS00mg YT AKX F 500 mg +7 T R &G I & ASTRIRN RS-

CEI K ONE J 1 B & E e,

4 NEBALEARDE . EANEALALBE K ONE B TR & & T,

C Yk, MERLNE. SEGLIRAE. AR, KRR, SRR &K OMHIRE ST,

U IE B OME B5- A5 T,

IR L VTG RAZTF L EEED B D DOMOFEES
INRDL ST AL F o (RECARBRIO DGR ST) 0D IR RAER S 3 i o> fiff F R B C it

C cConfidential

1.6 SMENZR T D EARNEICET &k
- 13 -




VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.6 SMENZI T B ARSI B3 2 &k

HINTAEFEFRZLUTIORT, b ORFFLRIT, Lol (Trial 1T RECARBRIO O
5% F 12 B QNS Trial 2 OB TA IR A500mg,/ & T AKX F2500mg +L LoNT X A
250 mg DFEG-HZIFT-BEICB T 28EFSR) TIIRINL TR,

M7 F5 L TN Y VR A HERRIERIE . AR BRI, VA R i

PERERIEZ . FBRAE

FFE Rl FFARA, I

ST L O TRk - 3895

e MR ILEENUKSERER N, 7 — A ARG, AP EEERSOE N

KW AAEH

1. v 7aen

RECARBRIO OFBNLN THDHA I XKL/ VT AZF L H v vn e VO RAKE %)
T HRE TRGMERENRE S TWD, IBR EOFEENGERMEEZ BRI S A2WEaE, Try s
= /L & RECARBRIO Zf G- L7222 &

2. 39V e g

INRL ST AL F o (RECARBRIO DHNSY) @& ded1 VSR LR FIESE & VT
12T divalproex sodium OO 5 % 52 15 7 A& O SCHRIZ X 2 FEFIHE T, ~L 7 mfEo
REMET L, WWEROKEOBIEY X7 NEEDLARMEN DD [ZER M LOMHE (KX
5.37) 2], MR EAEHOEFIIARHTH S0, in vitto L OERBROFER L, 7 m
e 77 v = NG (VPA-g) DIKDFRIZE > T/ OV T aBRICR D & 71 )L /3~ p~—
EAMEL, 27 o BROMETERENME T4 2 mTREME2 R ST %, RECARBRIO & /3L
7 afig X divalproex sodium OOFHIZEEZTH D, »S/L 7 vl i divalproex sodium CTREAEIEAE
DAy br— L STV EENEYGEDTER 21T O Srtrld. ISR DR IS O HUE
a5 L,

FRER~D 5

1. 4Tl

U A7 O

INRRLS VT AZTF o EEE LYV TIRIBRDNRD b, LA XL ERE LD

ATIHRIRORENRRO Dvie, Lizndo T, o535 B%, HIR&X O IE~OEIER U A
JIZOWTHEIT % Z &, RECARBRIO, A IR A, YT AXF ULV LT X AOUEF~
DOEGICET 27— 2T o TRy, FERMAERE, WE, AR EORERERED
SRAIBIH O Y A 7 13T S TR0,

v A Ty b, UHEROP L OSBRI A I B LRNS T AZF o (HAIULHEH)
Z I KERRHESEH & (MRHD ; £ XX A500mg, > T A X F 2500 mg % 65 = & 1285 C1H

BT ORI EA I K L2000 mg, T AL F 2000 mg) DI~5FEDO M & (KRR EAED H#

C confidential
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1.6 SMENZI T B ARSI B3 2 &k

12D <) TR NG L7 AR MR CIREAICER T 2R ROFRBIEA Lo, T
=AY INIA IRE LT TAXTF % MRHD (IRREROIZIHS<) RO H & T
B UT0R - e A B e BR CIIIRE R OB A B b iz, IR - VR AFBERBRICS VT, 4T
R~ 7 ADIERINC L LAY 2 A EIEROFEG LR, L L7 2 A0 miEHIgRER,
MRHD (250 mg % 6HE[ & & 1285 CT1H H&1000 mg) TORGKRERTE &I Y+ 2R & Tk
(ZBE U 72 OB ORBLRZHIN L7 b OO HEERFMEILERD G407, MRHD (23517 2 BRI ER
EOROME T Y T HIRERE & TR EICE L 7o B AT 2R OB I L, BT v RO
IR T Y X OE RN L L X7 X 5% MRHD (IZ3B1) 5 BEEREE EO T N2 KSR 024
% 0> M B HIR R & CIRR O 85 U7 4B AR R OISR SR - BRI R AR I E 2
B b ol-, Ty FOERMAORABIC L LA X K2EFE LIZ#E%, MRHD (28T 5
BRI R B O/AF AR Y 3 2 AT g R & Tl G ICBIE L7286 — R DI m M, B BT
SATAEFEEE XA DR o T (F—F M),

KRERNTIH T 2 FERHAERT R OMEDOE R Y A7 IIAHATH D, T XTOMImIE, HAE
B R R C I EOMOBEFERROERY A7 2HT 5, KEO LR CHARIIICH
RENTAHECHE SN2 A7 1%, FEARHARE 2% ~4%, WEOHEE Y A7 2315%~
20%TH 5,

=4

iy T — X

AINKLB PN TRAETF

T TA, Ty NEORTH RN INRLLR T AZ T (BAIIIOH) #FEROES5 L=
AR AEFERBR L, BB (U R Ty NEOUYX) I AR HER (v R)
DI B L RETFTRIZA SN2 o7, 4 IR AF, 7y b (lRET~170) KU H¥
(=6 ~18H) 2 MRHD O Z N ZURI4% L 0.66% ((RFRmEAE O Ligic £-5<) 125495900
060 mg/kg/day £ TOHBEEZFFIRNES- Lz, T AZF 0, 7 v b (dR6~17H) (& MRHD
DORISE (REREREOEICE-SL<) 1Y% 51000 mg/kg/day £ TORBEEZKE TR L, X
(lEiR6~18H) | MRHD D315 (IRFHFED HLEIZH-3 <) 12/124 95300 mg/kg/day & T H
BATIRNEES Lz, A XKL/ T AEFUE, v U A (JIE6~15H) 12 MRHD & I1EIE[A
S (RREREOIICES) 0320 mgkg/day £ TORBEZEFIRNZEG L, 7 v~ (EHR6~17
H) 1280 mg/kg/day F T &% FFIRNER 5 & 00320 mg/kg/day % f2 FHeH- L=, HART R OHA
BOFAEW N FRHEROHEEICET 23 BR Tk, 7> b GERISH~HAER2IA) 124 %L/
VT AL F %320 mgkg/day DM EE TR TG L, 207 v MK TG L 72320 mg/kg/day
&, RFRERE O RIS < & MRHD OFIf5 21495,

TR T = 7 A POV OIBEIBINCA I XKL/ TFAZF O MRHD (KR HEFE O g2 HS
<) IZH YT 5100 mg/kg/day % & b CTORRKEEHICI T HEANHEE CTHIIRNE G L7125 R, &5
WZBE L2 B IR O IITRO G o T dy, RHEE & LR TRBROBEINN A bz, A I~
KDV TAETF U EMRT = 7 A YL O E TERIC40 mg/kg/day TRUEFHE L7oRER. BT

C confidential
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K OWE - RO L2 S e B ORI RN O b,

L LN BN

IR~ 7 2B TS (FEE6~17H) 1T L7 Z AdD80, 200% U450 mg/kg/day % J T #
B LI - e AR Tld, 450 mg/kg/day & TO A& CREMWIEHMEITA LN o7, Ll
RN B, BB W TE 2 OBRAFENZNENIEI TORGRD b —F 7T, BaE (87
HEKROEME) 265 LERAOUELHZ 0 ORBEIG I, FRETREE (EH72 0 ORBES
53%) LHARTEMAERRE (EH7Z 0 ORBEIG21%) THIMLUZ, BT OBINEE- -5 A
BETOLV LAY Z AOMFEFIREEREIT, AUC O HEICH-S< & MRHD IZE1T 2 BRRIREE & OK
6l EChoTm, £, KIEHAEDO L L ANT X A80mg/kg/day Z$e5-LT-~ 7 ATlE, HHH (=
?X@#%&Lfiimaan@%t@@%ﬁ%A~mﬁ%tww%ﬁ%Aw%)ﬁﬁﬁﬁ%ﬁ@
il (IEH7=0 OFBEIE0%) KO FERRE (1EH7- 0 ORBAEIGEKI%) EEXTE -
7o HHERLOEHEHOIEH Y ORBLEIGIXZNEN0%LNS53% TH Y . HEKFHZR
BINCIX e o7, OEZLOHEMEEST- L LAY ¥ AOMKHAE ToMmfE+R AUC IX. MRHD T
Ot MER AUC EIZIERI%E Tho7, 7 v FEOUHFXOM - IRl ARBRTIX, LIr ¥
LT FCIE50, 150 UM50 mg/kg/day, w4 ¥ CTix35, 275 0450 mg/kg/day CTHHARMN G- L
oo TNHORBRIZENT, WEEERIOMMIET v b (EIR6~20H) K OMEIRY Y% (UEgR7~
20H) IV AN H BB LR, MRHD (B 5 B MET AUC OZ 3765 & 024
5 IZHE Y 9 5450 mg/kg/day F T & TH G2 B U 72 REEMW) SUIRE - I8 IREMEIE A B
776

HAE R OV AR DR N RHA DOBERRICEI T~ 23 BRICEB VT, 7 v MI L LN T X 165,
2005 1450 mg/kg/day Z iFiR6 H 2 H#2F20 H £ TR G- L7 kG R, iEH AUC 7% MRHD (Z
Tétbm [ AUC OFISREITAHS § 5450 mg/kg/day F T H & CTREMIZEHIEITED 5T,

—RIBOFIRIEE, ITEIFETATERE BT A Lo T2,
ﬂ%7y%&0ﬂ%?%¥@ﬁﬁfi\VVA7&Aﬁ%ﬁ%ﬁﬁLT%EA@ﬁﬁé:k%
ARSI, HEER20 H R V2 oD fE R R TR AR O i R O e K5% ~6% Td o 72,

2. 1%

U A7 O
AIRRLSVTAAF UL LT X EDOE M ~DOBITICET 2 o7 EwiEa< .
Fro, WAL SN RAORE XTI EH A~ OB AT 2 HHIT R, L LT 2 L3RS
D7 v N THAHF~OBITRRD N TNDE (F—2 2,

HE EROREE EORIRBEOREMEL . BBLOEBIK Ed RECARBRIO D/ EE, I DN
RECARBRIO XTI REHL O FERESBIZ L AMILVAIC T DI EN A EERN L b TEET L 2
s

C confidential
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T =7
AT DT v ML LT X 5 %450 mgkg/day (EHR6 A ~1ZFL14H) IS THIRNE G- L2 L =
Ao VLT Z NIHI BT L, T ORI REENY O AT R E OR5% T o 72,

4. /NRA~DE.
1875 ATt /N BT 6 4 D RECARBRIO D222 e OVE ZhMEIIfEST. STy,

5. milnE ~OEE-

Trial 1 T RECARBRIO D4 5-% 51 72266651 D 5 H65m LA L0 B 1311361 (42.5%) THY ., 75
LA EDBIFEINSSH] (20.7%) B ENT, Trial 2 U3 TA I XKL T AL F U+ L LT Z A
250 mg OG- %21 F 72216610 5 B, 65l LD BEIZ6TH] (31.0%) TH V. 75 LI EDHEE N
2561 (11.6%) &ENTo, T b DBE L FFELE TREM L OHIMEIC BRI EIZA BT,
i DERIR AR T b millin X O F B ITB T 206D EITFE SN TWRWR, —Ho &g 2k
WCRZMENTLHE L TVD Z L IFEETER,

RECARBRIO IZFIZEHEIEEND Z &ML TEY . BHEREERST CIARIC I 2 FESE
ROV AT NEEDAREERS D, @lnEE TIXBHENK T LTV AR 570, EEIC
HEZBRTLIETHY, BREOCBEVSAHLEEZOND, FinlZin U HER o VnE T
R, EEERE CIXBHERICIN U CHERR T2 2 & [k JHE (JEX2.21H) RO
X12.37) =M,

6. B RERERRE
CLer 7390 mL/min A O B # Tl RECARBRIO O B ZRET 5 2 & 5 HE (J7X2.22H)
K OV HRFERE (SR X12.31H) S,

~

Bk

R G213, RECARBRIO O h-% ik L, RPEFRIEZITV, RV SCRRIEZ BMa
DL AINRRL VITAGF RNV LAY ZNIMBEITC L VRET L2 LR TED (M
KR (JX12.30H) S/, R OLE S LTRSS 268 U 72BRRE #RITAE S Tunzg

A
o

e

==

-
~—

—

C confidential
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1.6.2.1.2 EU RIXEDOHE (FIR)

W /ot ett4
Recarbrio,Merck Sharp & Dohme B.V.

é‘\

e

ISA TR, A ISR A500 mg [ZAHE T DA IR LKFI, T AKX T 2500 mg lZFHY
THYTALF T R T AR LT Z B250mg lCHYS T 5 L LT X A KkFiE &R T 5,

WAl
INA TUHRZ, F hU 7 A375mg (1.6 mmol) Z&HT 5,
WAl O—& TR 6. 1T E RO Z &,

=

AR
A TR
A B~ R A OB R

)‘jJFJb ;JJ%

Recarbrio iZ, LA FO#E&~Z2 /T 5,

o R ANBEICKITD ANTIERZEELET% (VAP) &8 TeleAlitid (HAP) (JF3C4.41E ) O85.1
HEBHR) DOIRE
RN B2 5 HAP XL VAP IZBEE T 24 L < IZBIE R Ee o 5 B IAE D IR

® R OBRIULANR SN D M NBFITKT DIF5RME S T SFEMEREIC K D EYYEDOTRF (3L
4218, 44 OS5 ITHS ),

PO Ef BT 28T A X o A% BETH &,

HiE - HER OS5 HE
Recarbrio %, 1B DEREEDR 55 R NEF T D57 7 AR I K D IEGYE DR
e LT, BYYEDOERICHEY R AT A EMA~Oa LT —va VRIERT A2 LR

L - HE
JLTF= 7 U7 T (CrCl) 7390 mL/min LA FO@BREF BT AHERAEL R IIORT (R
44K OS5 1THSR)

C confidential
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R1:OLT7F=ZUP)TFTZ 2R (CrCl) 90 mLU/min LE 2DEEIZETS

HERE
Recarbrio D &

JEYLIE O FEAH (L IR_FLSUT2AR | BEREE | &5 4 A

Fo LRI H L)
[{;;ﬂ:;?;%u R S 500 mg/500 mg/250 mg O[] = & 304y T~14H
TRROBEIREDR S5 B P
TR DUFRNES T 282 | 500 mg/500 mg250 mg | 6HEfH] = & 3047 %o<mww
PEBEIC J 2 I j

! Cockeroft-Gault 202 L 0 #7E L7- CrCl

2CrCl 73250 mL/min #8 D HAP X% VAP @83 I ONT CrCl 28150 mL/min B OB HEMEIEFENERYYE (cIAD K
B R B B e MM R BRI YE  (cUTD) 1. Recarbrio OHELEH BN 40 TIZARWATREMEN B 5 (304,418
P

SHAP X% VAP [ZBHHE3 24 L < |ZBEN g 5 B IIE %2 & T

4CIAL KO8 cUTLIZ kT A HELETEREMIFIIS~10 AR CThH V. FE4ARE TG rIReTh %

KRl 70 B AR

B HERE S 7

CrCl 7390 mL/min A DB 1TIX, R21TR"T LBV Recarbrio I ET 5, BHEEEDLE) 17
HNDEBFICH L L, CrCl 288752 L,

& 2 : CrCI A 90 mL/min RiFDBFICH T HHERE

s LN Recarbrio ODH#ELE &
HERE CrClL (mL/min) ({SNRRDSTTABF L L LAY H L) (mg) !
60190 400/400/200
3014 _F60AH 300/300/150
1584 30408 200/200/100
MEEN T H ORI EA S (ESRD) * 200/200/100

* Cockeroft-Gault 2512 X 0 #7E L 7= CrCl

TORER] = & 123043 ) C it 2,

YMENRICRET D2 &, 4 33K L, VTREZF UKLV LAY Z WL, KBTI VBESRS,
Recarbrio [T B EERIAHI & LTI DOBERGHA AL T TRIEL SN D, 2070, HHIFHRIEHE 55 0
XA UL DR S D (FIL6.6THER),

CrCl 2315 mL/min i O FBF 126 U CTid, 48R LANIC IR ENT & BRAR L 72\ 551X Recarbrio
ZEE LW b JBEEHT T OBE T S Recarbrio DOHELEE FHEICEE T 2 @O 22 5 HRITE D
TN,

Vig:
PR RERE T B (263 2 B O L2132 (R 2HS ),

C) comncentia 1.6 AMENCIS IS B ARSI B9 2 Bkt
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e
B (T D RGOy (FI5.2HEM),

N
INR R SR DORMAEL BT DA IRXRL TV TAXT VLN T ZEAOEEE KL D)
BTSN TR LT, T—X 3 Eo T\,

B 55 1k

F RN -

Recarbrio 13043 03 CHIEERET 5,

Recarbrio 1AM EHERNC TR L7220 iuE 72 H7evy (JFSC6.2TH, 63K UV6.6THES),

iy
il
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
RECARBRIO safely and effectively. See full prescribing
information for RECARBRIO.

RECARBRIO™ (imipenem, cilastatin, and relebactam) for injection,
for intravenous use
Initial U.S. Approval: 2019

RECENT MAJOR CHANGES --------nnmmmceeemmmccen
Indications and Usage, Hospital-acquired Bacterial Pneumonia and
Ventilator-associated Bacterial Pneumonia (HABP/VABP) (1.1)- 6/2020
Dosage and Administration, Compat ble Injectable

Drug Products (2.6) 6/2020

INDICATIONS AND USAGE
RECARBRIO is a combination of imipenem, a penem antibacterial,
cilastatin, a renal dehydropeptidase inhibitor, and relebactam, a beta-
lactamase inhibitor, indicated in patients 18 years of age and older for
the treatment of the following infections caused by susceptible gram-
negative microorganisms:
. Hospital-acquired bacterial pneumonia and ventilator-
associated bacterial pneumonia (HABP/VABP) (1.1)
e  Complicated urinary tract infections, including pyelonephritis
(cUTI) in patients who have limited or no alternative treatment
options. (1.2)
e  Complicated intra-abdominal infections (clAl) in patients who
have limited or no alternative treatment options (1.3)

Approval of the cUTI and clAl indications is based on limited clinical
safety and efficacy data for RECARBRIO. (1.2, 1.3, 14)

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of RECARBRIO and other antibacterial drugs,
RECARBRIO should be used only to treat or prevent infections that are
proven or strongly suspected to be caused by bacteria. (1.3)

----------------------- DOSAGE AND ADMINISTRATION -------nnnmmmmmmmmaee
e  Administer RECARBRIO 1.25 grams (imipenem 500 mg,
cilastatin 500 mg, relebactam 250 mg) by intravenous (IV)
infusion over 30 minutes every 6 hours in patients 18 years of
age and older with creatinine clearance (CLcr) 90 mL/min or
greater. (2.1)
. Dosage adjustment in patients with renal impairment. (2.2)

Recommended Dose of
RECARBRIO
(imipenem/cilastatin/relebactam)
(mg) administered by IV infusion
over 30 minutes every 6 hours

Estimated Creatinine
Clearance (mL/min)*

1 gram (imipenem 400 mg, cilastatin

60 to 89 400 mg, and relebactam 200 mg

0.75 grams (imipenem 300 mg,
30 to 59 cilastatin 300 mg, and relebactam
150 mg

0.5 grams (imipenem 200 mg,
15to 29 cilastatin 200 mg, and relebactam
100 mg

0.5 grams (imipenem 200 mg,
cilastatin 200 mg, and relebactam
100 mg

End Stage Renal Disease
on Hemodialysis

*CLcr calculated using the Cockcroft-Gault formula.

Reference ID: 4619757

e  Patients with CLcr less than 15 mL/min should not receive
RECARBRIO unless hemodialysis is instituted within 48
hours. (2.2)

. See Full Prescribing Information for instructions for
constituting supplied dry powder and subsequent required
dilution. (2.3, 2.4)

. See Full Prescribing Information for drug compatibilities and
incompatibilities. (2.6, 2.7)

————————————————————— DOSAGE FORMS AND STRENGTHS -------------nn-mnmo-
RECARBRIO 1.25 grams for injection is supplied as sterile powder for
constitution in a single-dose vial containing imipenem 500 mg
(anhydrate equivalent), cilastatin 500 mg (free acid equivalent), and
relebactam 250 mg (anhydrate equivalent). (3)

CONTRAINDICATIONS
RECARBRIO is contraindicated in patients with a history of known
severe hypersensitivity to any component of RECARBRIO. (4)

----------------------- WARNINGS AND PRECAUTIONS ---------nmmmmmmmemeeee

. Hypersensitivity Reactions: Hypersensitivity reactions have been
reported in patients receiving beta lactam drugs. Discontinue
RECARBRIO immediately if a hypersensitivity reaction occurs.
(6.1

. Seizures and Central Nervous System Adverse Reactions: CNS
adverse reactions such as seizures have been reported with
imipenem/cilastatin, a component of RECARBRIO. If focal tremors,
myoclonus, or seizures occur, evaluate patients, to determine
whether RECARBRIO should be discontinued. (5.2)

. Increased Seizure Potential Due to Interaction with Valproic Acid:
Concomitant use of RECARBRIO with valproic acid or divalproex
sodium may reduce the serum concentration of valproic acid which
may increase the risk of breakthrough seizures. Avoid concomitant
use or consider alternative antibacterial drugs other than
carbapenems. (5.3, 7.2)

e  Clostridioides difficile-Associated Diarrhea (CDAD): Has been
reported with RECARBRIO. Evaluate if diarrhea occurs. (5.4)

ADVERSE REACTIONS

. HABP/VABP Patients: The most frequently reported adverse
reactions occurring in greater than or equal to 5% of patients
treated with RECARBRIO were alanine aminotransferase
increased, aspartate aminotransferase increased, anemia,
diarrhea, hypokalemia, and hyponatremia. (6)

e cUTI and clAl Patients: The most frequently reported adverse
reactions occurring in greater than or equal to 2 % of patients
treated with imipenem/cilastatin plus relebactam 250 mg, the
components of RECARBRIO, were diarrhea, nausea, headache,
vomiting, alanine aminotransferase increased, aspartate
aminotransferase increased, phlebitis/infusion site reactions,
pyrexia, and hypertension. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-
888-4231 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
e  Ganciclovir: Avoid concomitant use. (7.1)
e  Valproic Acid or Divalproex Sodium: Avoid concomitant use. (7.2)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 6/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Hospital-acquired Bacterial Pneumonia and Ventilator-associated Bacterial Pneumonia
(HABP/VABP)

RECARBRIO™ s indicated for the treatment of patients 18 years of age and older with hospital-acquired
bacterial pneumonia and ventilator-associated bacterial pneumonia, caused by the following susceptible
gram-negative microorganisms: Acinetobacter calcoaceticus-baumannii complex, Enterobacter cloacae,
Escherichia coli, Haemophilus influenzae, Klebsiella aerogenes, Klebsiella oxytoca, Klebsiella pneumoniae,
Pseudomonas aeruginosa, and Serratia marcescens.

1.2 Complicated Urinary Tract Infections (cUTI), including Pyelonephritis

RECARBRIO is indicated in patients 18 years of age and older who have limited or no alternative treatment
options, for the treatment of complicated urinary tract infections (cUTI), including pyelonephritis, caused by
the following susceptible gram-negative microorganisms: Enterobacter cloacae, Escherichia coli, Klebsiella
aerogenes, Klebsiella pneumoniae, and Pseudomonas aeruginosa.

Approval of this indication is based on limited clinical safety and efficacy data for RECARBRIO [see Clinical
Studies (14)].

1.3 Complicated Intra-abdominal Infections (clAl)

RECARBRIO is indicated in patients 18 years of age and older who have limited or no alternative treatment
options for the treatment of complicated intra-abdominal infections (clAl) caused by the following
susceptible gram-negative microorganisms: Bacteroides caccae, Bacteroides fragilis, Bacteroides ovatus,
Bacteroides stercoris, Bacteroides thetaiotaomicron, Bacteroides uniformis, Bacteroides vulgatus,
Citrobacter freundii, Enterobacter cloacae, Escherichia coli, Fusobacterium nucleatum, Klebsiella
aerogenes, Klebsiella oxytoca, Klebsiella pneumoniae, Parabacteroides distasonis, and Pseudomonas
aeruginosa.

Approval of this indication is based on limited clinical safety and efficacy data for RECARBRIO [see Clinical
Studies (14)].

1.4 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of RECARBRIO and
other antibacterial drugs, RECARBRIO should be used only to treat or prevent infections that are proven
or strongly suspected to be caused by susceptible bacteria. When culture and susceptibility information are
available, they should be considered in selecting or modifying antibacterial therapy. In the absence of such
data, local epidemiology and susceptibility patterns may contribute to the empiric selection of therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage in Adults

The recommended dosage of RECARBRIO is 1.25 grams (imipenem 500 mg, cilastatin 500 mg, and
relebactam 250 mg) administered by intravenous (IV) infusion over 30 minutes every 6 hours in patients
18 years of age and older with creatinine clearance (CLcr) of 90 mL/min or greater. A dose reduction is
recommended for patients with CLcr less than 90 mL/min (Table 1) [see Dosage and Administration (2.2)].
The severity and location of infection, as well as clinical response should guide the duration of therapy. The
recommended duration of treatment with RECARBRIO is 4 days to 14 days.

2.2 Dosage Adjustments in Patients with Renal Impairment

Dosage adjustment is recommended in patients with renal impairment. Patients who have a CLcr less than
90 mL/min require dosage reduction of RECARBRIO (Table 1). For patients with fluctuating renal function,
CLecr should be monitored.

Reference ID: 4619757



Table 1: Dosage of RECARBRIO for Adult Patients with Renal Impairment

Recommended Dosage of RECARBRIO

Estimated CLcr (mL/min)2 (imipenem/cilastatin and relebactam) Dosing Interval
(mg)®

1 gram (imipenem 400 mg, cilastatin 400

601089 mg, and relebactam 200 mg) Every 6 hours
0.75 grams (imipenem 300 mg, cilastatin

301059 300 mg, and relebactam 150 mg) Every 6 hours

15 to 29 0.5 grams (imipenem 200 mg, cilastatin Every 6 hours

200 mg, and relebactam 100 mg)
End Stage Renal Disease (ESRD) 0.5 grams (imipenem 200 mg, cilastatin
on Hemodialysis® 200 mg, and relebactam 100 mg)
aCLcr calculated using the Cockcroft-Gault formula

bAdminister by IV over 30 minutes.

cAdministration should be timed to follow hemodialysis.

RECARBRIO is provided as a single vial in a fixed-dose combination; the dose for each component will be adjusted equally during
preparation [see Dosage and Administration (2.4)].

Every 6 hours

Patients with CLcr less than 15 mL/min should not receive RECARBRIO unless hemodialysis is instituted
within 48 hours. There is inadequate information to recommend usage of RECARBRIO for patients
undergoing peritoneal dialysis.

Imipenem, cilastatin, and relebactam are cleared from the circulation during hemodialysis. For patients
maintained on hemodialysis, administer RECARBRIO after hemodialysis and at intervals timed from the
end of that hemodialysis session.

2.3 Preparation of RECARBRIO Solution for Intravenous Administration

RECARBRIO is supplied as a dry powder in a single-dose vial that must be constituted and further diluted
using aseptic technique prior to intravenous infusion. To prepare the infusion solution, contents of the vial
must be constituted with the appropriate diluent as instructed below. A list of appropriate diluents is as
follows:

0.9 % Sodium Chloride Injection, USP

5 % Dextrose Injection, USP

5 % Dextrose Injection, USP + 0.9 % Sodium Chloride Injection, USP

5 % Dextrose Injection, USP + 0.45 % Sodium Chloride Injection, USP

5 % Dextrose Injection, USP + 0.225 % Sodium Chloride Injection, USP

RECARBRIO has low aqueous solubility. To ensure complete dissolution of RECARBRIO it is important to
adhere to the following instructions:
Step 1) For diluents available in 100 mL prefilled infusion bags, proceed to step 2. For diluents not
available in 100 mL prefilled infusion bags, aseptically withdraw 100 mL of the desired diluent and
transfer it to an empty infusion bag, then proceed to step 2.
Step 2) Withdraw 20 mL (as two 10 mL aliquots) of diluent from the appropriate infusion bag and
constitute the vial with one 10 mL aliquot of the diluent. The constituted suspension is for intravenous
infusion only after dilution in an appropriate infusion solution.
Step 3) After constitution, shake vial well and transfer resulting suspension into the remaining 80 mL
of the infusion bag.
Step 4) Add the second 10 mL aliquot of infusion diluent to the vial and shake well to ensure complete
transfer of vial contents; repeat transfer of the resulting suspension to the infusion solution before
administering. Agitate the resulting mixture until clear.

Constituted solutions of RECARBRIO range from colorless to yellow. Variations of color within this range
do not affect the potency of the product.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration, whenever solution and container permit. Discard if discoloration or visible particles are
observed.
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The above instructions for preparation of RECARBRIO solution for intravenous administration must be
followed for all patients, irrespective of the intended patient’s renal function. The volume of this prepared
RECARBRIO solution to be administered to patients is determined based on renal function [see Dosage
and Administration (2.4)].

2.4 Preparation of RECARBRIO Solution for Intravenous Administration in Patients with Renal
Impairment

For patients with renal impairment, prepare a reduced dose of RECARBRIO (1 gram, 0.75 grams, or 0.5

grams) [see Dosage and Administration (2.2)] by preparing a 100 mL solution containing 1.25 grams (as

described above in Section 2.3) then withdrawing and discarding the excess according to Table 2.

Table 2: Preparation of Reduced RECARBRIO Doses for Intravenous Administration in Patients
with Renal Impairment

After preparation as .
Creatinine instructed above, remove Resultmgl volume
Dosage of RECARBRIO ’ that provides the
Clearance _— . ) from the 100 mL prepared S
; (imipenem/cilastatin/relebactam) S indicated reduced
(mL/min) bag the volume indicated
. dose
below and discard
1 gram (imipenem 400 mg, cilastatin
601089 400 mg, and relebactam 200 mg) 20 mL 80 mL
0.75 grams (imipenem 300 mg,
30to 59 cilastatin 300 mg, and relebactam 40 mL 60 mL
150 mg)
15to 29 or 0.5 grams (imipenem 200 mg,
ESRD on cilastatin 200 mg, and relebactam 60 mL 40 mL
hemodialysis 100 mg)

2.5 Storage of Constituted Solution

RECARBRIO, as supplied in single-dose glass vials upon constitution with the appropriate diluent and
following further dilution in the infusion bag, maintains satisfactory potency for at least 2 hours at room
temperature (up to 30 °C) or for at least 24 hours under refrigeration at 2 °C to 8 °C (36 °F to 46 °F). Do
not freeze solutions of RECARBRIO.

2.6 Compatible Injectable Drug Products

Compatible Drug Products

The physical compatibility of RECARBRIO with selected injectable drug products was evaluated in two
commonly available diluents. Compatible drugs with the corresponding compatible diluent (i.e., 5%
Dextrose Injection, USP or 0.9 % Sodium Chloride Injection, USP) are listed below. RECARBRIO should
not be co-administered through the same intravenous line (or cannula), with other drug products not listed
below, as no compatibility data are available. Refer to the respective prescribing information of the co-
administered drug(s) to confirm compatibility of simultaneous co-administration.

List of Compatible Injectable Drugs for use with 5 % Dextrose USP or 0.9 % Sodium Chloride USP Injection
as Diluents

e dexmedetomidine
e dopamine
epinephrine
fentanyl

heparin
midazolam
norepinephrine
phenylephrine
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2.7 Incompatible Injectable Drug Products
RECARBRIO for injection for intravenous infusion is physically incompatible with propofol in 5 % Dextrose
USP or 0.9 % Sodium Chloride USP.

3 DOSAGE FORMS AND STRENGTHS

RECARBRIO (imipenem, cilastatin, and relebactam) for injection, 1.25 grams is supplied as a white to light
yellow sterile powder for constitution in a single-dose glass vial containing imipenem 500 mg (equivalent to
530 mg imipenem monohydrate), cilastatin 500 mg (equivalent to 531 mg cilastatin sodium), and
relebactam 250 mg (equivalent to 263 mg relebactam monohydrate).

4 CONTRAINDICATIONS
RECARBRIO is contraindicated in patients with a history of known severe hypersensitivity (severe systemic
allergic reaction such as anaphylaxis) to any component of RECARBRIO.

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in patients
receiving therapy with beta lactams. Before initiating therapy with RECARBRIO, careful inquiry should be
made concerning previous hypersensitivity reactions to carbapenems, penicillins, cephalosporins, other
beta lactams, and other allergens. If a hypersensitivity reaction to RECARBRIO occurs, discontinue the
therapy immediately.

RECARBRIO is contraindicated in patients with a history of severe hypersensitivity to any component of
RECARBRIO [see Contraindications (4)].

5.2 Seizures and Other Central Nervous System (CNS) Adverse Reactions

CNS adverse reactions, such as seizures, confusional states, and myoclonic activity, have been reported
during treatment with imipenem/cilastatin, a component of RECARBRIO, especially when recommended
dosages of imipenem were exceeded. These have been reported most commonly in patients with CNS
disorders (e.g., brain lesions or history of seizures) and/or compromised renal function.

Anticonvulsant therapy should be continued in patients with known seizure disorders. If CNS adverse
reactions including seizures occur, patients should undergo a neurological evaluation to determine whether
RECARBRIO should be discontinued.

5.3 Increased Seizure Potential Due to Interaction with Valproic Acid

Concomitant use of RECARBRIO, with valproic acid or divalproex sodium may increase the risk of
breakthrough seizures. Avoid concomitant use of RECARBRIO with valproic acid or divalproex sodium or
consider alternative antibacterial drugs other than carbapenems [See Drug Interactions (7.2)].

5.4 Clostridioides difficile-Associated Diarrhea (CDAD)

Clostridioides difficile-associated diarrhea (CDAD) has been reported with use of nearly all antibacterial
agents, including RECARBRIO, and may range in severity from mild diarrhea to fatal colitis. Treatment with
antibacterial agents alters the normal flora of the colon leading to overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin producing
strains of C. difficile cause increased morbidity and mortality, as these infections can be refractory to
antimicrobial therapy and may require colectomy. CDAD must be considered in all patients who present
with diarrhea following antibacterial drug use. Careful medical history is necessary since CDAD has been
reported to occur over two months after the administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibacterial drug use not directed against C. difficile may need

to be discontinued. Appropriate fluid and electrolyte management, protein supplementation, antibacterial
drug treatment of C. difficile, and surgical evaluation should be instituted as clinically indicated.
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5.5 Development of Drug-Resistant Bacteria

Prescribing RECARBRIO in the absence of a proven or strongly suspected bacterial infection or
prophylactic indication is unlikely to provide benefit to the patient and increases the risk of the development
of drug-resistant bacteria.

6 ADVERSE REACTIONS
The following serious adverse reactions are described in greater detail in the Warnings and Precautions
section.
e Hypersensitivity Reactions [see Warnings and Precautions (5.1)]
e Seizures and Other Central Nervous System Adverse Reactions [see Warnings and Precautions
(5.2)]
e Increased Seizure Potential Due to Interaction with Valproic Acid [see Warnings and Precautions
(5.3)]
o Clostridioides difficile-Associated Diarrhea (CDAD) [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may
not reflect the rates observed in practice.

Overview of the Safety Evaluation of RECARBRIO
Safety was primarily evaluated in three active-controlled, double-blind trials in HABP/VABP, cUTI, and clAl
(Trials 1, 2, and 3 respectively).

In the HABP/VABP trial (Trial 1), patients were treated with either RECARBRIO or piperacillin and
tazobactam (4.5 grams).

In the cUTI trial (Trial 2) and clAl trial (Trial 3), patients in the treatment arms were treated with either
imipenem 500 mg/cilastatin 500 mg and relebactam 250 mg or imipenem 500 mg/cilastatin 500 mg and
relebactam 125 mg (not an approved dose), and patients in the control arm were treated with imipenem
500 mg/cilastatin 500 mg plus placebo (IV normal saline). Across Trials 2 and 3, the mean duration of IV
therapy in patients treated with imipenem/cilastatin plus relebactam 250 mg was approximately 7 days.

Clinical Trial Experience in Patients with HABP/VABP

Trial 1 included 266 adult patients treated with RECARBRIO and 269 patients treated with piperacillin and
tazobactam (4.5 grams) administered intravenously over 30 minutes every 6 hours. The mean age was
60 years, 43 % of patients were 65 years of age and older, 31 % were female and 22 % had polymicrobial
infection. The mean Acute Physiology and Chronic Health Evaluation (APACHE) Il score was 15 and 48 %
of patients had an APACHE Il score greater than or equal to 15 at baseline. Overall, 260 (49 %) patients
were ventilated at enrollment, including 194 (36 %) patients with VABP and 66 (12 %) patients with
ventilated HABP.

Clinical Trial Experience in Patients with cUTI including Pyelonephritis

Trial 2 included 198 adult patients treated with imipenem/cilastatin and relebactam (99 patients each with
imipenem 500 mg/cilastatin 500 mg plus relebactam 125 mg or relebactam 250 mg) and 100 patients
treated with imipenem 500 mg/cilastatin 500 mg, administered intravenously over 30 minutes every 6 hours.
After a minimum of 4 days of IV therapy, patients could be switched to oral ciprofloxacin (500 mg daily
every 12 hours) to complete the treatment course of 4 to 14 days total (IV plus oral), at the discretion of the
investigator. The mean age was 56 years, 40 % of patients were 65 years of age and older, 16 % were
75 years of age and older, 50 % were female, and approximately 18 % had moderate to severe renal
impairment.

Clinical Trial Experience in Patients with clAl

Trial 3 included 233 adult patients treated with imipenem/cilastatin plus relebactam (116 subjects with
imipenem 500 mg/cilastatin 500 mg and relebactam 125 mg and 117 subjects with imipenem
500 mg/cilastatin 500 mg plus relebactam 250 mg), and 114 patients treated with imipenem
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500 mg/cilastatin 500 mg, administered intravenously over 30 minutes every 6 hours for 4 to 14 days, at
the discretion of the investigator. The mean age was 49 years, 23 % of the patients were 65 years of age
and older, 9.8 % were 75 years of age and older, and 42 % were female.

Serious Adverse Reactions and Adverse Reactions Leading to Discontinuation

In Trial 1, serious adverse reactions occurred in 27 % (71/266) of patients receiving RECARBRIO and 32 %
(86/269) of patients receiving piperacillin and tazobactam. Adverse reactions leading to death were reported
in 15 % (40/266) of patients receiving RECARBRIO and 21 % (57/269) of patients receiving piperacillin and
tazobactam.

Adverse reactions leading to discontinuation occurred in 5.6 % (15/266) of patients receiving imipenem
500 mg/cilastatin 500 mg/ relebactam 250 mg and 8.2 % (22/269) of patients receiving piperacillin and
tazobactam.

In Trials 2 and 3, serious adverse reactions occurred in 3.2 % (7/216) of patients receiving imipenem
500 mg/cilastatin 500 mg plus relebactam 250 mg and 5.1 % (11/214) of patients receiving imipenem
500 mg/cilastatin 500 mg. There were no deaths reported in patients receiving imipenem 500 mg/cilastatin
500 mg plus relebactam 250 mg or imipenem 500 mg/cilastatin 500 mg alone. Deaths were reported in
1.4 % (3/215) of patients receiving imipenem 500 mg/cilastatin 500 mg plus relebactam 125 mg (not an
approved dose).

Adverse reactions leading to discontinuation occurred in 1.9 % (4/216) of patients receiving imipenem
500 mg/cilastatin 500 mg plus relebactam 250 mg and 2.3 % (5/214) of patients receiving imipenem
500 mg/cilastatin 500 mg.

Common Adverse Reactions

In Trial 1, adverse reactions occurred during the protocol-specified follow-up period, which was IV therapy
plus 14 days following completion of therapy, in 85 % (226/266) of patients receiving RECARBRIO and
87 % (233/269) of patients receiving piperacillin and tazobactam. Table 3 lists the most common adverse
reactions occurring in = 4 % of patients receiving imipenem 500 mg/cilastatin 500 mg/relebactam 250 mg
or piperacillin and tazobactam in Trial 1.
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Table 3: Adverse Reactions Occurring in Greater Than or Equal to 4 % of HABP/VABP Patients
Receiving RECARBRIO in Trial 1

RECARBRIO? Piperacillin/Tazobactam®b
Adverse Reaction (N=266) (N=269)
N (%) N (%)

Blood and lymphatic system disorders

Anemia | 28 (10.5%) 27 (10.0%)
Gastrointestinal disorders

Constipation 11 (4.1%) 3 (1.1%)

Diarrhea 21 (7.9%) 30 (11.2%)
General disorders and administration site conditions

Pyrexia | 11 (4.1%) 20 (7.4%)
Laboratory investigations

Alanine aminotransferase increased 26 (9.8%) 19 (7.1%)

Aspartate aminotransferase

increased 31 (11.7%) 20 (7.4%)
Metabolism and nutrition disorders

Hypokalemia® 21 (7.9%) 26 (9.7%)

Hyponatremiad 17 (6.4%) 3 (1.1%)
Skin and subcutaneous tissue disorders

Rashe | 11 (4.1%) 5 (1.9%)
2RECARBRIO, IV every 6 hours.
bPiperacillin 4000 mg and Tazobactam 500 mg (4.5 grams), IV every 6 hours.
cHypokalemia includes hypokalemia and blood potassium decreased.
dHyponatremia includes hyponatremia and blood sodium decreased.
eRash includes rash, rash erythematous, and rash generalized.

Less Common Adverse Reactions Reported in Trial 1
The following selected adverse reaction was reported in RECARBIO-treated subjects at a rate of less than
4 %:

Blood and lymphatic system disorders: thrombocytopenia

In Trials 2 and 3, adverse reactions occurred during the protocol-specified follow-up period, which was IV
therapy plus 14 days following completion of therapy, in 39 % (85/216) of patients receiving imipenem
500 mg/cilastatin 500 mg plus relebactam 250 mg and 36 % (77/214) of patients receiving imipenem
500 mg/cilastatin 500 mg. Table 4 lists the most common adverse reactions occurring in =1 % of patients
receiving imipenem 500 mg/cilastatin 500 mg plus relebactam 250 mg or imipenem 500 mg/cilastatin
500 mg in Trials 2 and 3.
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Table 4: Adverse Reactions Occurring in Greater Than or Equal to 1 % of cUTI and clAl Patients
Receiving Imipenem/Cilastatin plus Relebactam 250 mg or Imipenem/Cilastatin in Trials 2 and 3

Imipenem/Cilastatin agd IMI + Placebob
Adverse Reaction Relebacti\m 250 mg (N=214)
(N=216) N (%)
N (%)
Blood and lymphatic system disorders
Anemia® 2 (1%) 4 (2%)
Gastrointestinal disorders
Diarrhea 12 (6%) 9 (4%)
Nausea 12 (6%) 12 (6%)
Vomiting 7 (3%) 4 (2%)
General disorders and administration site conditions
Phlebitis/Infusion site reactions? 5 (2%) 3 (1%)
Pyrexia 5 (2%) 3 (1%)
Laboratory Investigations
Alanine aminotransferase increased 7 (3%) 4 (2%)
Aspartate aminotransferase increased 6 (3%) 3 (1%)
Lipase increased 3 (1%) 4 (2%)
Blood creatinine increased 1 (<1%) 3 (1%)
Nervous system disorders
Headache 9 (4%) 5 (2%)
Central nervous system adverse reactions® 2 (1%) 5 (2%)
Vascular disorders
Hypertension' | 4 (2%) | 6 (3%)
almipenem/Cilastatin (500 mg/500 mg) + Relebactam (250 mg), IV every 6 hours.
bImipenem/Cilastatin (500 mg/500 mg) + Placebo, IV every 6 hours.
¢Anemia includes anemia and hemoglobin decreased.
dInfusion site reactions include infusion site phlebitis, infusion site erythema, and infusion site pain.
eCentral nervous system adverse reactions include agitation, apathy, confusional states, delirium, disorientation, slow speech, and
somnolence.
fHypertension includes hypertension and blood pressure increased.

Other Adverse Reactions Associated with Imipenem/Cilastatin

Adverse reactions reported with imipenem/cilastatin (a component of RECARBRIO) in clinical studies or
during post-marketing experience are listed below. These adverse reactions are not listed above for
patients treated with RECARBRIO in Trial 1 or imipenem 500 mg/cilastatin 500 mg plus relebactam 250 mg
in Trials 2 and 3.

Blood and Lymphatic System Disorders: agranulocytosis, increased eosinophils, hemolytic anemia
Nervous System Disorders: seizure

Hepatobiliary Disorders: hepatic failure, jaundice

Laboratory Investigations: blood lactate dehydrogenase increased, coombs test positive, eosinophil count
increased

7 DRUG INTERACTIONS

7.1 Ganciclovir

Generalized seizures have been reported in patients who received ganciclovir concomitantly with
imipenem/cilastatin, a component of RECARBRIO. Ganciclovir should not be used concomitantly with
RECARBRIO unless the potential benefits outweigh the risks.

7.2 Valproic Acid

Based on case reports in the literature concomitant use of carbapenems, including imipenem/cilastatin
(components of RECARBRIO) with valproic acid or divalproex sodium may decrease valproic acid
concentrations which may increase the risk of breakthrough seizures [see Warnings and Precautions (5.3)].
Although the mechanism of this interaction is unknown, data from in vitro and animal studies suggest that
carbapenems may inhibit the hydrolysis of valproic acid's glucuronide metabolite (VPA-g) back to valproic
acid, thus decreasing the serum concentrations of valproic acid. Avoid concomitant use of RECARBRIO
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with valproic acid or divalproex sodium. Consider alternative antibacterials other than carbapenems to treat
infections in patients whose seizures are well controlled on valproic acid or divalproex sodium.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Embryonic loss was observed in monkeys treated with imipenem/cilastatin, and fetal abnormalities were
observed in relebactam-treated mice; therefore, advise pregnant women of the potential risks to pregnancy
and the fetus. There are insufficient human data to establish whether there is a drug-associated risk for
major birth defects, miscarriage, or adverse maternal or fetal outcomes with RECARBRIO, imipenem,
cilastatin, or relebactam in pregnant women.

Developmental toxicity studies with imipenem and cilastatin (alone or in combination) administered
parenterally during organogenesis to mice, rats, rabbits, and monkeys at doses 1 to 5 times the maximum
recommended human dose (MRHD of imipenem 500 mg/ cilastatin 500 mg every 6 hours for total daily
doses of imipenem 2000 mg/cilastatin 2000 mg) based on body surface area comparison, showed no drug-
induced fetal malformations. Embryofetal development studies with imipenem/cilastatin administered to
cynomolgus monkeys at doses similar to the MRHD (based on body surface area comparison) showed an
increase in embryonic loss. In an embryofetal study, parental administration of relebactam to pregnant mice
during the period of organogenesis was associated with a non-dose responsive increase in the litter
incidence of cleft palate at a plasma relebactam exposure approximately equal to the human exposure at
the MRHD (250 mg every 6 hours for a daily dose of 1000 mg) and an increased percent litter incidence of
total skeletal malformations at a plasma exposure approximately 6 times the human exposure at the MRHD.
Reproductive studies with relebactam administered parenterally to pregnant rats and rabbits during the
period of organogenesis at plasma exposures up to 7 and 24 times, respectively, the plasma exposure in
humans at the MRHD showed no adverse effects on pregnancy or embryofetal development. Relebactam
administered to rats during gestation through lactation was not associated with fetal toxicity, developmental
delays, or impaired reproduction in first generation offspring at plasma exposures equivalent to 8 times the
human exposure at the MRHD (see Data).

The background risk of major birth defects and miscarriage for the indicated populations is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The estimated
background risk of major birth defects is 2 to 4 % and miscarriage is 15 to 20 % of clinically recognized
pregnancies within the U.S. general population.

Data

Animal Data

Imipenem and Cilastatin

Reproductive toxicity studies with imipenem and cilastatin (alone or in combination) administered
parenterally to mice, rats, and rabbits showed no evidence of effects on embryofetal (mice, rats, and rabbits)
or pre/postnatal (rats) development. In embryofetal development studies, imipenem was administered
intravenously to rats (gestation days (GD) 7 to 17), and rabbits (GD 6 to 18), at doses up to 900 and
60 mg/kg/day, respectively, approximately 4 and 0.6 times the MRHD (based on body surface area
comparison). Cilastatin was administered subcutaneously to rats (GD 6 to 17) and intravenously to rabbits
(GD 6 to 18) at doses up to 1000 and 300 mg/kg/day, respectively, approximately 5 and 3 times the MRHD
(based on body surface area comparison). Imipenem/cilastatin was administered intravenously to mice at
doses up to 320 mg/kg/day (GD 6 to 15) which is approximately equivalent to the MRHD based on body
surface area comparison, and to rats at intravenous doses up to 80 mg/kg/day and a subcutaneous dose
of 320 mg/kg/day (GD 6 to 17). In a separate pre-postnatal development study, rats were administered
subcutaneous imipenem/cilastatin at doses up to 320 mg/kg/day (GD 15 to day 21 postpartum). The
subcutaneous dose of 320 mg/kg/day in rats is approximately double the MRHD based on body surface
area comparison.

Imipenem/cilastatin administered intravenously to pregnant cynomolgus monkeys during organogenesis
(GD 21 to 50) at 100 mg/kg/day, a dose approximately equivalent to the MRHD (based on body surface
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area comparison), at an infusion rate mimicking human clinical use was not associated with fetal
malformations, but there was an increase in embryonic loss relative to controls. Imipenem/cilastatin
administered to preghant cynomolgus monkeys during organogenesis at 40 mg/kg/day by bolus
intravenous injection caused significant maternal toxicity including death and embryofetal loss.

Relebactam

In an embryofetal development study in pregnant mice, relebactam administered subcutaneously in doses
of 80, 200, and 450 mg/kg/day during the period of organogenesis (GD 6 to 17) was not associated with
maternal toxicity at doses up to 450 mg/kg/day. However, although individual skeletal malformations
appeared only as single occurrences in the high dose group, the percent litter incidence of total skeletal
malformations (skull and vertebral) was increased in the high-dose group (21 % litter incidence) compared
to the concurrent control value (5.3 % litter incidence). The plasma relebactam exposure for the high dose
associated with increased skeletal malformations was approximately 6 times greater than the human
plasma exposure at the MRHD based on AUC comparison. Also, mice receiving the lowest administered
dose of relebactam, 80 mg/kg/day, exhibited a higher percent litter incidence (15 % litter incidence) of cleft
palate (a rare malformation in mice) compared to the concurrent control value (0 % litter incidence) and
historical control values (up to 11 % litter incidence). This finding did not increase in a dose-dependent
manner with percent litter incidences of 0 % and 5.3 % in the mid- and high-dose groups respectively. The
plasma AUC exposure for the low dose of relebactam associated with increased cleft palate was
approximately equivalent to the human plasma AUC at the MRHD. In embryofetal development studies in
rats and rabbits, intravenous relebactam was administered to rats in doses of 50, 150, and 450 mg/kg/day
and rabbits in doses of 35, 275, and 450 mg/kg/day. In these studies, relebactam administered during the
period of organogenesis to pregnant rats (GD 6 to 20) and rabbits (GD 7 to 20) was not associated with
maternal or embryofetal toxicity at doses up to 450 mg/kg/day corresponding to plasma AUC exposures of
approximately 7 and 24 times, respectively, the human plasma AUC at the MRHD.

In a pre-postnatal development study, relebactam administered intravenously in doses of 65, 200, and
450 mg/kg/day to rats from GD 6 to lactation day (LD) 20 produced no maternal toxicity and did not impair
the physical and behavioral development or reproduction in first generation offspring at doses up to
450 mg/kg/day corresponding to a plasma AUC exposure of approximately 8 times the plasma AUC
exposure in humans at the MRHD.

Studies in pregnant rats and rabbits showed that relebactam is transferred to the fetus through the placenta,
with fetal plasma concentrations up to 5 % to 6 % of maternal concentrations observed on GD 20.

8.2 Lactation

Risk Summary

There are insufficient data on the presence of imipenem/cilastatin and relebactam in human milk, and no
data on the effects on the breastfed child, or the effects on milk production. Relebactam is present in the
milk of lactating rats (see Data).

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for RECARBRIO and any potential adverse effects on the breastfed child from RECARBRIO
or from the underlying maternal condition.

Data
Relebactam administered intravenously to lactating rats at a dose of 450 mg/kg/day (GD 6 to LD 14), was
excreted into the milk with concentrations of approximately 5 % that of maternal plasma concentrations.

8.4 Pediatric Use

The safety and efficacy of RECARBRIO in patients younger than 18 years of age have not been
established.

8.5 Geriatric Use

Of the 266 patients treated with RECARBRIO in Trial 1, 113 (42.5 %) were 65 years of age or older,
including 55 (20.7 %) patients 75years of age and older. Of the 216 patients treated with
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imipenem/cilastatin plus relebactam 250 mg in Trials 2 and 3, 67 (31.0 %) were 65 years of age or older,
including 25 (11.6 %) patients 75 years of age and older. No overall differences in safety or effectiveness
were observed between these patients and younger patients, and other reported clinical experience has
not identified differences in responses between the elderly and younger patients, but greater sensitivity of
some older individuals cannot be ruled out.

RECARBRIO is known to be substantially excreted by the kidney, and the risk of adverse reactions to this
drug may be greater in patients with impaired renal function. Because elderly patients are more likely to
have decreased renal function, care should be taken in dose selection, and it may be useful to monitor
renal function. No dosage adjustment is required based on age. Dosage adjustment for elderly patients
should be based on renal function [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].

8.6 Renal Impairment
Reduce RECARBRIO dosage in patients with a CLcr less than 90 mL/min [see Dosage and Administration
(2.2) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In the event of overdose, discontinue RECARBRIO, treat symptomatically, and institute general supportive
treatment. Imipenem, cilastatin, and relebactam can be removed by hemodialysis [see Clinical
Pharmacology (12.3)]. No clinical information is available on the use of hemodialysis to treat overdosage.

11 DESCRIPTION

RECARBRIO (imipenem, cilastatin, and relebactam) for injection is an antibacterial combination product
consisting of imipenem, a carbapenem antibacterial drug, cilastatin, a renal dehydropeptidase inhibitor, and
relebactam, a diazabicyclooctane beta-lactamase inhibitor, for intravenous administration.

Imipenem
Imipenem is a beta lactam antibacterial drug. Imipenem (N-formimidoylthienamycin monohydrate) is a

crystalline derivative of thienamycin, which is produced by Streptomyces cattleya. The chemical name is
(5R,6S)-3-[[2-(formimidoylamino)ethyl]thio]-6-[(R)-1-hydroxyethyl]-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-
carboxylic acid monohydrate. It is an off-white, nonhygroscopic crystalline compound, sparingly soluble in
water. The empirical formula is C1,H;7N30,S‘H,0 and the molecular weight is 317.37.

Figure 1: Chemical structure of imipenem

COOH

Cilastatin

Cilastatin sodium is the sodium salt of a derivatized heptenoic acid. The chemical name is sodium (2)-7-
[[(R)-2-amino-2-carboxyethyl]thio]-2-[(S)-2,2-dimethylcyclopropanecarboxamido]-2-heptenoate. It is an
off-white to white, hygroscopic, amorphous compound, very soluble in water. The empirical formula is
C1sH25N2NaOsS and the molecular weight is 380.44.

Figure 2: Chemical structure of cilastatin sodium
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Relebactam

Relebactam is a beta-lactamase inhibitor. It is a crystalline monohydrate. The chemical name is (1R,2S,5R)-
7-oxo-2-(piperidin-1-ium-4-ylcarbamoyl)-1,6-diazabicyclo[3.2.1]octan-6-yl sulfate hydrate. It is a white to
off-white powder, soluble in water. The empirical formula is C1,H20N40S.H,O and the molecular weight is

366.39.
Figure 3: Chemical structure of relebactam
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RECARBRIO is supplied as a white to light yellow sterile powder for constitution in a single-dose vial
containing 500 mg imipenem (equivalent to 530 mg imipenem monohydrate), 500 mg cilastatin (equivalent
to 531 mg cilastatin sodium), and 250 mg relebactam (equivalent to 263 mg relebactam monohydrate).
Each vial of RECARBRIO is buffered with 20 mg sodium bicarbonate to provide solutions in the pH range
of 6.5 to 7.6. The total sodium content of the mixture in the vial is 37.5 mg (1.6 mEq). Solutions of
RECARBRIO range from colorless to yellow. Variations of color within this range do not affect the potency
of the product.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
RECARBRIO is an antibacterial drug [see Microbiology (12.4)].

12.2 Pharmacodynamics

For imipenem, the % time of dosing interval that unbound plasma concentrations of imipenem exceed the
imipenem/relebactam minimum inhibitory concentration (MIC) (% fT > MIC) against the infecting organism
best correlates with antibacterial activity in animal and in vitro models of infection. For relebactam the ratio
of the 24-hour unbound plasma relebactam AUC to imipenem/relebactam MIC (fAUC ¢ _24n/MIC) best
predicts the activity of relebactam in animal and in vitro models of infection.

Cardiac Electrophysiology
At a dose 4.6 times the recommended dose, relebactam does not prolong the QTc interval to a clinically
relevant extent.

12.3 Pharmacokinetics

The steady-state pharmacokinetic parameters of imipenem and relebactam in patients with active bacterial
infection with CLcr 90 mL/min or greater following administration of the recommended dosage are
summarized in Table 5.
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Table 5: Population Pharmacokinetic Model-Based Steady State Mean (£SD) Plasma
Pharmacokinetic Parameters of Imipenem and Relebactam After Multiple 30 Minute Intravenous
Infusions? of Imipenem 500 mg/Cilastatin 500 mg and Relebactam 250 mg Every 6 Hours in

Patients with CLcr 90 mL/min or Greater

PK Parameters cUTI/clAl Patients HABP/VABP Patients
Imipenem AUCg.24nr (LM-hr) 570.6 (253.3) 771 (342.3)

Crnax (UM) 116.1 (52.4) 122.7 (56.8)

CL (L/hr) 14 (6.1) 10.4 (4.5)
Relebactam AUCq_24nr (UM-hr) 415.8 (212.6) 692.9 (354.3)

Cinax (LM) 62.1 (24.7) 80 (33.3)

CL (L/hr) 8.7 (4.5) 5.2 (2.7)

almipenem/cilastatin and relebactam were administered either as separate infusions given concurrently or as the fixed dose
combination (RECARBRIO).

AUC..4n=area under the concentration time curve from 0 to 24 hours

Cmax=maximum concentration

CL=plasma clearance

Distribution

The binding of imipenem and cilastatin to human plasma proteins is approximately 20 % and 40 %,
respectively. The binding of relebactam to human plasma proteins is approximately 22 % and is
independent of concentration at a range of 5 to 50 pM.

The penetration of imipenem and relebactam into pulmonary epithelial lining fluid is similar, with
concentrations around 55% and 54% of unbound plasma concentrations of imipenem and relebactam,
respectively.

The steady-state volume of distribution of imipenem, cilastatin, and relebactam is 24.3 L, 13.8 L, and 19.0 L,
respectively, in subjects following multiple doses infused over 30 minutes every 6 hours.

Elimination
Imipenem and relebactam are eliminated from the body by the kidneys with a mean (x SD) half-life of 1
(z 0.5) hour and 1.2 (x 0.7) hours, respectively.

Metabolism

Imipenem, when administered alone, is metabolized in the kidneys by dehydropeptidase, resulting in low
levels of imipenem recovered in human urine. Cilastatin, an inhibitor of this enzyme, effectively prevents
renal metabolism so that when imipenem and cilastatin are given concomitantly, adequate concentrations
of imipenem are achieved in the urine to enable antibacterial activity.

Relebactam is minimally metabolized. Unchanged relebactam was the only drug-related component
detected in human plasma.

Excretion
Imipenem, cilastatin, and relebactam are mainly excreted by the kidneys.

Following multiple-dose administration of imipenem 500 mg, cilastatin 500 mg, and relebactam 250 mg to
healthy male subjects, approximately 63 % of the administered imipenem dose, and 77 % of the
administered cilastatin dose are recovered as unchanged parent drugs in the urine. The renal excretion of
imipenem and cilastatin involves both glomerular filtration and active tubular secretion. Greater than 90 %
of the administered relebactam dose was excreted unchanged in human urine. The unbound renal
clearance of relebactam is greater than the glomerular filtration rate, suggesting that in addition to
glomerular filtration, active tubular secretion is involved in the renal elimination, accounting for ~ 30 % of
the total clearance.

Specific Populations
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No clinically significant differences in the pharmacokinetics of imipenem, cilastatin, or relebactam were
observed based on age, gender, or race/ethnicity.

Patients with Renal Impairment

In a single-dose trial evaluating the effect of renal impairment on the PK of relebactam 125 mg co-infused
with imipenem/cilastatin 250 mg (half the recommended dose in patients with normal renal function), mean
AUC was higher in subjects with CLcr 60-89, 30-59, and 15-29 mL/min, respectively, compared to healthy
subjects with CLcr 90 mL/min or greater (Table 6). In subjects with end stage renal disease (ESRD) on
hemodialysis, imipenem, cilastatin, and relebactam are removed by hemodialysis, with extraction
coefficients of 66 % to 87 % for imipenem, 46 % to 56 % for cilastatin and 67 % to 87 % for relebactam.

Table 6: Mean AUC Increase in Subjects with Renal Impairment Compared to Subjects with CLcr
90 mL/min or Greater

Estimated CLcr (mL/min) Imipenem Cilastatin Relebactam
60 to 89 1.1-fold 1.2-fold 1.2-fold
30 to 59 1.7-fold 2.0-fold 2.2-fold
15to 29 2.6-fold 5.5-fold 4.7-fold

To maintain systemic exposures similar to patients with normal renal function, dose adjustment is
recommended for patients with renal impairment [see Dosage and Administration (2.2)]. ESRD patients on
hemodialysis should receive RECARBRIO after hemodialysis session [see Dosage and Administration
(2.2)].

Patients with Hepatic Impairment
Imipenem, cilastatin, and relebactam are primarily cleared renally; therefore, hepatic impairment is not likely
to have any effect on RECARBRIO exposures.

Drug Interaction Studies

Clinical Studies

No drug-drug interaction was observed among imipenem, cilastatin, and relebactam in a clinical study in
healthy subjects.

No clinically significant differences in the pharmacokinetics of imipenem or relebactam were observed when
RECARBRIO was used concomitantly with probenecid (Organic Anion Transporter 3 (OAT3) inhibitor).

In Vitro Studies

CYP Enzymes

Relebactam does not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 or
induce CYP1A2, CYP2B6, or CYP3A4 in human hepatocytes.

Transporter Systems
Relebactam does not inhibit OATP1B1, OATP1B3, OAT1, OAT3, OCT2, P-gp, BCRP, MATE1, MATEZ2K,
or BSEP.

Relebactam is not a substrate of OAT1, OCT2, P-gp, BCRP, MRP2, or MRP4 transporters, but is a
substrate of OAT3, OAT4, MATEL, and MATE2K transporters.

The following antibacterial and antifungal drugs (piperacillin/tazobactam, ciprofloxacin, fluconazole,
ampicillin, levofloxacin, metronidazole, vancomycin, linezolid, daptomycin, and cefazolin) did not
significantly inhibit OAT3-mediated relebactam uptake.

12.4 Microbiology
Mechanism of Action
RECARBRIO is a combination of imipenem/cilastatin and relebactam. Imipenem is a penem antibacterial
drug, cilastatin sodium is a renal dehydropeptidase inhibitor, and relebactam is a beta-lactamase inhibitor.
Cilastatin limits the renal metabolism of imipenem and does not have antibacterial activity. The bactericidal
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activity of imipenem results from binding to PBP 2 and PBP 1B in Enterobacteriaceae and Pseudomonas
aeruginosa and the subsequent inhibition of penicillin binding proteins (PBPs). Inhibition of PBPs leads to
the disruption of bacterial cell wall synthesis. Imipenem is stable in the presence of some beta-lactamases.
Relebactam has no intrinsic antibacterial activity. Relebactam protects imipenem from degradation by
certain serine beta-lactamases such as Sulfhydryl Variable (SHV), Temoneira (TEM), Cefotaximase-
Munich (CTX-M), Enterobacter cloacae P99 (P99), Pseudomonas-derived cephalosporinase (PDC, AmpC-
type), and Klebsiella-pneumoniae carbapenemase (KPC).

Resistance

Clinical isolates may produce multiple beta-lactamases, express varying levels of beta-lactamases, have
amino acid sequence variations, or have other resistance mechanisms that have not yet been identified.
Culture and susceptibility information and local epidemiology should be considered in selecting or modifying
antibacterial therapy.

Mechanisms of beta lactam resistance in gram-negative organisms include the production of beta-
lactamases, up-regulation of efflux pumps, and loss of outer membrane porins. Imipenem/relebactam
retains activity in the presence of the tested efflux pumps. Imipenem/relebactam has shown activity against
some isolates of P. aeruginosa and Enterobacteriaceae that produce relebactam-susceptible
beta-lactamases concomitant with loss of entry porins. Imipenem/relebactam is not active against most
isolates containing metallo-beta-lactamases (MBLs), some oxacillinases with carbapenemase activity, as
well as certain alleles of GES.

Imipenem/relebactam demonstrated in vitro activity against some Enterobacteriaceae isolates
genotypically characterized for some beta-lactamases and extended-spectrum beta-lactamases (ESBLS)
of the following groups: KPC, TEM, SHV, CTX-M, CMY, DHA, and ACT/MIR. Many of the
Enterobacteriaceae isolates that were not susceptible to imipenem-relebactam were genotypically
characterized and the genes encoding MBLs or certain oxacillinases were present.

Imipenem/relebactam demonstrated in vitro activity against genotypically characterized P. aeruginosa
isolates containing certain known resistance factors: some chromosomal PDC alleles with ESBLs, and
some with loss of outer membrane porin (OprD) with or without co-expression of up-regulated efflux pumps
(MexAB, MexCD, MexJK, and MexXY). Genotypically characterized P. aeruginosa isolates that were not
susceptible to imipenem/relebactam encoded some MBL, KPC, PER, GES, VEB, and PDC alleles.

Methicillin-resistant staphylococci should be considered resistant to imipenem. Imipenem is inactive in vitro
against Enterococcus faecium, Stenotrophomonas maltophilia, and some isolates of Burkholderia cepacia.

No cross-resistance with other classes of antimicrobials has been identified. Some isolates resistant to
carbapenems (including imipenem) and to cephalosporins may be susceptible to RECARBRIO.

Interaction with Other Antimicrobials

In vitro studies have demonstrated no antagonism between imipenem/relebactam and amikacin,
azithromycin, aztreonam, colistin, gentamicin, levofloxacin, linezolid, tigecycline, tobramycin, or
vancomycin.

Activity against Imipenem-Nonsusceptible Bacteria in Animal Infection Models

Relebactam restored activity of imipenem/cilastatin in animal models of infection (e.g., mouse disseminated
infection, mouse thigh infection, and mouse pulmonary infection) caused by imipenem-nonsusceptible
KPC-producing Enterobacteriaceae and imipenem-nonsusceptible P. aeruginosa (imipenem-nonsusceptible
due to production of chromosomal PDC and loss of OprD porin).

Antimicrobial Activity
RECARBRIO has been shown to be active against most isolates of the following bacteria, both in vitro and
in clinical infections [see Indications and Usage (1.1) and (1.2)].

Hospital-acquired Bacterial Pneumonia and Ventilator-associated Bacterial Pneumonia (HABP/VABP)
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Aerobic Bacteria
Gram-negative Bacteria
Acinetobacter calcoaceticus-baumannii complex
Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella aerogenes
Klebsiella oxytoca
Klebsiella pneumoniae
Pseudomonas aeruginosa
Serratia marcescens

Complicated Urinary Tract Infections (cUTI)

Aerobic Bacteria

Gram-negative Bacteria

Klebsiella aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Pseudomonas aeruginosa

Complicated Intra-abdominal Infections (clAl)
Aerobic Bacteria
Gram-negative Bacteria
Citrobacter freundii
Klebsiella aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella oxytoca
Klebsiella pneumoniae
Pseudomonas aeruginosa

Anaerobic Bacteria

Gram-negative Bacteria
Bacteroides caccae
Bacteroides fragilis
Bacteroides ovatus
Bacteroides stercoris
Bacteroides thetaiotaomicron
Bacteroides uniformis
Bacteroides vulgatus
Fusobacterium nucleatum
Parabacteroides distasonis

The following in vitro data are available, but their clinical significance is unknown. At least 90 percent of the
following bacteria exhibit an in vitro (MIC) less than or equal to the susceptible breakpoint for RECARBRIO
against isolates of similar genus or organism group. However, the efficacy of RECARBRIO in treating
clinical infections due to these bacteria has not been established in adequate and well-controlled clinical
trials.

Aerobic Bacteria
Gram-positive Bacteria

e Enterococcus faecalis
e Methicillin-susceptible Staphylococcus aureus
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e  Streptococcus anginosus
e Streptococcus constellatus
e Streptococcus pneumoniae

Gram-negative Bacteria
e Citrobacter koseri
e Enterobacter asburiae

Anaerobic Bacteria
Gram-positive Bacteria
e Eggerthella lenta
e Parvimonas micra
e  Peptoniphilus harei
e Peptostreptococcus anaerobius

Gram-negative Bacteria

e Fusobacterium necrophorum
Fusobacterium varium
Parabacteroides goldsteinii
Parabacteroides merdae
Prevotella bivia
Veillonella parvula

Susceptibility Test Methods
For specific information regarding susceptibility testing methods, interpretive criteria, and associated test
methods and quality control standards recognized by FDA for RECARBRIO, please see:
https://www.fda.gov/STIC.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Carcinogenicity studies with imipenem/cilastatin or relebactam have not been conducted.

Mutagenesis
Genotoxicity studies were performed in a variety of bacterial and mammalian tests in vivo and in vitro. None
of these tests showed any evidence of genetic damage.

The tests conducted with imipenem, cilastatin, or imipenem/cilastatin included: V79 mammalian cell
mutagenesis assay (imipenem, cilastatin), Ames test (imipenem, cilastatin), unscheduled DNA synthesis
assay (imipenem/cilastatin), and in vivo mouse cytogenetics test (imipenem/cilastatin).

The tests conducted with relebactam included: Ames test, in vitro chromosomal aberration in Chinese
Hamsters Ovary (CHO) cells, and in vivo rat micronucleus test.

Impairment of Fertility

No adverse effects on fertility, reproductive performance, fetal viability, growth or postnatal development
were observed in male and female rats given imipenem/cilastatin at intravenous doses up to 80 mg/kg/day
and at a subcutaneous dose of 320 mg/kg/day. In rats, a dose of 320 mg/kg was approximately double the
MRHD based on body surface area. Slight decreases in live fetal body weight were restricted to the highest
dosage level.

In fertility studies, relebactam was administered in intravenous doses of 50, 150, and 450 mg/kg/day to
male rats beginning 15 days before mating, through mating, and for an additional 3 weeks and to female
rats beginning 15 days before mating, through mating, and until gestation day (GD) 7. Relebactam did not
impair fertility, reproductive performance or spermatogenesis in males or fertility, reproductive performance,
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or early embryonic development in females at doses up to 450 mg/kg/day corresponding to plasma AUC
exposures of approximately 8 times in males and 7 times in females the plasma AUC exposure in humans
at the MRHD.

13.2 Animal Toxicology and/or Pharmacology

Relebactam given as a single entity caused renal tubular degeneration in monkeys at AUC exposure 7-fold
the human AUC exposure at the MRHD. Renal tubular degeneration was shown to be reversible after dose
discontinuation. There was no evidence of nephrotoxicity at AUC exposures less than or equal to 3-fold the
human AUC exposure at the MRHD.

14  CLINICAL STUDIES

14.1 Hospital-acquired Bacterial Pneumonia and Ventilator-associated Bacterial Pneumonia

A total of 535 hospitalized adults with HABP/VABP were randomized and received trial medications in a
multinational, double-blind trial (Trial 1, NCT02493764) comparing RECARBRIO 1.25 grams (imipenem
500 mg/cilastatin 500 mg/relebactam 250 mg) intravenously every 6 hours to piperacillin and tazobactam
(4.5 grams) for 7 to 14 days of therapy.

The modified intent-to-treat (MITT) population, which included all randomized patients who received at least
one dose of trial treatment and did not have only gram-positive cocci on Gram stain of the baseline lower
respiratory tract (LRT) specimen included 531 patients; the mean age was 60 and 43 % were 65 years of
age or older. The majority of patients were men (69 %), white (78 %), and from Europe (61 %). The mean
APACHE Il score was 15 and 47 % of the population had an APACHE Il score of = 15. At randomization,
66 % of patients were admitted to the ICU, 77 % had been in the hospital for = 5 days, and 48 % had a
creatinine clearance of < 90 mL/min. Concurrent bacteremia was present at baseline in 5.8 % of patients.

Table 7 presents the incidence of all-cause mortality through Day 28 and clinical response at the early
follow-up (EFU) visit (7 to 14 days after the end of therapy) in the MITT population. Overall results are
presented along with subgroup results by pneumonia diagnosis.

Table 7: Day 28 All-Cause Mortality and Clinical Response Rates at EFU from Trial 1 of Hospital-
acquired Bacterial Pneumonia and Ventilator-associated Bacterial Pneumonia (HABP/VABP)
(MITT Population)

RECARBRIO Piperacillin/Tazobactam Treatment Difference
n/m (%) n/m (%) %2 (95% Cl)2
All-Cause Mortality Through | = 45,564 (15.9) 571267 (21.3) 53 | (119 1.2)
Day 28P
Non-ventilated HABP 18/142 (12.7) 15/131 (11.5) 1.2 (-6.8,9.1)
Ventilated HABP/VABP 24/122 (29.7) 42/136 (30.9) -11.2 (-21.6, -0.5)
Clinical Response at EFU® 161/264 (61.0) 149/267 (55.8) 5.0 (-3.2,13.2)
Non-ventilated HABP 95/142 (66.9) 87/131 (66.4) 0.5 (-10.7,11.7)
Ventilated HABP/VABP 66/122 (54.1) 62/136 (45.6) 8.5 (-3.7, 20.5)
aTreatment differences and 95% confidence intervals are based on Miettinen & Nurminen method.
bn/m = number of subjects with survival status of death or unknown / number of modified intent-to-treat subjects.
°n/m = number of subjects with a favorable clinical response / number of modified intent-to-treat subjects.
d0ne subject in the RECARBRIO arm had unknown mortality status at Day 28 which was counted as a death.
EFU = early follow up.

In the MITT population, in patients with an APACHE Il score < 15, Day 28 all-cause mortality rates were
17/139 (12.2 %) for RECARBRIO-treated patients and 12/140 (8.6 %) for piperacillin/tazobactam-treated
patients, clinical cure rates were 90/139 (64.7 %) and 98/140 (70 %), respectively. In patients with an
APACHE 1l score =15, Day 28 all-cause mortality rates were 25/125 (20 %) for RECARBRIO-treated
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patients and 45/127 (35.4 %) for piperacillin/tazobactam-treated patients, clinical cure rates were 71/125
(56.8 %) and 51/127 (40.2 %), respectively.

Per pathogen favorable clinical response at EFU and Day 28 all-cause mortality were assessed in a
microbiological modified intention to treat (mMITT) population, which consisted of all randomized MITT
subjects who had at least one baseline LRT pathogen that was susceptible to both study treatments (Table

8).
Table 8: Day 28 All-Cause Mortality and Favorable Clinical Response at EFU by Baseline LRT
Pathogen from Trial 1 of Hospital-acquired Bacterial Pneumonia and Ventilator-associated
Bacterial Pneumonia (HABP/VABP)
(mMITT Population)
Day 28 All-Cause Mortality Clinical Response at EFU
Baseline LRT RECARBRIO Piperacillin/ RECARBRIO Piperacillin/
Pathogen n/ma (%) Tazobactam n/mb (%) Tazobactam
n/ma (%) n/mP (%)

Acinetobacter
calcoaceticus- 0/5¢ (0.0) 1/10 (10.0) 4/5¢ (80.0) 6/10 (60.0)
baumannii complex
ggfcrgga“er 1/7° (14.3) 3/16 (18.8) 6/7°(85.7) 12/16 (75.0)
Escherichia coli 5/27(18.5) 8/33 (24.2) 16/27 (59.3) 19/33 (57.6)
Haemophilus
influenzaed 2/13 (15.4) 3/12 (25.0) 9/13 (69.2) 8/12 (66.7)
Klebsiella spp.® 6/42 (14.3) 8/41 (19.5) 25/42 (59.5) 28/41 (68.3)
Pseudomonas 7/26 (26.9) 5/35 (14.3) 12/26 (46.2) 20/35 (57.1)
aeruginosa
Serratia 2/10 (20.0) 1/4 (25.0) 7/10 (70.0) 3/4 (75.0)
marcescens
LRT = lower respiratory tract
EFU = early follow-up
an/m = the number of subjects with survival status of death or unknown within each category / the number of microbiological
modified intent-to-treat subjects who have the corresponding baseline pathogen from LRT culture.
bn/m = the number of subjects with a favorable clinical response within each category / the number of microbiological modified
intent-to-treat subjects who have the corresponding baseline pathogen from LRT culture.
cSupportive evidence was derived from the imipenem and cilastatin prescribing information.
dAll H. influenzae isolates were susceptible to imipenem. The susceptible MIC breakpoint for PIP/TAZ is < 1/4 mcg/mL. At the
lowest concentration of PIP/TAZ tested (2/4 mcg/mL) there was no visible growth.
¢Includes Klebsiella aerogenes, Klebsiella oxytoca, Klebsiella pneumoniae.

14.2 Complicated Urinary Tract Infections, including Pyelonephritis and Complicated Intra-
Abdominal Infections

The determination of efficacy and safety of RECARBRIO was supported in part by the previous findings of
the efficacy and safety of imipenem/cilastatin for the treatment of clAl and cUTI. The contribution of
relebactam to RECARBRIO was primarily established in vitro and in animal models of infection [see
Microbiology (12.4)]. Imipenem/cilastatin plus relebactam was studied in cUTI including pyelonephritis (Trial
2, NCT01505634) and clAl (Trial 3, NCT01506271) in randomized, blinded, active-controlled, multicenter
trials. These trials provided only limited efficacy and safety information.

16 HOW SUPPLIED/STORAGE AND HANDLING

RECARBRIO (imipenem, cilastatin, and relebactam) for injection, 1.25 grams is supplied as a white to light
yellow sterile powder for constitution in a single-dose glass vial containing imipenem 500 mg (equivalent to
530 mg imipenem monohydrate), cilastatin 500 mg (equivalent to 531 mg cilastatin sodium), and
relebactam 250 mg (equivalent to 263 mg relebactam monohydrate).

The vials are supplied as a single-dose glass vial (NDC 0006-3856-01) and in cartons containing 25 vials
(NDC 0006-3856-02).
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Store RECARBRIO vials at 20 °C to 25 °C (68°F to 77°F), excursions permitted between 15 °C to 30 °C
(between 59 °F to 86 °F) [See USP Controlled Room Temperature]. Keep vials in the carton.

17 PATIENT COUNSELING INFORMATION

Serious Allergic Reactions

Advise patients, their families, or caregivers that allergic reactions, including serious allergic reactions,
could occur that require immediate treatment. Ask them about any previous hypersensitivity reactions to
RECARBRIO (imipenem, cilastatin, and relebactam), carbapenems, penicillins, cephalosporins, other beta
lactams, or other allergens [see Warnings and Precautions (5.1)].

Seizures and Central Nervous System Reactions

Counsel patients, their families, or caregivers to inform a healthcare provider if they have central nervous
system disorders, such as stroke or history of seizures. Seizures have been reported during treatment with
imipenem, a component of RECARBRIO, especially when recommended dosages were exceeded and with
closely related antibacterial drugs [see Warnings and Precautions (5.2)].

Drug Interaction with Valproic Acid

Counsel patients, their families, or caregivers to inform a healthcare provider if they are taking valproic acid
or divalproex sodium. If treatment with RECARBRIO is necessary, supplemental anti-convulsant
medication to prevent and/or treat seizures may be needed [see Warnings and Precautions (5.3)].

Potentially Serious Diarrhea

Advise patients, their families, or caregivers that diarrhea is a common problem caused by antibacterial
drugs, including RECARBRIO and usually resolves when the drug is discontinued. Sometimes, frequent
watery or bloody diarrhea may occur and may be a sign of a more serious intestinal infection that may
require treatment. If severe watery or bloody diarrhea develops, tell the patient to contact his or her
healthcare provider [see Warnings and Precautions (5.4)].

Antibacterial Resistance

Patients should be counseled that antibacterial drugs, including RECARBRIO, should only be used to treat
bacterial infections. They do not treat viral infections (e.g., the common cold). When RECARBRIO is
prescribed to treat a bacterial infection, patients should be told that although it is common to feel better
early in the course of therapy, the medication should be taken exactly as directed. Skipping doses or not
completing the full course of therapy may (1) decrease the effectiveness of the immediate treatment and
(2) increase the likelihood that bacteria will develop resistance and will not be treatable by RECARBRIO or
other antibacterial drugs in the future [see Warnings and Precautions (5.5)].

Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO., INC., Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.html

Copyright © 2019-2020 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

uspi-mk7655a-iv-2006r001
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Recarbrio 500 mg/500 mg/250 mg powder for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains imipenem monohydrate equivalent to 500 mg imipenem, cilastatin sodium
equivalent to 500 mg cilastatin, and relebactam monohydrate equivalent to 250 mg relebactam.

Excipient(s) with known effect
The total amount of sodium in each vial is 37.5 mg (1.6 mmol).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for solution for infusion.

A white to light yellow powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Recarbrio is indicated for:
e Treatment of hospital-acquired pneumonia (HAP), including ventilator associated pneumonia
(VAP), in adults (see sections 4.4 and 5.1).
e Treatment of bacteraemia that occurs in association with, or is suspected to be associated with
HAP or VAP, in adults.
e Treatment of infections due to aerobic Gram-negative organisms in adults with limited
treatment options (see sections 4.2, 4.4, and 5.1).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
4.2 Posology and method of administration
It is recommended that Recarbrio should be used to treat infections due to aerobic Gram-negative

organisms in adult patients with limited treatment options only after consultation with a physician with
appropriate experience in the management of infectious diseases.

Posology

Table 1 shows the recommended intravenous dose for patients with a creatinine clearance
(CrCl) > 90 mL/min (see sections 4.4 and 5.1).



Table 1: Recommended intravenous dose for patients with a creatinine clearance
(CrCl) > 90 mL/min"?

Dose of Recarbrio . .
. . . . . Infusion Duration of
Type of infection (imipenem/cilastatin/ Frequency .
time treatment
relebactam)

Hospital-acquired
pneumonia, including Every .
ventilator associated 500 mg/500 mg/250 mg 6 hours 30 mins 7 to 14 days
pneumonia’™’
Infections due to aerobic Duration in
Gram-negative organisms in Every . accordance with
patients with limited 500 mg/500 mg/250 mg 6 hours 30 mins the site of
treatment options” infection®

"As calculated using the Cockcroft-Gault formula.

"For HAP or VAP patients with CrCl > 250 mL/min, and for patients with complicated intra-abdominal
infections (cIAI) or complicated urinary tract infections (cUTI), including pyelonephritis with

CrCl > 150 mL/min, the recommended dose of Recarbrio may not be sufficient (see section 4.4).

*Includes bacteraemia, in association with, or suspected to be associated with, HAP or VAP.

*e.g., for cIAI and cUTI the recommended treatment duration is 5 to 10 days; treatment may continue up to
14 days.

Special populations

Renal impairment
Patients who have a CrCl less than 90 mL/min require dosage reduction of Recarbrio as indicated in
Table 2. For patients with fluctuating renal function, CrCl should be monitored.

Table 2: Recommended intravenous doses for patients with a CrCl <90 mL/min

Estimated Creatinine Clearance Recommended dosage of Recarbrio
(mL/min)’ (imipenem/cilastatin/relebactam) (mg)T
Less than 90 to greater than or equal to 60 400/400/200
Less than 60 to greater than or equal to 30 300/300/150
Less than 30 to greater than or equal to 15 200/200/100
I]?nd st.age . irenal disease (ESRD) on 200/200/100

aemodialysis

"CrCl calculated using the Cockcroft-Gault formula.

*Administer intravenously over 30 minutes every 6 hours.

* Administration should be timed to follow haemodialysis. Imipenem, cilastatin, and relebactam are
cleared from the circulation during haemodialysis.

Recarbrio is provided as a single vial in a fixed-dose combination; the dose for each component will
be adjusted equally during preparation (see section 6.6).

Patients with CrCl less than 15 mL/min should not receive Recarbrio unless haemodialysis is instituted
within 48 hours. There is inadequate information to recommend usage of Recarbrio for patients
undergoing peritoneal dialysis.

Hepatic impairment
No dose adjustment is required in patients with impaired hepatic function (see section 5.2).

Elderly population
No dose adjustment is required for elderly patients (see section 5.2).

Paediatric population
The safety and efficacy of imipenem/cilastatin/relebactam in children and adolescents below 18 years
of age have not yet been established. No data are available.



Method of administration

Intravenous use.

Recarbrio is administered by intravenous infusion over 30 minutes.

Recarbrio must be reconstituted (see sections 6.2, 6.3, and 6.6) prior to intravenous infusion.
4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
Hypersensitivity to any other carbapenem antibacterial agent.

Severe hypersensitivity (e.g., anaphylactic reaction, severe skin reaction) to any other type of beta-
lactam antibacterial agent (e.g., penicillins, cephalosporins or monobactams) (see section 4.4).

4.4 Special warnings and precautions for use

Hypersensitivity reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in patients
receiving therapy with beta-lactams (see sections 4.3 and 4.8).

These reactions are more likely to occur in individuals with a history of sensitivity to multiple
allergens. Before initiating therapy with Recarbrio, careful inquiry should be made concerning
previous hypersensitivity reactions to carbapenems, penicillins, cephalosporins, other beta-lactams,
and other allergens.

If an allergic reaction to Recarbrio occurs, treatment with Recarbrio must be discontinued
immediately. Serious anaphylactic reactions require immediate emergency treatment.

Hepatic function

Hepatic function should be closely monitored during treatment with Recarbrio due to the risk of
hepatic toxicity (such as increase in transaminases, hepatic failure, and fulminant hepatitis) (see
section 4.8).

Use in patients with liver disease: patients with pre-existing liver disorders should have liver function
monitored during treatment with Recarbrio. There is no dose adjustment necessary (see section 4.2).

Central nervous system (CNS)

CNS adverse reactions, such as seizures, confusional states, and myoclonic activity have been reported
during treatment with imipenem/cilastatin, components of Recarbrio, especially when recommended
dosages of imipenem were exceeded. These reactions have been reported most commonly in patients
with CNS disorders (e.g., brain lesions or history of seizures) and/or compromised renal function.

Increased seizure potential due to interaction with valproic acid

The concomitant use of Recarbrio and valproic acid/divalproex sodium is not recommended.
Antibacterials other than carbapenems should be considered to treat infections in patients whose
seizures are well-controlled on valproic acid or divalproex sodium. If administration of Recarbrio is
necessary, supplemental anti-convulsant therapy should be considered (see section 4.5).



Clostridioides difficile-Associated Diarrhoea (CDAD)

Clostridioides difficile-associated diarrhoea (CDAD) has been reported with Recarbrio. CDAD may
range in severity from mild diarrhoea to fatal colitis. CDAD must be considered in all patients who
present with diarrhoea during or following the administration of Recarbrio (see section 4.8). Careful
medical history is necessary since CDAD has been reported to occur over two months after the
administration of antibacterial agents.

If CDAD is suspected or confirmed, discontinuation of therapy with Recarbrio, and the administration
of specific treatment for C. difficile should be considered. Medicinal products that inhibit peristalsis

should not be given.

Patients with CrCl > 150 mL/min

Based on pharmacokinetic-pharmacodynamic analyses, the dose of Recarbrio that is recommended for
patients with CrCl of > 90 mL/min may not be sufficient to treat patients with HAP or VAP and CrCl
> 250 mL/min, or patients with cIAI or cUTI and CrCl > 150 mL/min. Consideration should be given
to using alternative therapies for these patients.

Renal impairment

Dose adjustment is recommended in patients with renal impairment (see section 4.2). There is
inadequate information to recommend usage of Recarbrio for patients undergoing peritoneal dialysis.

Limitations of the clinical data

Patients who were immunocompromised, including those with neutropenia, were excluded from
clinical trials.

Hospital-acquired pneumonia, including ventilator-associated pneumonia
In a single study of hospital-acquired pneumonia, including ventilator-associated pneumonia, 6.2 %
(33/535) of patients had bacteraemia at baseline.

Patients with limited treatment options

The use of Recarbrio to treat patients with infections due to aerobic Gram-negative organisms who
have limited treatment options is based on experience with imipenem/cilastatin, pharmacokinetic-
pharmacodynamic analysis for imipenem/cilastatin/relebactam, and on limited data from a randomised
clinical study in which 21 evaluable patients were treated with Recarbrio and 10 evaluable patients
were treated with colistin and imipenem/cilastatin for infections caused by imipenem-non-susceptible
organisms.

Limitations of the spectrum of antibacterial activity

Imipenem does not have activity against methicillin-resistant Staphylococcus aureus (MRSA) and
Staphylococcus epidermidis (MRSE) or against Enterococcus faecium. Alternative or additional
antibacterial agents should be used when these pathogens are known or suspected to be contributing to
the infectious process.

The inhibitory spectrum of relebactam includes class A beta-lactamases (such as ESBLs and KPC) and
Class C beta-lactamases including PDC. Relebactam does not inhibit class D carbapenemases such as
OXA-48 or class B metallo-beta-lactamases such as NDM and VIM (see section 5.1).

Non-susceptible organisms

The use of imipenem/cilastatin/relebactam may result in the overgrowth of non-susceptible organisms,
which may require interruption of treatment or other appropriate measures.



Antiglobulin test (Coombs test) seroconversion

A positive direct or indirect Coombs test may develop during treatment with
imipenem/cilastatin/relebactam (see section 4.8).

Controlled sodium diet

Each vial contains a total of 37.5 mg of sodium (1.6 mmol), equivalent to 1.9 % of the WHO (World
Health Organization) recommended maximum daily intake of 2 g sodium for an adult. This should be
considered when administering Recarbrio to patients who are on a controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction
Ganciclovir

Generalised seizures have been reported in patients who received ganciclovir concomitantly with
imipenem/cilastatin, components of Recarbrio. Ganciclovir should not be used concomitantly with
Recarbrio unless the potential benefits outweigh the risks.

Valproic acid

Case reports in the literature have shown that co-administration of carbapenems, including
imipenem/cilastatin (components of Recarbrio), to patients receiving valproic acid or divalproex
sodium results in a reduction in valproic acid concentrations. The valproic acid concentrations may
drop below the therapeutic range as a result of this interaction, therefore increasing the risk of
breakthrough seizures. Although the mechanism of this interaction is unknown, data from in vitro and
animal studies suggest that carbapenems may inhibit the hydrolysis of valproic acid's glucuronide
metabolite (VPA-g) back to valproic acid, thus decreasing the serum concentrations of valproic acid.
The concomitant use of Recarbrio and valproic acid/divalproex sodium is not recommended (see
section 4.4).

Oral anti-coagulants

Simultaneous administration of antibacterial agents with warfarin may augment its anticoagulant
effects. It is recommended that the INR should be monitored as appropriate during and shortly after
co-administration of antibiotics with oral anti-coagulant medicinal products.

Clinical drug interaction studies

A clinical drug-drug interaction study demonstrated that imipenem and relebactam exposures do not
increase by a clinically significant extent when Recarbrio is co-administered with the prototypical
OAT-inhibitor probenecid, indicating a lack of clinically meaningful OAT-mediated drug-drug
interactions. Concomitant administration of imipenem/cilastatin and probenecid increased the plasma
level and half-life of cilastatin, though not to a clinically meaningful extent. Therefore, Recarbrio may
be administered concomitantly with OAT inhibitors.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate and well-controlled studies for the use of imipenem, cilastatin, or relebactam in
pregnant women.

Animal studies with imipenem/cilastatin have shown reproductive toxicity in monkeys (see
section 5.3). The potential risk for humans is unknown. Animal studies with relebactam do not
indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).



Recarbrio should be used during pregnancy only if the potential benefit justifies the potential risk to
the foetus.

Breastfeeding

Imipenem and cilastatin are excreted into the mother’s milk in small quantities.

It is unknown whether relebactam is excreted in human milk. Available data in animals have shown
excretion of relebactam in the milk of rats (for details see section 5.3).

A risk to breastfed newborns/infants cannot be excluded. A decision must be made whether to
discontinue breastfeeding or to discontinue Recarbrio therapy taking into account the benefit of
breastfeeding for the child and the benefit of therapy for the woman.

Fertility

There are no human data available regarding potential effects of imipenem/cilastatin or relebactam
treatment on male or female fertility. Animal studies do not indicate harmful effects of
imipenem/cilastatin or relebactam on fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

Recarbrio has moderate influence on the ability to drive and use machines. CNS adverse reactions,
such as seizures, confusional states, and myoclonic activity, have been reported during treatment with
imipenem/cilastatin, components of Recarbrio, especially when recommended dosages of imipenem
were exceeded (see section 4.4). Therefore, caution should be exercised when driving or using
machines.

4.8 Undesirable effects

Summary of the safety profile

The most frequently occurring adverse reaction (> 2 %) in patients receiving imipenem/cilastatin plus
relebactam in pooled Phase 2 trials of complicated intra-abdominal infections (cIAl) and complicated
urinary tract infections (cUTI), including pyelonephritis (N = 431) was diarrhoea. The most frequently
occurring adverse reactions (> 2 %) in patients receiving Recarbrio in a Phase 3 trial of HAP or VAP
(N =266) were diarrhoea, alanine aminotransferase increased, and aspartate aminotransferase
increased.

Tabulated summary of adverse reactions

The following adverse reactions have been reported during Phase 2 (imipenem/cilastatin plus
relebactam including 431 patients) and Phase 3 (Recarbrio including 266 patients) clinical trials and
with imipenem/cilastatin in clinical studies or during post-marketing experience with
imipenem/cilastatin (see Table 3).

Adverse reactions are classified according to MedDRA System Organ Class and frequency. Frequency
categories are derived according to the following conventions: Very common (= 1/10), Common

(> 1/100 to < 1/10), Uncommon (> 1/1,000 to < 1/100), Rare (= 1/10,000 to < 1/1,000), Very rare

(< 1/10,000), and not known (cannot be estimated from the available data).

Table 3: Frequency of adverse reactions by system organ class

System Organ

Class Common Uncommon Rare Very rare | Unknown




Pseudomembranous

Infections and colitis* Gastro-
infestations enteritis*
Candidiasis*
Pancytopenia*®
. Haemolytic
%
Blood and Neutropenia anaemia*
lymphatic . - - -
system Eosinophilia Leukopenia Agranulocytosis Bone
disorders - marrow
Thrombocytopenia depression*
Thrombocytosis*
Immune Anaphylactic
system .
. reactions
disorders
Seizures*
fat * %
Hallucinations Encephalopathy Aggravatio
-
Nervous Confusional states* | Paraesthesia* n of . Agitation
system myasthenia
disorders Myoclonic activity* | Focal tremor* gravis 1*)yskmesm
*
Dizziness* Taste perversion*® Headache
Somnolence*
Ear and Vertigo*
labyrinth Hearing loss*
disorders Tinnitus*
Cyanosis*
Cardiac Tachycardi
*
disorders a
Palpitations
%
Vascular Thrombophlebiti - i
disorders o* Hypotension Flushing
Dyspnoea*
Respiratory,
thoracic and Hyper- .
mediastinal ventilation
disorders Pharyngeal
pain*®




Haemorrha
gic colitis*

Abdominal
pain*
Diarrhoea '™ Heartburn*
i inal ini f teeth ..
Qastromtestma Nausea'* Staining o teeit Glossitis*
disorders and/or tongue
VomitingT* Tongue
papilla
hypertroph
y*
Increased
salivation*
Alanine
aminotransferase
: i ic failure*
Hepatobiliary increased Hepatic failure Fulminant -
disorders hepatitis*® Jaundice
Aspartate Hepatitis*
aminotransferase
increased ™
Toxic epidermal
necrolysis™
H *
Angioedema Hyperhidro
ok
Skin and Urticaria* Stevens-Johnson S18
Rash (e.g., *
subcutaneous " syndrome .
. . exanthematous) — Skin
tissue disorders Pruritus
texture
Erythema chanees*
multiforme* 8
Exfoliative
dermatitis*
Musculoskeleta PioalZ arthral
1 and &
connective Thoracic

tissue disorders

spine pain*

Acute renal failure*

Oliguria/anuria*
Renal and . . Polyuria*
chal an Elevations in serum olyuria
urthary creatinine*
disorders Urine discoloration
(harmless and
should not be
confused with
haematuria)*
R i .
eproductive Pruritus
system and vulvac*
breast disorders
Chest
F * .
General ever discomfort
disorders and . *
. . Local pain and
administration . .
. .. induration at the .
site conditions . Asthenia/
1njection site *
weakness




Coombs test

positive*
Prolonged
T
prothrombin time Blood
Increases in lactate
L . Decreased
Investigations serum alkaline - dehydroge
" haemoglobin
phosphatase nase
increased*®

Increases in serum
bilirubin*

Elevations in blood
urea nitrogen®

*reported with imipenem/cilastatin in clinical studies or during post-marketing experience with
imipenem/cilastatin
Treported with imipenem/cilastatin plus relebactam in Phase 2 (N = 431) and in Phase 3 (N = 266) studies

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the event of overdose, discontinue Recarbrio, treat based on symptoms, and institute general
supportive treatment. Imipenem, cilastatin, and relebactam can be removed by haemodialysis. No
clinical information is available on the use of haemodialysis to treat overdosage.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, carbapenems, ATC code: JOIDH56

Mechanism of action

The bactericidal activity of imipenem results from the inhibition of penicillin binding proteins (PBPs)
leading to inhibition of peptidoglycan cell wall synthesis.

Cilastatin limits the renal metabolism of imipenem and does not have antibacterial activity.

Relebactam is a non-beta lactam inhibitor of Ambler class A and class C beta-lactamases, including
class A Klebsiella pneumoniae carbapenemase (KPC) and extended-spectrum beta-lactamases
(ESBLs), and class C (AmpC-type) beta-lactamases including Pseudomonas-Derived
Cephalosporinase (PDC). Relebactam does not inhibit class B enzymes (metallo-beta-lactamases) or
class D carbapenemases. Relebactam has no antibacterial activity.

Resistance

Mechanisms of resistance in Gram-negative bacteria that are known to affect imipenem/relebactam
include the production of metallo-beta-lactamases or oxacillinases with carbapenemase activity.

Expression of certain alleles of the class A beta-lactamase Guiana extended-spectrum beta-lactamase
(GES) and overexpression of PDC coupled with loss of imipenem entry porin OprD may confer
resistance to imipenem/relebactam in P. aeruginosa. The expression of efflux pumps in P. aeruginosa
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does not affect activity of either imipenem or relebactam. Mechanisms of bacterial resistance that
could decrease the antibacterial activity of imipenem/relebactam in Enterobacterales include porin
mutations affecting outer membrane permeability.

Antibacterial activity in combination with other antibacterial agents

In vitro studies have demonstrated no antagonism between imipenem/relebactam and amikacin,
azithromycin, aztreonam, colistin, gentamicin, levofloxacin, linezolid, tigecycline, tobramycin, or
vancomycin.

Susceptibility testing breakpoints

Minimum inhibitory concentration (MIC) breakpoints established by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) are as follows:

. Minimum Inhibitory Concentrations (mg/L)
Organism group 5 .
Susceptible < Resistant >

Enterobacterales (except ) )
Morganellaceae)

Pseudomonas aeruginosa 2 2
Acinetobacter spp. 2 2

Viridans group streptococci 2 2
Anaerobes, Gram-positive 2 2
Anaerobes, Gram-negative 2 2

Pharmacokinetic/pharmacodynamic relationship

Time that unbound plasma concentrations of imipenem exceed the imipenem/relebactam minimum
inhibitory concentration (% fT > MIC) has been shown to best correlate with efficacy. The ratio of the
24 - hour unbound plasma relebactam AUC to imipenem/relebactam MIC (fAUC / MIC) has been
determined to be the index that best predicts activity of relebactam.

Clinical efficacy against specific pathogens

Efficacy has been demonstrated in clinical studies against the pathogens listed under each indication
that were susceptible to imipenem and relebactam in vitro:

Hospital-acquired pneumonia, including ventilator-associated pneumonia
Gram-negative micro-organisms
e  Escherichia coli
Haemophilus influenzae
Klebsiella pneumoniae
Pseudomonas aeruginosa
Serratia marcescens

In vitro studies suggest that the following pathogens would be susceptible to imipenem and relebactam
in the absence of acquired mechanisms of resistance:

Gram-negative aerobic micro-organisms
e Acinetobacter calcoaceticus-baumannii complex
Citrobacter spp. (including C. freundii and C. koseri)
Enterobacter spp. (including E. asburiae and E. cloacae)
Escherichia coli
Klebsiella spp. (including K. aerogenes, K. oxytoca and K. pneumoniae)
Pseudomonas aeruginosa
Serratia marcescens
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Gram-negative anaerobic micro-organisms
e Bacteroides spp. (including B. fragilis)
e  Fusobacterium spp. (including F. nucleatum and F. necrophorum)
e  Prevotella spp. (including P. melaninogenica, P. bivia, and P. buccae)

Gram-positive aerobic micro-organisms
e Enterococcus faecalis
o Staphylococcus aureus (methicillin susceptible isolates only)
e Viridans group streptococci (including S. anginosus and S. constellatus)

In vitro studies indicate that the following species are not susceptible to imipenem and relebactam:

Gram-negative aerobic micro-organisms
o Legionella spp.
e Stenotrophomonas maltophilia

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Recarbrio in one or more subsets of the paediatric population in the treatment of Gram-negative
bacterial infections (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

General introduction

The steady-state pharmacokinetic parameters of imipenem, cilastatin, and relebactam in healthy adults
with normal renal function (CrCl 90 mL/min or greater), after multiple 30-minute intravenous
infusions of 500 mg imipenem/500 mg cilastatin + 250 mg relebactam administered every 6 hours are
summarised in Table 4. The steady-state pharmacokinetic parameters of imipenem and relebactam in
patients with cIAI or cUTI and HAP or VAP with normal renal function (90 mL/min

< CrCl < 150 mL/min) after multiple 30-minute intravenous infusions of 500 mg imipenem/500 mg
cilastatin + 250 mg relebactam administered every 6 hours are summarised in Tables 5 and 6,
respectively. Pharmacokinetic parameters were similar for single- and multiple-dose administration
due to minimal accumulation.

The C ,,.x and AUC of imipenem, cilastatin, and relebactam increase in proportion to dose. The
elimination half-lives (t ;) of imipenem, cilastatin, and relebactam are independent of dose.

Table 4: Steady-state geometric mean (% geometric co-efficient of variation) plasma
pharmacokinetic parameters of imipenem, cilastatin, and relebactam after multiple intravenous
30-minute infusions of 500 mg imipenem/500 mg cilastatin + 250 mg relebactam every 6 hours in
healthy adults

Imipenem (n=6) Cilastatin (n=6) Relebactam (n=6)
AUC _g 1 (UM-hr) 138.0 (17.8) 98.0 (17.0) 81.6 (17.8)
C max (UM) 106.0 (26.8) 96.4 (21.8) 48.3 (24.9)
CL (L/hr) 12.0 (17.8) 14.2 (17.0) 8.8 (17.8)
t 1 (hr)* 1.1 (£0.1) 1.0 (£0.1) 1.7 (£0.2)

* Arithmetic mean (standard deviation) reported for t 1/,
AUC (_4,= area under the concentration time curve from 0 to 6 hours; C ,x= maximum
concentration; CL = plasma clearance; t |,= elimination half-life
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Table 5: Population pharmacokinetic model based steady-state geometric mean (% geometric
co-efficient of variation) plasma pharmacokinetic parameters of imipenem and relebactam after
multiple intravenous 30-minute infusions of Recarbrio (500 mg imipenem/500 mg

cilastatin/250 mg relebactam) every 6 hours in cIAI or cUTI patients with CrCl 90 mL/min or
greater

Imipenem Relebactam
AUC _o4 1 (uWM-hr) 500.0 (56.3) 390.5 (44.5)
C nax (LM) 88.9 (62.1) 58.5 (44.9)
CL (L/hr) 13.4 (56.3) 7.4 (44.5)
t 1 (hr)* 1.0 (£0.5) 1.2 (£0.7)
* Arithmetic mean (standard deviation) reported for t 1/,
AUC (_o4n= area under the concentration time curve from 0 to 24 hours; C ,,x = maximum
concentration; CL = plasma clearance; t |, = elimination half-life

Table 6: Population pharmacokinetic model based steady-state geometric mean (% geometric
co-efficient of variation) plasma pharmacokinetic parameters of imipenem and relebactam after
multiple intravenous 30-minute infusions of Recarbrio (500 mg imipenem/500 mg cilastatin +
250 mg relebactam) every 6 hours in HAP or VAP patients with CrCl 90 mL/min or greater

Imipenem Relebactam
AUC, _ 24 (UM-hr) 812.2 (59.4) 655.2 (47.9)
Crnax (M) 159.1 (62.3) 87.6 (43.8)
CL (L/hr) 8.2 (59.4) 4.4 (47.9)
AUC, . ,an—=area under the concentration time curve from 0 to 24 hours; C,,,,=maximum
concentration; CL=plasma clearance

Distribution
The binding of imipenem and cilastatin to human plasma proteins is approximately 20 % and 40 %,
respectively. The binding of relebactam to human plasma proteins is approximately 22 % and is

independent of concentration.

The steady-state volume of distribution of imipenem, cilastatin, and relebactam is 24.3 L, 13.8 L, and
19.0 L, respectively, in subjects following multiple doses infused over 30 minutes every 6 hours.

The penetration into pulmonary epithelial lining fluid (ELF) expressed as the total ELF-to-unbound
plasma exposure ratio was 55 % and 54 % for imipenem and relebactam, respectively.

Biotransformation

Imipenem, when administered alone, is metabolised in the kidneys by dehydropeptidase-I, resulting in
low levels of imipenem (average of 15-20 % of the dose) recovered in human urine. Cilastatin, an
inhibitor of this enzyme, effectively prevents renal metabolism so that when imipenem and cilastatin
are given concomitantly, adequate levels of imipenem (approximately 70 % of the dose) are achieved
in the urine to enable antibacterial activity.

Cilastatin is mainly eliminated in the urine as unchanged parent drug (approximately 70 - 80 % of the
dose), with 10 % of the dose recovered as an N-acetyl metabolite, which has inhibitory activity against
dehydropeptidase-1 comparable to the parent medicinal product.

Relebactam is cleared primarily via renal excretion as unchanged parent drug (greater than 90 % of the

dose) and is minimally metabolised. Unchanged relebactam was the only drug-related component
detected in human plasma.

13



Elimination
Imipenem, cilastatin, and relebactam are mainly excreted by the kidneys.

Following multiple-dose administration of 500 mg imipenem, 500 mg cilastatin, and 250 mg
relebactam to healthy male subjects, approximately 63 % of the administered imipenem dose, and

77 % of the administered cilastatin dose are recovered as unchanged parent in the urine. The renal
excretion of imipenem and cilastatin involves both glomerular filtration and active tubular secretion.
Greater than 90 % of the administered relebactam dose was excreted unchanged in human urine. The
mean renal clearance for relebactam is 135 mL/min, close to the plasma clearance (148 mL/min),
indicating nearly complete elimination of relebactam by the renal route. The unbound renal clearance
of relebactam is greater than the glomerular filtration rate, suggesting that in addition to glomerular
filtration, active tubular secretion is involved in the renal elimination, accounting for ~ 30 % of the
total clearance.

Linearity/non-linearity

The pharmacokinetics of relebactam are linear across the 25 mg to 1150 mg dose range studied for a
single intravenous administration, and 50 mg to 625 mg dose range studied for multiple intravenous
administration every 6 hours up to 7 days. Minimal accumulation of imipenem, cilastatin or
relebactam was observed following multiple 30-minute intravenous infusions of relebactam (50 to
625 mg) co-administered with 500 mg imipenem/500 mg cilastatin every 6 hours up to 7 days in
healthy adult males with normal renal function.

Drug metabolizing enzymes

Studies evaluating the potential for imipenem or cilastatin to interact with CYP450 enzymes have not
been conducted.

Relebactam at clinically relevant concentrations does not inhibit CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6, or CYP3A4 in vitro in human liver microsomes. Relebactam showed
no potential for in vitro induction of CYP1A2, CYP2B6, and CYP3A4 in human hepatocytes. Thus,
relebactam is unlikely to cause clinical drug-drug interactions via CYP-mediated pathways.

Imipenem, cilastatin, and relebactam are all cleared primarily via renal excretion unchanged, with
metabolism as a minor elimination route. Thus, Recarbrio is unlikely to be subject to drug-drug

interactions when co-administered with CYP inhibitors or inducers.

Membrane transporters

Relebactam does not inhibit the following hepatic and renal transporters in vitro at clinically relevant
concentrations: OATP1B1, OATP1B3, OAT1, OAT3, OCT2, P-gp, BCRP, MATE1, MATE2K, or
BSEP.

Relebactam is actively secreted into the urine. It is not a substrate of OAT1, OCT2, P-gp, BCRP,
MRP2, or MRP4 transporters, but is a substrate of OAT3, OAT4, MATE1 and MATE2K transporters.
The active tubular secretion accounts for only approximately 30 % of the total clearance of
relebactam, thus, the extent of drug-drug interaction due to inhibition of the tubular transporters is
expected to be of minimal clinical significance, which was confirmed with a clinical drug-drug
interaction study with probenecid and Recarbrio (see section 4.5).

Special populations

Renal impairment

In a clinical pharmacokinetic study and population pharmacokinetic analysis, clinically relevant
differences in exposure (AUC) were observed for imipenem, cilastatin, and relebactam based on the
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extent of renal impairment.

In the clinical study, imipenem geometric mean AUCs were up to 1.4 - fold, 1.5 - fold, and 2.5 - fold
higher in patients with mild, moderate, and severe renal impairment, respectively, compared to healthy
subjects with normal renal function. The respective cilastatin geometric mean AUCs were up to

1.6 - fold, 1.9 - fold, and 5.6 - fold higher. Relebactam geometric mean AUCs were up to 1.6 - fold,
2.2 - fold, and 4.9 - fold higher in patients with mild, moderate, and severe renal impairment,
respectively, compared to healthy subjects with normal renal function. In patients with End Stage
Renal Disease (ESRD) on haemodialysis, imipenem, cilastatin, and relebactam are efficiently removed
by haemodialysis.

To maintain systemic exposures similar to patients with normal renal function, dose adjustment is
recommended for patients with renal impairment. ESRD patients on haemodialysis should receive

Recarbrio after haemodialysis session (see section 4.2).

Hepatic impairment

Imipenem, cilastatin, and relebactam are primarily cleared renally; therefore, hepatic impairment is not
likely to have any effect on Recarbrio exposures (see section 4.2).

Elderly/gender

In a geriatric/gender study and population pharmacokinetic analysis no clinically relevant differences
in exposure (AUC) were observed for imipenem, cilastatin, and relebactam based on age or gender,
apart from the effect of renal function (see section 4.2).

Race

Only a limited number of non-white patients were included in the clinical studies, but no major effect
of race on imipenem, cilastatin, and relebactam pharmacokinetics is expected.

5.3  Preclinical safety data

Imipenem/cilastatin

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, and genotoxicity studies.

Animal studies showed that the toxicity produced by imipenem, as a single entity, was limited to the
kidney. Co-administration of cilastatin with imipenem in a 1:1 ratio prevented the nephrotoxic effects
of imipenem in rabbits and monkeys. Available evidence suggests that cilastatin prevents the
nephrotoxicity by preventing entry of imipenem into the tubular cells.

A teratology study in pregnant cynomolgus monkeys given imipenem/cilastatin sodium at doses of
40/40 mg/kg/day (bolus intravenous injection) resulted in maternal toxicity including emesis,
inappetence, body weight loss, diarrhoea, abortion, and death in some cases. When doses of
imipenem/cilastatin sodium (approximately 100/100 mg/kg/day or approximately 3 times the
recommended daily human intravenous dose) were administered to pregnant cynomolgus monkeys at
an intravenous infusion rate which mimics human clinical use, there was minimal maternal intolerance
(occasional emesis), no maternal deaths, no evidence of teratogenicity, but an increase in embryonic
loss relative to control groups (see section 4.6).

Long term studies in animals have not been performed to evaluate carcinogenic potential of
imipenem/cilastatin.
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Relebactam

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, reproduction toxicity, or genotoxicity. Carcinogenicity studies
have not been conducted with relebactam.

Relebactam administered intravenously to lactating rats at a dose of 450 mg/kg/day (GD 6 to LD 14),
was excreted into the milk with concentration of approximately 5 % that of maternal plasma
concentrations.

Animal studies show that relebactam given as a single entity caused renal tubular degeneration in
monkeys at AUC exposure 7-fold the human AUC exposure at the maximum recommended human
dose (MRHD). Renal tubular degeneration was shown to be reversible after dose discontinuation.
There was no evidence of nephrotoxicity at AUC exposures less than or equal to 3-fold the human
AUC exposure at the MRHD.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium hydrogen carbonate

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3 Shelf life

Dry powder

30 months.

After constitution and dilution

Diluted solutions should be used immediately. The time interval between the beginning of
reconstitution and the end of intravenous infusion should not exceed two hours.

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.

Keep vials in the outer carton in order to protect from light.

For storage conditions after constitution and dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

20 mL glass vial, with 20 mm rubber stopper and aluminium crimp cap seal.

This medicinal product is supplied in packs of 25 vials.
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6.6  Special precautions for disposal and other handling

Recarbrio is supplied as a dry powder in a single-dose vial that must be constituted and further diluted
using aseptic technique prior to intravenous infusion as outlined below:

e To prepare the infusion solution, contents of the vial must be transferred to 100 mL of an
appropriate infusion solution (see sections 6.2 and 6.3): 9 mg/mL (0.9 %) sodium chloride. In
exceptional circumstances where 9 mg/mL (0.9 %) sodium chloride cannot be used for clinical
reasons 5 % glucose may be used instead.

e  Withdraw 20 mL (10 mL times 2) of diluent from the appropriate infusion bag and constitute
the vial with 10 mL of the diluent. The constituted suspension must not be administered by
direct intravenous infusion.

e After constitution, shake vial well and transfer resulting suspension into the remaining 80 mL
of the infusion bag.

e Add the additional 10 mL of infusion diluent to the vial and shake well to ensure complete
transfer of vial contents; repeat transfer of the resulting suspension to the infusion solution
before administering. Agitate the resulting mixture until clear.

e Constituted solutions of Recarbrio range from colorless to yellow. Variations of color within
this range do not affect the potency of the product.

e For patients with renal insufficiency, a reduced dose of Recarbrio will be administered
according to the patient's CrCl, as determined from Table 7. Prepare 100 mL of infusion
solution as directed above. Select the volume (mL) of the final infusion solution needed for
the appropriate dose of Recarbrio as shown in Table 7.

Parenteral medicinal products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. Discard if discoloration or visible

particles are observed.

Table 7: Preparation of Recarbrio doses

. . . Volume (mL) of Solution Volume (mL) of
Creatinine Dosage of Recarbrio . R
— . . to be Removed and Final Infusion
Clearance (imipenem/cilastatin/relebactam) . .
. Discarded from Solution Needed for
(mL/min) (mg) .
Preparation Dosage
Greater than 500/500/250 N/A 100
or equal to 90
Less than 90
to greater than 400/400/200 20 80
or equal to 60
Less than 60
to greater than 300/300/150 40 60
or equal to 30
Less than 30
to greater than
or equal to 15 200/200/100 60 40
or ESRD on
haemodialysis

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Compatible medicinal products

The physical compatibility of Recarbrio with selected injectable medicinal products was evaluated in
two commonly available diluents at a Y-infusion site. Compatible medicinal products with the
corresponding compatible diluent (i.e., 5 % Dextrose Injection or 0.9 % Sodium chloride Injection) are
listed below. Recarbrio should not be co-administered through the same intravenous line (or cannula),
with other medicinal products not listed below, as no compatibility data are available. Refer to the
respective prescribing information of the co-administered medicinal product(s) to confirm
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compatibility of simultaneous co-administration. This medicinal product must not be mixed with other
medicinal products except those mentioned below.

List of Compatible Injectable Medicinal Products for use with 5 % Dextrose or 0.9 % Sodium chloride
Injection as Diluents
e dexmedetomidine
dopamine
epinephrine
fentanyl
heparin
midazolam
norepinephrine
phenylephrine

Compatible intravenous bags and infusion set materials

Recarbrio is compatible with the following intravenous container bags and infusion set materials. Any
intravenous bags or infusion set materials not listed below should not be used.

Intravenous Container Bag Materials
Polyvinyl chloride (PVC) and polyolefin (polypropylene and polyethylene)

Intravenous Infusion Set Materials (with tubing)
PVC + Di-(2-ethylhexyl)phthalate (DEHP) and polyethylene (PE)-lined PVC

Incompatible medicinal products

Recarbrio for solution for infusion is physically incompatible with propofol in 5 % Dextrose (also
named Glucose) or 0.9 % Sodium chloride.

7.  MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1420/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 13 February 2020

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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ANNEX IT
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Laboratoires Merck Sharp & Dohme Chibret
Route de Marsat

Riom

F-63963 Clermont-Ferrand Cedex 9

France

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Outer carton

1. NAME OF THE MEDICINAL PRODUCT

Recarbrio 500 mg/500 mg/250 mg powder for solution for infusion
imipenem/cilastatin/relebactam

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains imipenem monohydrate equivalent to 500 mg of imipenem, cilastatin sodium
equivalent to 500 mg of cilastatin and relebactam monohydrate equivalent to 250 mg of relebactam.

3. LIST OF EXCIPIENTS

Contains sodium hydrogen carbonate.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for solution for infusion
25 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Intravenous use after dilution.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP
Read the leaflet for the shelf life of the reconstituted product

9. SPECIAL STORAGE CONDITIONS

Keep vials in the outer carton in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1420/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Vial label

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Recarbrio 500 mg/500 mg/250 mg powder for solution for infusion
imipenem/cilastatin/relebactam

IV use after dilution

Intravenous use after dilution

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER

MSD
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Recarbrio 500 mg/500 mg/250 mg powder for solution for infusion
imipenem/cilastatin/relebactam

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important
information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor or nurse.
o If you get any side effects, talk to your doctor or nurse. This includes any possible side effects

not listed in this leaflet. See section 4.

What is in this leaflet

1. What Recarbrio is and what it is used for

2. What you need to know before you are given Recarbrio
3.  How you are given Recarbrio

4. Possible side effects

5. How to store Recarbrio

6. Contents of the pack and other information

1. What Recarbrio is and what it is used for
Recarbrio is an antibiotic. It contains the active substances imipenem, cilastatin, and relebactam.

Recarbrio is used in adults to treat:

e certain bacterial infections of the lungs (pneumonia)

e infections of the blood associated with the infections of the lung mentioned above
e infections caused by bacteria that other antibiotics may not be able to kill

Recarbrio is used in patients 18 years or older.

2. What you need to know before you are given Recarbrio

You should not be given Recarbrio if:

e you are allergic to imipenem, cilastatin, relebactam or any of the other ingredients of this medicine
(listed in section 6)

e you are allergic to carbapenem antibiotics

e you ever had a severe allergic reaction to penicillin antibiotics or cephalosporin antibiotics

You should not be given Recarbrio if any of the above apply to you. If you are not sure, talk to your
doctor or nurse before being given Recarbrio.

Warnings and precautions

Talk to your doctor or nurse before being given Recarbrio if:

e you are allergic to any medicines - especially antibiotics

you have ever had convulsions (seizures or fits)

you have ever had confusion or muscle twitches with a medicine
you are taking a medicine containing valproic acid

you have had diarrhoea while taking antibiotics in the past

you have kidney problems — your doctor may lower your dose
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Tell your doctor right away if you have an allergic reaction, convulsions (seizures or fits), diarrhoea,
or develop kidney problems while receiving Recarbrio (see section 3).

Children and adolescents
Recarbrio should not be used in children or adolescents who are under 18 years of age. This is because
it is not known if the medicine is safe to use in these patients.

Other medicines and Recarbrio
Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.

Tell your doctor about all the medicines you take, especially if you take:

e medicines that contain ganciclovir, used for treating some viral infections

e medicines that contain valproic acid or divalproex sodium, usually used for treating epilepsy,
bipolar disorder, or migraine

e medicines to control blood clotting, such as warfarin

Pregnancy and breastfeeding

If you are pregnant or breastfeeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before being given this medicine.

Driving and using machines

Recarbrio may make you feel dizzy, shaky, or cause convulsions or seizures. This may affect your
ability to drive or use machines.

Recarbrio contains sodium

This medicine contains approximately 37.5 mg of sodium (main component of cooking/ table salt) in
each vial. This is equivalent to about 2 % of the adult recommended maximum amount of sodium you
should take daily, and needs to be taken into account if you are on a low-salt diet.

3. How you are given Recarbrio

The usual dose is one vial (containing 500 mg imipenem, 500 mg cilastatin, and 250 mg relebactam)
every 6 hours. If you have kidney problems, your doctor may lower your dose.

It is given as a drip directly into a vein (‘intravenous infusion’). The infusion will last 30 minutes.

The course of treatment usually lasts from 5 up to 14 days, depending on the type of infection you
have and how you respond to treatment.

If you are given more Recarbrio than you should
Recarbrio will be given to you by a doctor or a nurse, so it is unlikely you will be given the wrong

dose. If you think you have been given too much Recarbrio, tell your doctor or nurse right away.

If you miss a dose of Recarbrio
Tell your doctor or nurse right away if you think you were not given your dose of Recarbrio.

If you have any further questions on the use of this medicine, ask your doctor or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Serious side effects

Tell your doctor right away if you notice any of the following serious side effects - the medicine must

be stopped:

e allergic reactions — the signs may include hives, swelling of the face, lips, tongue or throat,
difficulty in breathing or swallowing

e severe skin reactions (e.g., severe rash, skin peeling or blistering)

Other side effects

Common: (may affect up to 1 in 10 people)

e nausea, being sick (vomiting), diarrhoea

e blood test results that may show changes in the liver

e Dblood test results that may show an increase in the number of some types of blood cells called

‘eosinophils’
e blood test results that may show an increase in some white blood cells
e rash

e inflammation and pain caused by a blood clot in the vein

Uncommon: (may affect up to 1 in 100 people)

hives

skin itchiness

convulsions (fits) and nervous system problems like tremor

confusion

seeing, hearing or feeling something that is not there (hallucinations)

dizziness, sleepiness

low blood pressure

blood test results that may show changes in the kidney

blood test results that may show a decrease in the number of red blood cells, white blood cells, and
blood cells called platelets

blood test results that may show an increase in the number of some blood cells called platelets
abnormal kidney, liver, and blood function detected by blood tests

pain or redness or formation of a lump where the medicine was injected

fever

blood test (called a Coombs test) results showing antibodies that can cause anaemia by destroying
red blood cells

Rare: (may affect up to 1 in 1,000 people)

fungal infection (candidiasis)

changes in taste

disease of the brain, tingling sensation (pins and needles), localised tremor
hearing loss

staining of the teeth and/or tongue

inflammation of the colon with severe diarrhoea (colitis)

low number of white blood cells which may make it difficult for your body to fight infections
inflammation of the liver

liver failure

inability of the kidney to perform normal function

changes in the amount of urine, changes in urine color

swelling of the skin

painful rash with flu-like symptoms

redness and scaling of the skin

Very rare: (may affect up to 1 in 10,000 people)

e inflammation of stomach or intestine (gastro-enteritis)

e anaemia due to destruction of red blood cells, leading to symptoms like tiredness, pale skin
e headache
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worsening of a rare disease associated with muscle weakness (aggravation of myasthenia gravis)
a spinning sensation (vertigo)

ringing in the ears (tinnitus)

irregular heartbeat, the heart beating forcefully or rapidly

chest discomfort, difficulty breathing, abnormally fast and superficial breathing, pain in the upper
spine

pain in the throat

flushing, bluish discoloration of the face and lips, changes in skin texture, excessive sweating
increase in the production of saliva

inflammation of intestine with bloody diarrhoea (haemorrhagic colitis)

stomach pain

heartburn

red swollen tongue, overgrowth of the normal projections on the tongue giving it a hairy
appearance

severe loss of liver function due to inflammation (fulminant hepatitis)

pain in several joints

itching of the vulva in women

weakness, lack of energy

Not known: (frequency cannot be estimated from the available data)

e agitation

e abnormal movements

e jaundice (yellowing of your skin and eyes)

e Dblood tests showing an increase in a substance called lactic dehydrogenase (LDH) which may be a
sign of tissue damage

Reporting of side effects

If you get any side effects, talk to your doctor or nurse. This includes any possible side effects not
listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this
medicine.

5. How to store Recarbrio

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the container. The expiry date refers
to the last day of that month.

Keep this medicine in the outer carton to protect from light.

Do not throw away any medicines via wastewater. Ask your pharmacist how to throw away medicines
you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Recarbrio contains

e The active substances are imipenem, cilastatin, and relebactam. Each vial contains 500 mg
imipenem, 500 mg cilastatin, and 250 mg relebactam.

e The other ingredient is sodium hydrogen carbonate.

What Recarbrio looks like and contents of the pack
Recarbrio is a white to light yellow powder supplied for solution for infusion in glass vials. Pack size
is 25 vials.
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Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder Manufacturer

Merck Sharp & Dohme B.V. Laboratoires Merck Sharp & Dohme — Chibret
Waarderweg 39 Route de Marsat — Riom

2031 BN Haarlem F-63963 Clermont-Ferrand Cedex 9

The Netherlands France

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien
MSD Belgium BVBA/SPRL
Teél/Tel: +32(0)27766211
dpoc_belux@merck.com

Bwarapus

Mepk lapmn u Jloym bearapus EOO/]
Tem: +359 2 819 3737
info-msdbg@merck.com

Ceska republika
Merck Sharp & Dohme s.r.o.
Tel: +420 233 010 111

dpoc_czechslovak@merck.com

Danmark

MSD Danmark ApS
TIf: + 45 4482 4000
dkmail@merck.com

Deutschland

MSD SHARP & DOHME GMBH

Tel: 0800 673 673 673 (+49 (0) 89 4561 2612)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

E)\LGda

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espaiia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: +33 (0) 1 8046 40 40
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Lietuva

UAB Merck Sharp & Dohme
Tel: +370 5278 02 47
msd_lietuva@merck.com

Luxembourg/Luxemburg
MSD Belgium BVBA/SPRL
Tél/Tel: +32(0)27766211
dpoc_belux@merck.com

Magyarorszag

MSD Pharma Hungary Kft.
Tel: +36 1 888 5300
hungary msd@merck.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
malta_info@merck.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
msd-medizin@merck.com

Polska

MSD Polska Sp. z o.0.
Tel: +48 22 549 51 00
msdpolska@merck.com

Portugal
Merck Sharp & Dohme, Lda
Tel: +351 21 4465700



Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: + 3851 6611 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.1.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvnpog

Merck Sharp & Dohme Cyprus Limited
TnA: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: + 371 67364224
msd_lv@merck.com

This leaflet was last revised in {MM/YYYY}.

inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +40 21 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 5204 201

msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom

Merck Sharp & Dohme Limited
Tel: +44 (0) 1992 467272
medicalinformationuk@merck.com

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.cu

<

The following information is intended for healthcare professionals only:

Recarbrio is supplied as a dry powder in a single-dose vial that must be constituted and further diluted
using aseptic technique prior to intravenous infusion as outlined below:
e To prepare the infusion solution, contents of the vial must be transferred to 100 mL of an
appropriate infusion solution: 9 mg/mL (0.9 %) sodium chloride. In exceptional
circumstances where 9 mg/mL (0.9 %) sodium chloride cannot be used for clinical

reasons 5 % glucose may be used instead.

e  Withdraw 20 mL (10 mL times 2) of diluent from the appropriate infusion bag and
constitute the vial with 10 mL of the diluent. The constituted suspension must not be
administered by direct intravenous infusion.

e After constitution, shake vial well and transfer resulting suspension into the remaining

80 mL of the infusion bag.

Add the additional 10 mL of infusion diluent to the vial and shake well to ensure complete
transfer of vial contents; repeat transfer of the resulting suspension to the infusion solution
before administering. Agitate the resulting mixture until clear.
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e Constituted solutions of Recarbrio range from colorless to yellow. Variations of color
within this range do not affect the potency of the product.

e For patients with renal insufficiency, a reduced dose of Recarbrio will be administered
according to the patient's CrCl, as determined from the table below. Prepare 100 mL of
infusion solution as directed above. Select the volume (mL) of the final infusion solution
needed for the appropriate dose of Recarbrio as shown in the table below.

Parenteral medicinal products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. Discard if discoloration or visible

particles are observed.

Preparation of Recarbrio Doses

Volume (mL) of Solution to Volume (mL) of
Creatinine Dosage of Recarbrio be Removed and Discarded Final Infusion
Clearance (imipenem/cilastatin/relebactam) from Preparation Solution Needed for
(mL/min) (mg) Dosage
Greater than 500/500/250 N/A 100
or equal to 90
Less than 90
to greater than 400/400/200 20 80
or equal to 60
Less than 60
to greater than 300/300/150 40 60
or equal to 30
Less than 30
to greater than
or equal to 15 200/200/100 60 40
or ESRD on
haemodialysis

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Compatible medicinal products

The physical compatibility of Recarbrio with selected injectable medicinal products was evaluated in
two commonly available diluents at a Y-infusion site. Compatible medicinal products with the
corresponding compatible diluent (i.e., 5 % Dextrose Injection or 0.9 % Sodium chloride Injection) are
listed below. Recarbrio should not be co-administered through the same intravenous line (or cannula),
with other medicinal products not listed below, as no compatibility data are available. Refer to the
respective prescribing information of the co-administered medicinal product(s) to confirm
compatibility of simultaneous co-administration. This medicinal product must not be mixed with other
medicinal products except those mentioned below.

List of Compatible Injectable Medicinal Products for use with 5 % Dextrose or 0.9 % Sodium chloride
Injection as Diluents
e dexmedetomidine
dopamine
epinephrine
fentanyl
heparin
midazolam
norepinephrine
phenylephrine
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Compatible intravenous bags and infusion set materials

Recarbrio is compatible with the following intravenous container bags and infusion set materials. Any
intravenous bags or infusion set materials not listed below should not be used.

Intravenous Container Bag Materials
Polyvinyl chloride (PVC) and polyolefin (polypropylene and polyethylene)

Intravenous Infusion Set Materials (with tubing)
PVC + Di-(2-ethylhexyl)phthalate (DEHP) and polyethylene (PE)-lined PVC

Incompatible medicinal products

Recarbrio for solution for infusion is physically incompatible with propofol in 5 % Dextrose (also
named Glucose) or 0.9 % Sodium chloride.

After constitution and dilution

Diluted solutions should be used immediately. The time interval between the beginning of
reconstitution and the end of intravenous infusion should not exceed two hours.
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BHE - 26 RNEVELA] BR5ERAE | 1987# 9 H 19974E12H

FHREAA=ZRRL c VSAIFVFNIDTLA
FXF 2O St H0.58
FIXF O EEssiEF Y ~05g

TIENAME® for Intravenous Drip Infusion 0.5g, Kit 0.5g
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BEETEE R 22/29 75.9
TEE A 68 | 750
AVIANDNE 3 18/18 100
AR AR 5/5 100
SHRER % 2/4 50.0
=1 1,535/1,918| 80.0
1) PR R B D 2 T LT L s
18. EXNEIE
18.1 fEFIE
ot R DB O TF K AR O N R A I &
) R 2 T

18.2 JTEER

A IRFLGBMENREEEL T T LBER T TS L EMEE I UL
BHPEANRT PVEA L. FHCEET FYRE, BRE. RIBEEC
NITFAAT A« TV A LETFIF VL, T 4RTI
FOHEIMREL 7 2 AR MEME LIV B I EPICHRVIENZTRT .
51T, B-FU7FT—BIHLLETH D, »OREBEH. KEEZO
75 LEREOEET S B-F 77 v —BICh LIEEERAZRT: 15
(in vitro).



18.3 YSRIFUF MUD LOFIRER
TIRFLBBENLEHENZRT L2 P DOT, BOBR
dehydropeptidase-Iic & O R 21, AEHELsnL2 &R,
COREEACEIEIT 2720102 FTAYF v F MY T LADEE SNz,
¥ I AFF > MY AIK dehydropeptidase-IIC & 254 IR A
ORH - REELEZMHT 2042 56F, BYEBRTHLEND A IN
FLOBEBESMEIT 2. HB. YTAYF T YT LAICIIHEE

HEAEDSNT, 1 INFAOREEEIC S BEEERH0I 1017,

) EREAIRARHREERICEDERBRL TV S,

19. B2 (CRET I EEHAR

ASRIXLKIOY I SRIFVFRUD L

i = :IPM/CS

A R LK

—f&% A IRHF LKA (Imipenem Hydrate)

{E%4% : (5R,6S)-3-[2-(Formimidoylamino)ethylsulfanyl]-6-[(1R)-1-
hydroxyethyl]-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-
carboxylic acid monohydrate

AFR 1 Ci2Hi7N304S - H20

SDFE 31736

% R HE~KEAOKEEOMERTH 2, KITPPRBIFICKL, T
% =) (99.5) ITIZ&EA BT 2,

Bis

HsC H H

VSRAIFVFRUD A

—f§R I A& F >+ +Y v L (Cilastatin Sodium)

{24 : Monosodium(22)-7-{[(2R)-2-amino-2-carboxyethyl]
sulfanyl}-2-({[(15)-2,2-dimethylcyclopropyl]carbonyl}
amino)hept-2-enoate

DFI : CieH2sN2NaOsS

PFE 38043

% R AB~BEEHCOMETH S, KIBDTHEITRLTL, X¥
J=LIZEFRT L. T =)L (99.5) IZIBTFIZL W, TR

HThs,
g
H
OZC\/,.AS WCOzNa
H NH2 HN\/O
{__CHs
H/><CH3

20. BURWL EDER
(Fv &R
20.1 ROBEIIFFEHLEWZ &,
c HESHHHREL TV 5 & ERBMBEARH LTV S & &,
- [REEDBLENICHAEMEIBRL TV L&,
C FAEMESBEELTVAS L &0, EAGRITICBRENERLT
wsex,

22. &
(FIFLREEEHEAO.58)
131 7L (0.5g. 20mLAE#) x10
(FIF L EEEER+ Y b0.5g)
1% b (0.58) x10 [EEEH #RFIAD]

23. FEX@k
1) BT @B ERREZRIETR. SIMEEEEEROFT &
2) HE#BY=. fth. Chemotherapy. 1985 ; 33 : 217-26.
3) HJll&E—. fth. Chemotherapy. 1985 ; 33 : 357-78.
4) BRI, fih. Jpn J Antibiot. 1986 ; 39 : 1912-37.
5) $5ILYFE]. . Chemotherapy. 1985 ; 33 : 694-711.
6) FEERE/A. fth. Chemotherapy. 1985 ; 33 : 825-33.
7) ##f 5h. fli. Chemotherapy. 1985 ; 33 : 982-1000.
8) HHEE. fth. Chemotherapy. 1985 ; 33 : 950-62.
9) #ARE—ER. fii. Chemotherapy. 1985 ; 33 : 942-9.
10) #AH#HA. fih. Jpn ] Antibiot. 1986 ; 39 @ 1626-55.
11) /NE&EA: fih. Jpn ] Antibiot. 1986 ; 39 : 1938-46.
12) ¥AH#HA. fih. Jpn ] Antibiot. 1988 ; 41 : 1731-41.
13) AXHBE. fi. Chemotherapy. 1988 ; 36 : 193-207.
14) fifi%3%. fti. Chemotherapy. 1985 : 33 : 1-13.
15) #IHRHX. fti. Chemotherapy. 1985 ; 33 : 54-73.
16) Kahan FM, et al. ] Antimicrob Chemother. 1983 ; 12 : 1-35.
17) Birnbaum J, et al. Am ] Med. 1985 ; 78 : 3-21.

24, XEERERUEWNEHES
MSD#R&H MSDH RS v —HH— bt s —
R TRHEXUBIEL-13-12
BRBIRE DS 1 7 ) — &1 ¥ )L 0120-024-961

26. RIEIRFERESE

26.1 BGEARFTIT

MS DI =#

RRBTFAHRNEIL1-13-12

7005417602
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bl | P

BIE.

WMAERER
(EE— BRSO 2
WCEOEHTZZE)

I 3k ERRA
FEFHIRR - TR

RURTF RREMERA

AL J ssimesz m150ne
ALDREB for Injection 150mg

FEFHRAIVRFUOAG D RANKRBEF MY DA

H A RETE R 0 R

876125

KR & B | 22700AMX00663
S ffi I R 20154 5 A
K 7€ BH A 201545 H

(= &

AENOMHEE DB 2B <723, [%h6E - 2HRITBIE S
L L DR R OTHE - HRICBEET /M EoiE
HIOHZMGD b, WEMHICSED D &,

(% 2 CROBEFHICTIFHRE LN &)
AFNORS F R Y 2 32 BT U ioE o BEEE
»HDHEE

(HEAK - 144K

Bk - RECHETAERLOEE |
1. ARIOMRIE, Y ORI T I S R
1 FEDERI I Z DIFED FTITD 2 &, §
AEOERICH 72> T, MiHEEORREZRE </ |
. B, FAERE, BEOERSEEEEL. i |
YRR, AA ORI G AL EDEHE L, |
PR DB LB R NR O OB GIcE EDD |
& |
. EERED D VI B ERE AR E B ET 28
wld BRECTOERL, BEOREBEBERLA |
Mo, FTEEHZELUTHE - AROMEZEET |

2.

W, )V KL 7 Ai##E A 150mg Bz, (MAERG], [GRENORS]ROTEY
VRTTVROIY |y 22y (i KD SFL 2D ELT Bk OIS |
CEE R s | 1725M9 <BE L BHREICHST 5% - RO HR>
Sk AV JVTFZIIUT T i - R
b H S~ YOO (RS — ) T B, = A (mL/min) |
oH 6.5~8.5 (1 w/vo%KIEHD) >80 118[1.25~2.5mg (i) ko 1 H 2 [a 5 | |
B QLR ERIC AN, 1N 7L 5150mg (i) (450 50~79 1 [E1.25~1.9mg (i) /ko% 1 H 2 [l 5| |
FiEBE R (U) 1A Y) 242 G T R & U CHR Y 5 70 il 1181 25mg i) /kg% 1 H 2 B33 1 ]| |
RATASHTOS, 30~49 25mg () kg% 1 H 1 5 |
e 10~29 115 kg 6B &1 5| |
€ LRk I | SN S— PN oMoV MgR o = e
< i BRI A > N
AV RAFUEMEOKBE, v honsy—g s Ty UEREOEE]

IIE, IT>7uNnNsy—JE #EE 7o I\ 5 —
&
7272 L. toFiEREICmtE 2R U ZEKRICHE 2
< JIE >
H AR SYE

shEE - HRICEET BERLOES |
1. BIU S LR TNADF/ OVRKUT I R |
KR O 3 REOHIEEICHNE 2 R T RYSEOB AT |
DHAAEFEMHT D &, |

CBRHIE LT AT S RO LR 3 RO
 ToEEMEMRLL L TAREERTSIE, |
3. KRBT S LBME. TV TE N=URILT

7@ FALUTE SOFuAE L F TR,
OB T L7 @R ORIk L TIPS
EREBVWED, INS OEMEE OEFRGDHS |
MTHBEE, TS OB HIEERZEAT DH |
HEEHHTHZ &, 1
(A% - AE]

\HE. RAIZE, Y AF > EL T E1.25~2.5mg (J71ff) /
kgZ 1 H 2 [al, 305rLA LT TRbERET %,

1. EERECROBFIIIEEICHRGTDH L)

(1) BHEEREOD 2 BE [(AFIFICEREND

DEWIHREN R T 2BENNH 5] ([HE -

MEICBEHET 2 H EoRE] MO [EEREANE

B OEZR)

TEE A1 JE T E D R [ARA O i i BT E I IC L 0

JEIRMNENL T HBENNDH 5, ]

i LA - HEICBE#E T A EoEE ] MU

[l N D5 DIES ]

2. BEELREANEE
M AKFNCKB avy, 774 7F > —DOFAEZMHEE
WCTPAICEDHENLENDT, KOHEBEEEDZ L,

DHEMICEERSCOW T HFoRMZ2ZITY 2 &, 2
B, FIEYWEZICXD 7 LIVF RN HERET 3
&,

DHFHIZHLTIE. BT a3y 7HITHTZHENE
DENDHHEREL THBL T &,

MWEHIEN OB GHK TRET, BEEZRHDIREIC
Rz, THRBBRETS &, Ko, #GHGE
BIIFEFERBERTZ &,
AREOHZLFIZTL D BHEERENTEI L, BRI
B EOMENH DD T, HEGHIRICHZ> T,
BHEEEZ ML, HGHIMTPIE3 HZEZHERICE
BREDE= Y ) > T 27D T &, BHEEICE Y R
HOHNEHEITE. AFEBEXIIF LT 5 EHE
UislEZETS 2 &, ([ - HRICBEE T 56

ForEl, MEEERG ] R OTERBEER] OEE
)

(3

)




. HE/HA

BREEOFHICER TS L)

E e

FRERAEIR - HHEAE

Brr - ERET

fihsth i
YRTZ
AFHARZT L
RV X AEH
ey

mitEEREE T

2 EA|
7703y
RAPTEYE (7
EA T,
TYIHNT b
TIRA )
RUIF B
I—7)b

G R PR E & FEEY
DURINEEDH
TNNDH D7D, E
HOREZ I8
KIDBELERTD
&,

WO IEA S
8 7 0 T 4 2
LTHO, A
K0 ZDOEMMH
mINBsBENN
»H5,

N>aAA T
7I/7UaYR
RKPAEYE

&

BHRERREN D 5D
Nz2ENH20
T, ftHOLEMRIC
DNTIE T4 ic kst
5 &,

NN OEH D E
trelE 2B s
TLHEHZALT
B0, PEHICED
Z DR RS

LBTNNDH D,

. BlER
ZHNMHE 7 & AEEREEE Z DR E L6 DOt
FERRBRICBNWT, ERAEER(RELOBEEOR
DS TR LEHR) & U TEHEEERE,
BREENEDONZ, 6B EzEELEZSEROR
BT B R RS 9221 % (53/248(1) . R AREE 2 %
(6/276f)) TH > 7",
(1) BEXAEMER
DEBEARL., BHERE EEARRAT)  BEALEOEE
BB EN D S OND T ENDH B DT, EHIRY
IMEZTO R EBEZET5ITn, BRENRED S
NEGAECIHEGZ2HRIEL, E@YRLBEZTTD 2 &,
2) FRIRESIE, EERRIR B RHIED) iR REEE S LT
IERESIE, ML dS 5bNd I ENdDDT, #
RaE+HIm0n, RENREDsNEEAIC3EREZ
ik L. BYRLEZITY 2 &,
N BIRMERER EEARRED) BRGNS 5D
NBTENHZHDT, BIRETHITITN, BEIE
DONZBEIIZES IS EHIEL, @Y R0LE

1D T &,
2 ZothoBEER
SEEEABREY
B W REE
%mmﬁ%%ﬂ\%Wﬁﬁ@%‘ﬁﬁi%\I%%%%

BHIRGE, S, FEIMED WV
=) [ElHETE D F
iR i pEE
i A R|HIET
H oAb B|TEL, WErE, TE
)4 & | FRFERE, R ETERRFERE, SE, 2
2 B i K BBUEOR (K2, ETRIE) =, FEEL
1 5 BB AL TSRO SOR, SR AL AU
D BFEEMNRE L ZENERRBRZFEHEL Tz,
) ZOLDEAICEESEPIETE I L,
. EEmEANDERE
AFNIFEE U TERE, S PRS2 0%, Sl TI3E
BEREMIK T L TV B Z &SNz, BHERICT /7T
BL, BEOREZERLUABNSEERIIRG TSI &,

6

7.

. R ER. RABEANORE

(1) IR SUIEIR L TH L TR D & 2 I NI, 15
FoRRMENEREIEE LD SR ENDEHEITO
AEETHIE, [AVAFIAY P Z)VRHRIZE
MaEZ@EET S Z EWmEEN TN, ]

Q) AP OENEAFRGHERAZBTSEL T

Lo [AURF AL 2R VS E bR HAB
T2l EeMiEEINTn3?, ]

INREADZE

R AREE, FAE AR, PIESANRITH T %

LRI U Tz (EINIZ BT 2 T REBR 2372
),

. BERE
1% - K - AF OB G IT KD RS A E
Wran, AT EIRK, 5EIT Ko TRkl
MBS SNDARIENRD D, Kz, RERFEAD, 1M
HBUNK O LY FZ U RED ERZRHET 22
BAENGISEIEINSREED D 5.
WE : AFOEBRGNEONIZHEER. K52 Ik
THaE, MYBHERIEETD J &, KAERET
DRE (X > Z b=V KB RBIEFIR DFEFE. IEIEE
Hr, BREIMEENTS) OF ATEARHTH %,

9. BRALDEE

() PR BFNNA TIVITTES KOS A &
WK 2mLZ A, WAL 727N K D IO ITIER
Ui &3 % (BRI O I #2132 75mg (F7 i) /mLT
H3)., ZOWMEEEHARKRSE THNL, W
50mLOD SMEFHE AR &9 5,

FELE B OBEMIIIECNICHHT B 2 &,
BB, PCOEETHREELELTIHEATH, WK
J&E (2 ~ 8 °C) 1T AE L2ARERIDINICH 5 2 &,
TR U 7= SR ES NI A L, SRR
ETDHI &,

ARENZEMOIFER EFE LW &,

%)

3

(Z 4 8 7]

1.

meiRE

<HARAN>?

{2 B Bl A1 2.5mg (F3 i) /kg 2= 0.5 i 7 v C B [l IR PR 4% 5 T
OM2MEIREIE T 5 M EFIRNIE G Lz EomiEdhay 2
F R AWK B/ OIT) ATF 2 DIy )N X —F
2RV KO0z, iEh I XF VEREH#EEK-11RT,
£z, MIER U ZF PR S [H O KEEIRNE S TEH
IREEICHEL 7=,

F-1 BEREAIC25mg(H1f) /kgZ kMRS L& E DM
FTHROQURFUAY D RIKREEDEYBNEE/INS A —4
Cmax AUCo ti
(1tg/mL) (g « hr/mL) (hn)
H[a$E 5 18.0+3.7 20.8+5.9 0.7£0.3
g5 17.2+2.5 16.1+4.6 0.540.2

SR AR (R 2 (B G461, SAE$:51361)

®-2 BEMAIC25mg(Hffi) /kgZ §RIRAIRE Lz & &M
BHaYRTF L OEYERE/NS A -5

Cmax AUCo- T

(ug/mb) (g « hr/mL) (hr)
EAEES 52 26+13 17.6+6.8 40+0.7
g5 44+16 29.0+83 5.0+1.0

SR+ RETE (R 22 (BRI 51461, SR 51361



—O— H[E[% 5 (n=14)
—O0— KBS (h=13)

M3FPIVRF > REE (ug/mL)

B (hr)

R A IC2.5mg (H11ifl) /kgZ EEIRAIIR S L= & Z Dl
oy RFVREHE (FHE+EERE)
<HEA>

AL 7 5 S EMEAR BT X 2 BUiE O S8 E A D kA B35 14
B 4 mg (D7) /kg Z ERIRINTE 5- L 7= & & DEFIRREIC BT S
MAEF Y ZF > OCmax CEEE £ R ) 135892.9+1.219/
mL, AUCIZ12.845.1¢g « hr/mL, 12137.4£1. 78R Cdr > 7210,
. RBRUHER

IR GO XF > Ay > Z )R 2O — X AR A
TOYRAFICEBIN, PEEEEHET S, aY XF >
AL ZIVIRBEDOKIBORIE I AF BTN,
72 QU RAF AL 2 Z)VR VO KM TE M S 312 03,
JY ZAF NEERINE N BICEUSN OB TSN 512,
H A AR pk A2 2.5mg (F7 i) /kg 22 0.5KE [ 20 V) C B [al Ak A
BELZEZOHGUKMEZT TORPICIVAF A
ZIVIR CEN30.4%, ) AF 2 N7.9% AN S 7z,

-1

. 9

LHEIMHIEY > RNZ & — « NI I & D i % 0 54 H
NNBEBFIFICTVAF AT AR BT NI T LD
5mag/kg/H7%Z 1 H 4 BIFIRNEES LzEE20miEHha U X7
> @Cmaxid 5 ng/mb, AUCIE #9231eg = hr/mL, ti2hd #92.81F ]
Thol, #5 1 BHEOMKRFT IU ZF VREZ.2509/mL
THO., BERBITEUMEFRESOHIT% Th-o72", X
7ov SHEINBE A D N T 3R Bt 26 B35 130 a ) A2 A
& > Z)VIR U D174mg % 8 W Z &2 1 H 3 [mERIRINTR 5
Lzt EDHGA5HBOMEEF 31 2 F > DCmax CE¥EE +
FENEMR ) 13492.2 £ 1.1 0g/mL. AUCo-sl3#911.5+6.2.Lg + hr/mlL,
tl35.90 260 TH D, %5 2 KR4 O L& 32 i BE 34
530 AF 3mEniano 721,

. BEAEMEIRE®

AN 27 5 AR BT K 2 46 E N HE 8% F4E HR 10541
GBEHT R 261 B O 78 BB E 2 21T TV S ERE 4 )
EEINIWCIAYAF AT AR T B T L DKI200~
1093mg/ H % 8 ~24l5[ & S ITE RN 5 L 72 & & D EH IR
BIZBIT2MEROIY ZAF ALY 2R BRI R
FUBEEIWTNSBABE#SHNRE N>/, EHEREICS
A IMmAER Y ZF > DAUCe2E11.5~2250g + hr/mLTH 0,
MR U X F 2 REE2.360g/mLFIE) TH > 7z, B
WEEZT TWRERWEETOI LT F =77 F 2 A (Cler)
133 ~169mL/min/1.73m? &E BN KEN > H DD, IfiiEd
DAY AF DAY AR EBER T ZAF > DusldClad
R FITHEWIEE L 7=,

. BEEREEEREICH (TS EYFEY

ZHNMME 7 5 ARTEAR B X 2 /6 E N EE R GE B 10561 ©
CLerA¥10mL/min/1.73m2 R4 D BB F 2061 AU AF 2 A Y > X
VAR T R U A DFI200~1093mg/ H % 8 ~24I[# Z &1
FRIRNIZR S L2 E2D Y ZF 2 ALY > Z)ViR 2O (i
BT H O, Y ZF > Ot (FRRE) T3 TH -
/7o CLCrA311~69mL/min/1.73m> D EF62H TD I X F > A
& 2 Z)VIR 2B O (P YUE) 135.6KEf, 3V X F > Dt (h
YLfi) 13 13RI CTdd o 720 ClarAy70mlL/min/1.73m2EE @ 835194
TOIAYAF 2 AY 2 Z)ViR Ot (R ILfiE) 134.6[¢#, O
U ZF > Ot (FIE) 129K Tdh > 7z,

. Tt

FERAFICRITZ20Y AF COIMBEARKEERIZO% TH D,

(& PR A #]
MM BV TEIBS Nz, SHAITE Y 5 L PR B B
MR ELERBOMRIL FOEBDTH S (E-3).

#&-3  BIMNEREBRGE

H??]ij Xﬁﬂ?%/* fiE 5112 R TR 2H
2.15—55 2mg/ ggé[ El 6044l (355/86?% )
51mE|g/2kglE/l I)EI 2344 (146/12?%)
2.5—]5 gﬁg/élgﬁ/ H 21451 (125/72%%)
z&fggé?/ﬂ 784l @é?gﬂ)
1E?ﬁ%%” 314 méﬁﬁ)
5 mg_/lgg/ H 1154 (5951 T/(;fﬁd)
CERECIOEGSNTOAA, REAREZLRLL. BB,
AFIOEBHEIZ1.25-25mg/kg/[El. 1 H2ETHB, —: A&

B CCHRICREHE X L Th7s )

<[5 % % 72)

1

. PUETEM

WTNBH LA TEDREE -9, 7R hINTHF— - NI,
I>FONIy— - 7a7 O, o haNTy—@075 NI
RIEE NSRRI —E A2 RN a—F ) —« A¥O-B-5
77— 1 PEED ORBEICH L THE N ZRLEEDH
ENH D,

. B R

S F it fek I B 0D K DR A7 e e B NI e~ w7 2 %2 JFH W zin vivo
PK-PDE T )L IZ B W TIAUC/MIC & i WAHBETE D & 2 HidEiE
EBRLUIEEDREND D, LA ERRME R~ D Z il 562
T CVEUMAE & 7 )29 12 B W TR R 2R U 7z & o
ndH 5,

(Dl

JYRF > ORENHIESMNETH D, 75 LAREEO )RR
Uty 154 BT & OBERMEMENICK OMBEIMED L
EMEZ KT S8, MBSV /AT RS 2k 2T RR. M
TANPIE Z i S B REE I T 2,

(B35 (CE T 5 E{LEMER]

—WxH DAV AF LAY 2R VEET NU DA
(Colistin Sodium Methanesulfonate)

fig 5 :CL(ayZXF)

SFRX QU RF AR O ZIVR BT NI L
CssH10sN16028SsNas
DY ZAFIBAY 2R ST R T4
C‘37HIO3N1602855N3‘3

STE T AYRFARY 2R VEEF N DL 1 1749.82
JUXFBALY XA MU DL 0173579

MER

g

DlI)u —Thr J

R—Dllnu—Thr—Diau—Dbu—DtIJu—D—Leu—Leu—D?u
N'—R’

N —R’ N —R’ NT—R’ N —R’

R = 6-AF LA Y5
Dbu=L-a,y-UF73/T A Bk
R= - soNa

R = 6-AFILATAUER
Dbu=L-a,y-CF7I/TEEE
R'= < soNa

AYRFUAAURILKRUEEF ) L

AYRFUBAU RV EEF RO L

ARENZIV AT ZAAY 2 Z)VR B MU D A KT
AF BAZ ZZNHR T NI LDREMTH S,
R AB~BFHAOMERTH S,



(% 52 % 4]

1. EERY X MR ERED B EY)ICERET DI L.

2. HEAANTORGREBSMD TRSN TS Z a5, HER
. —EROIEFICIRD T — & NEME N D ETOMIL,
ARG 2 M QU IR 2 T 5 2 LTk 0. AHO
EHEEOESERELET S v, AROLEEKRT
BRI 27— 2 RHNCIE U, A% 058 IE 4 124
BWEE#LD 2 &,

(B &)
TV RV T i E L 150mg - 1 N1 7L

(£ ZE x#f]
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1. RAIDES XIER= 2 ) v RPUEPE IR UEieiE O BEFEEE O
b BEEH
2. (BFMEHALERIE D
(R=2 ) Y RIVEWE O S THRENIBL LR &0 5 i

b5
[#ERE - HIR]
R % % Uy velid A RiEE R N v 4.5
B - BE | 432 4 405g (Hfli) KOEXT ) VKA
(1% v k) | 4.0g (J7fi)
SRR :
ﬁfg T M M| AT H) o AT 789me
& . 0E FHREA R L THOW 2 A @~ A ao s UIR KD
S )R
s — H a4 B A K 100mL
BRBEITE) | (oomLip S LT 1) & £0.9gEH)

WL VEREIEIA L U TR L T2 28, BRSHZEC K D Rk T A RUKR & L

THAL TS,
TARREFDPHRUREELL
SE/BERE pH EBEL
4.5g (JIffi) /100mL HJE/EF A ik 5.0~5.6 92

H2) BRI 5 b
Na@fift @ 1%y b, Na24.79mEq(570mg) = &9 % .
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1. —HREREME
CEILETE
KANZR&PED 7 R ERIFE. L ERFE. ek, hEKEE.
EFTIRTF(TITUNRAT) - HEFT—=V A, KGHE., ¥ by a—
B, LTV IIR, Ty Funsa—fg, ¥ I FTIE, TuTFT
B, TUETF VI TR, A VILIYYE, R, 7Yk s R
=@, XT P2 LT v Ay HAE, 7aZ M) VT LFE(ZT AN
UL TFA T4 VINERL), N TaA TG, TLERT IR

GEISEY
WO, BRAEVEROEIEGE, UF5 A - IO " RIESE,

fiige,

HE e BMEEIREESE . s, ISPEPuIes. IHaEge, IR g
2. FEE TR AME
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CGHBEX 3 RIRICBHET 2 IEMA_LOERD :

1 RAIOR GIZBE LTI, 2 L OS2 A R L . 3 -lactamase

DRGHE Z 51, KANEPEORREIZ L 2 hFRELL EOR |

YO H BB ETH T L, i
2. ST FIRRANE

(WAANE, LT 02502 i3 8555 2 e, i

- 1O RW T38°CLL LD F#E, I 1E DL EFifi 3 %
37.5°CLL o FsEL
R ERE AT 500/ mmP R TEOB AL X2 1000/mm? KT
500/mm* Al 29§ B Z E AT S BG4
@) BT IR AE D HANDAFIOFERNE, ENIFD 57 4
B4 VS aBHU, ASEBORIEC 15 5485 % FO LR |
Db LT, AFOHI Y] & b X 03 BHEIDNTOS |
£SO R RN i
(3) FEBNERT PRI AED FEHANDFEFTIZ & 72 > Tl ALY |
HIZ MR S OB % J26 ¥ 5 2 b . AR A L A
ITUE. AAHE GRS O LB A BT 5 2 b ;

(4) FEBNWEIF BRI ARE D BHENOME N & 72 > Tk, AFIHES:
DBAIAIRFI O FFIET b 2 I PERE BRI CHERE T & o
HAIIE, FHIERB OB IFhERE & L CHEET 5 Z &

(FAiERURZ]
1. —ARERGME

- BUME. B, BERRN. IEIENEE. IEEXNUBESERD
=
HHL RAIZIZZ N AL - ¥XFTYY) v ELT, 1El4.5g (5
ili) % 1 H 3l 3 5 . Mideshid, R, IRREICIB CTLH
4R TE S,
HH L NI 1M112.5mg (i) /kg % 1 H 3MSEHHE$ %,
Bt IEIR, REEICID U Tl S AR E T X 5, 277
L. 1a#550 FBRIZR A 33 11814.5g (i) & # Z 20
BDET 5,

RN ERRAE. USAk - BEDITIRREDSES
L RAIZIZZ N B L ¥R L) Ve LT, 1ldsg(h
ill}) % 1 H 30l ffifisFE$ % .

- BERBRNUEMMEERRNDSES
L BRAICIZZ IS B4 - ¥XT V) v ELT, 1H4.5g (17
i) 1 0 2[0 siiEifEd %, Zdo. AR, FEREIZIS U C1H3M
IZHETE S,
B, NRIZIE1R112.5mg (F7fill) /kg % 1 H 25 EEHE$ 5 .
HE. ER, WRREICIE U TIPS AW R TE 5, 7z,
SER, BB CCIH3MNICRTE 5, 72720, 155
D BRI I T 5 10l4.5g i) 2 A ZVWE D LT 5,

2. FEEEIFRERRIAME

SHL BRAISIEZ ST 2L - BT VY v E LT, 10l4.5g ()

fili) 2 1 H 45#E$ 5.

B /NRIS1E1MI90mg (Fifil) /kg % 1 H 4RSS 5, 7272

L. 1580 FRIZRAIZFT 5 1014.5g (Jiff) 282 50 g
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BEATS T ENYEE LW,
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3. #8E/EH
HEEFRHABISERT S L)
peg-Ee BRERIEIR - FEEE & - ERETF
TUNFIY R | ZYUNT ZLRKPERT | GRS O #Z &
VN Y OFRUSER S | D, TuNA Y R Y
BZENHB, ISTBL, ERFTUY Y
DM A EE X &5 L&
Abh5,
AN BPLUFEY | XL FLFES— ORI | BRSSO FRT =
-k MEBMEL, A MMLFY | A VTV AR -4 —
— F OFHEEA R X | (OAT1. OAT3) P
NBUHENED D S, I | KD, EXTTY UL
WWEE=2 ) V7 %175 | by =1t Okl %2
BEFETHI L, WX G BLEZILND,
P sE IMREEEHIHIER 28R | 7'a b o v e v o zE
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284 TOVEAIC OGS REIENESE . 13258 ) OHAAE 22 D%hhE
SEANARR IR & TOMRRERIZ 3o % BIfE T RE T BERE 0
48641, RAUEHFBIHIZ61.1% 29761) TH > 7=, F&RHERIZ
THI28.6%. EFE2.7%. F952.1%. Wat K O56E1.9% ., IHEE
B R OTER1A%E CTh > 72, 2, WRREMOZED LT L
L CALT(GPT) 1512.6%. 7-GTP_159.9%. AST(GOT) L5
9.7%. HiREkN%6.4%. AP 3. 7%%TH > 72,

A TSt e A B OV 7 fok P e 8 4160151 1 8.9 % (371451)) 1 Bl
fEH 23388 b7z, FARMEIE FHI3.6%. MHEREFRH1.7%.
IFFE50.8% ., F8950.6% % T d - 7=, (HUfiE, Wids, B4,
BRI (2 B 5 P A T )

NV 0D W TV PR R V2 k)3 B AR ol PR A A A 14805111 8.1%
(1260) 12 BIMEH 23388 B 7=, F8BL L 72 BIEH O PRI R 5
4.1% ., WHEBEERH1.4% . F951.4% . IRIGVRIE, FFFEdE, J8#L
FOAMERBORD 22 N Eh0.7% Th - 72, (g, Bk
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3)BIRERTR. FTHSEEREE. BB | BUEF RSO EE LM%,
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BHERIN A S 6 bND ZENnH HOT, . SO T
Md 6 bNIZEAITE B2 A ik U, ) 2l 17
R

TEEMRR. PIEREIREE | BIEMENGZ% (0.5%) . PIESEMERE
S (BEREANIH) (WIBIREIR © FEEL, gk, PR IAISEE, Ho s X
T, RN E) A obNBE I ENHEDT, TDK
3 BHERA & & b A5 2k U, BB RE AL
E VRO EEHOMY) BB 1T Z &,

Q)M ARRIARAE | S P AR AL A& PR R FAE (0.2 %)
NHEbNETZENDBDT, M, Bl CK(CPK)
L MR ROIRF I A ey ERY S b bhAIE
P& dIb L, Wl AuEETS 2k,

0)EF M BBUEEIREEY - MINNEIR & LTI, RENAS
. CE TR U O SEIENE, CIMERREIN, GrRERRY
% FAIY VO SERI B & P S BRI 0 T Al oIk (B
RIS 5bN5ZENnHEDT, BEET3IiT0,
ZD &S KIERD S b b A5 2 dub U, st
WB AT 2, K, B FALXZ Y AL Z6(HHV-6) %5
DI AN ZDOFEALEZES 2 »n %<, Pk e %
B, R, SRR E S OREIR D IR & 5 O ISEIEL T 5 2
ENHBEDTHEETHI L,

*x 10K U D AMGE : BE&, B REIR, EREEES
KAV Y AMEGT%) B oM LD HDT, EH
ISR 2175 R E B2 Tocito, BEIRY o h-5
ARG AL, WY AEETTHI T L,

(2)Z DAt DRIFERT)

ROBHER 25 5 bbb Z b BDT, BENED SN

WG A b 5 5 S ANE AT 2 L,

& | BETE | 5%E | 01~5%FKME | 0.1%KiE

FEIE. L, ?ﬁrﬁ&%

N . T, KLBE, R | %
BRE e S IS
VP
T e 5k Y | BRI G | i
% SERID . WOk | (4550 B

BRIk, BEERIE |,
A NAR K | AL A
A B, AR | ETe)

m & g, ~< b
20y b
TFHERIE S )
VSHM S | W
BRI % | Il
%
ALT(GPT) | LDH_L-, Al-P
5. AST | EH. €Uy
BF & (GOT) L | v L5

5. 7-GTP
L5

B % | SEEAEA | 5%LLE | 0.1~b5%KiE | 0.1%KE

IR | RO, MEE, | B o B
[ /N N Y A

SH{bss Ji5E AN e R L | R
' 2H.
O, O&
K& D
TRE | otk
BRMRE NV RNE
YHIVKR

EYIY | ZhEdk €
RZfE | #3VBHRX
éyﬁz_;ljiilv

Ak L O | EBE T
Foogu, | g i
M. e, PE& | I k.
i, CK(CPK) | ¥ i 4 %
ERL LTS |, EE
v L5t BUN | 8 & (1 W
1 N Z =0 N
7 b su— | SVRE
LA, E A | T
IR, IR T R
BERGHE, PR
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VBRERZIEIR (45, LINZe, RBORIR, fikssss)
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B IIE RO MICHRE L, RIS GRRICHE T 5 E

HEOREA IR L A b HEIC 5§52k,

(DEEE Tl E MR T L T2 2 0% <, BIfE
HAPRBE LT WO T, BEOREEFc@lg L, flzd
2.25g D52 ST 5 5 EEEICRSTB T &,

Qg TIFE 2 I VKRZICK B3 HIER A & bbb Z &
Hb,

6. 11w, ER. FARSENDHRS

(DIFMR P O P 5B 2 RAMEEHEY. L T RN T, ik X
AR U Ty 2 ATREMED & % It NI _E O 21 2 ki
YA B2 L SN2 50 EET5Z 8,

@ EIEER (T v b) THHHANORBITPME EMTHBEDT, 7
FLh ot ANIC 53 23Rl A b s g5 2 &,

7. INBEANDIRS

(IR AERER, BRI 2 Rty L Cnzun (EN
12360 B FERRRER A )

@)FL - IR @AM IOV TE TR, HEARRELLT VO T
MEICRE T2 L,

T - IR M3 o FIE I FE BLR13 258 R T 57.7 % (15451 /26141
2 DL 6 A T 40.6 % (13141/32151) T - 72)
8. IR EFERICNETHE

(DAFIDEGIZED, X3TF 4 7 FakdE, 72—V v RS
DETCEIZ X BIRBERAETIE, BB EZRE T2 H50
THETAZ L,

Q%Y — L 2R A T B 2N HIOTHET S L,
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HERESIZ & D | EESEOMER, S b)Y AMEAFEZ 3
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DAKOMIHIZ & 72 > Tid, SERITEM L 7= & %1
Aysze,

AR IZER IS5 Z &,

HT7 I AV FRIEWE (L7574 2 V) Ol
2k, 7203V FRVEMEOGMEK T & =
723 DT, KFIE DT 2510132 2Rk T
#5352,

SFEITIRL T L 2T &,

(2)FBEATF
NEEZELY
OTFREA EBAT S &, REMPNHTEZ 1S
50T, fALAENWI &,
VAW - g H1g, v 7 ¥ v AR
250mg. 7 = ¥ VifE40mg
Q FioHlA L BAT 5 &, SR T LW IO T
ERITIENHBHDT, WALENWI &,
73IEy Bl FFIVEKR., 757 -k
400mg. 5-FU7250mg, *4 7 4 U ¥ iE250mg
*x QTFLHAI L AT % &, SR TE LIl
AR IFTIENDBDT, ZThE DAL DOREIEDIR
Ak, fEXEEX -y 2 RISk 5T
32k,
73 LoNY ERE, BV T IV SHE, €Y JuVE
e, A7 I 12—k
@ FolHS L BUAT 5 &, SHEMNIE: CEMAEL 21 RD &
NBZENnHBDT, BEBRITERLHIZHHTSZ
L,
I8V ZR) vERERILg, vX 7 4 vEREM g
2FAHBFDER
KRENOTFHEFEIEZ > 3 v 7 %185 BERE SO
BOER AN Z§Z &% 5D T, KAl &5 5F8
WFEAHHT 245 E, BEOHEMAEMIETS Z &,
(B)IREHREE  WMEHEDO AT S Z L,
B350 X0 Z n b, PGB L TR RGN, i
FEFC IR L, SHERE I TE S0 EDRERICT

32k,
DEFIRMESIC K0 AR, eSSk 2 B 2§
ZendhB,

2) 7 v MIREOIEHF] 2 ZURICHFIRNES L 723546,
SHRE IR L 72 &5 2 5B 5EEFIHE S Tn
%,
3) w4 & FH O e Je M AR (A - 1) 12 6
T WHBATIHIEE 2320 5 7z,
N.ZOh0DEER

(DAHENC B TEITMHEE D BEH TERT V) v OBEEOE
ROFEBUHE S E OWER S B,

@FFHIZE D, Ry u=y 2OFREH A LR E 5 &
DOWERD 5,

BV A R & W7z A G AR CE 2 ~4 H DA XU
720mg/kg/ 0 &5, & 3 34 #%52~64HD 4 X2
4,500mg/kg/ H % 7HEM) T, BUEMEOE EaniZo 6h
T2 OWERD B,

[ E & RE

1. MR
{EFRERC A (2.25g, 4.5¢ ] UM6.75g) 19 % | 3043 RUTHHERE
L7z & & OISERIRIE OHER [ OSRYIBhRE 5 * — 2 1XF] 1
DEBNTHY, 2N &L (TAZ), ¥~XF72 ) ¥ (PIPC)
DA REIZHEORIMZ N LA Lz, &5, 4.5g. 30
O3 B G 1 5 O SEEhRE 1325 e 9, BRI A
5o 7210

_4_

1000 - PIPC 2¢g
- PIPC 4g
= PIPC 6g
100 o TAZ 0.258 [ |
Jiir} A TAZ 0.5
1 104 - TAZ 0.75¢ | |
ch
U
|3
(ugm) 01 g
0.01 T J
0 2 4 6 8 10 12
(S| (hr)
TAZ
e it AUCo~ Cmax t1/2 Vss CLr
(pghr/mL) |(2g/mL) (hr) (L) |(mL/min)

2.25¢%1117.5%£2.0 [16.1£0.7|0.6980.091 [12.941.1| 241£34
4.5¢™% |47.4+9.5 [36.316.5(0.814£0.106 |12.0£1.4| 18234
6.75g7!|83.4£12.1|58.2+9.2|0.8760.118 | 11.42.0| 15322

PIPC
BGED AUCH-» | Com ti/e Vss CLr
(ughr/mL) |(g/mL) (hr) (L) |(mL/min)

2.25¢g%1] 12519 | 122£9 |0.82040.110 [13.9+1.2| 272+44
4.5g%% | 36668 | 28643 |0.868+0.080(12.0+1.6| 188+36
6.75g7! | 557108 | 38043 |0.89340.124 |12.842.1| 18637

(Fln=7, *2n=8, V-4 L e =2)
1 BEERRAICHIT D 30 DR EEH FFDIMREE
15 ARHFNID IR & 7= AD LI H9g (432) ~18g (434) TH 5.

AN B R R 1 AR K112.5mg kg &, 3053207 C1H2
[B] S13 318 S 18 A U 7z e i o Rz, EN
DFERA TR TREHER AR % 4.5, 3073 fimiF: L
T2 BE D -3 1L o SRR HERS & FELL T2 (B 2) . &
B, XIS S 5 4 — 4 A REE U 72 kE 5. TAZ.
PIPC & & 12 27% AdiioD ## D AUCo~oo | 2D FHHX 53 & 0 5
25770 Cmaxy FIRHT (tr2) IZSAEHHX 23 THMBLL T 7Y
INVRFE LT BRI e S A1 90mg /kg & . 3047 L
AT T 1 H ARG U 22 I s 1. /NS
YR LT OBV b 572 (B 2), %
7o AN BRI v BRI E RE G &N R R ARE S D
tie, 82V 7 5 v A (CLr) MOV e i (Va) 12 I8 708
WD S 5728

(ugimL) TAZRIE (ug/mL) PIPCIEE
60 4507 [ u /NR SR PR
. 4004 % | womEEE
i 3504 x (90mg/kg, n=9)
%0 . a0l | |~ MREEBRERE
® 404 o (112.5mg/kg, n=65)
250 — @R A (4.59, n=8)
309 200 4
LaliPY 150
3 100
10 50 |
0 0 x
01 2 3 45 6 7 8 01 2 3 456 7 8
5 BAAH OB (hr)
i x| AFdp S AUCo~»| Cmax | t1z | CLT | Va
- () ([ (kg))| ™" | (g he/ml) |(eg/mL)| (hr) |(L/he/kg) |(L/kg)
LA TAZ| 343202 | 218£162 |06204] 0392023 | 0532052

HFERD [1~130% | 6L4i%
FERFE | [n=9] |[188%7.7]

(90mg/kg) PIPC |265.31:136.4(175.3£113.6] 0.84:0.3 | 0.39£0.23 | 0.491:048




o X A s/ AUC=| Cmax | ti2 CLr | Va FREBEE BE FEEHIBEFOBNE | BREEOHOENE
(%] |tk (kg)] (xg-hr/mL) (g/mL)| (hr) |(L/hr/kg) |(L/kg) i % | 19/5098.0%)| 40/4197.6%)| 40/41(97.6%)
<94 A |7.3+05-0 |TAZ| 5792101 | 27.220.8 |1320.2|0.2220.04 |0.400.01 LJFI: o % 4/4(100%) 4/4(100%) 4/4(100%)
[n=7] | [8.01.0] |PIPC|480.1287.9 | 2275467 | 1302 0.2120.04 |0.3820.01 BHEEIIDE 9% 1/1(100%) 1/1(100%) 1/1(100%)
95 fl~<k | 1465407 1| TAZ| 4805108 | 268209 | L1£02]027£0.04] 039£0.01 A &t |361/387(93.3%) |251/262 (95.8% ) | 242/253 (95.7%)
AL | [0=19] | [95E£13] | PIPC| 38832945 | 222.9475 | L002| 0272004 |0.38+0.00 5 T IS UL P IO A A
rit!*,‘j;'h 9~ <6 | 332 1.27% | TAZ| 409451 | 272407 |0920.1 0312004 038200 6 P4 D FE B T S R O 5K T 7 1 i oA
g [n=31] | [14.7£2.8] |PIPC| 33034399 | 224,26, | 0.820.1{ 0.31£0.04| 0.36:0.00 7% % 16/18(88.9%) K 1'12/18(66.7%) Tdb > 7=,
(1125mg/kg) |6~ <121k | 8.7+ 15 % |TAZ| M1£167 | 269£31 |10£03|0.200.07 0363000 o e s vy WU
[n=6] |[31.5+12.3]| PIPC [365.14141.1]222.0:265| 1.0+0.3 | 0.2820.07 |0.3520.00 OEHERIB R (BITIEDH DEHAH) _
>19% | 12,148 |TAZ| 411211 | 28317 |10+00]026000|036:000 i BRA IR =H)
[n=2] | [46.2,48] |PIPC|3402146|1913165] L0+0.1|0.25+0.02| 0352000 7 F U ik Fﬁ & | 19/20(95.0%)| 2/2(100%) | 21/22(95.5%)
) VoY oy BRI R | 20/21(95.2%) 20/21(95.2%)
e b . _ Wi g Bk B | 50/50(100%)|22/23(95.7%) | 72/73(98.6%)
#3 » N N 2edy - 2
3&()3%51&2@%‘5?4@\ I RURIHE L 72, TF LTS R D 5T BBk E ﬁ 35/39(89.7%) 35/39(89.7%)
SRR o s ) ; E3947(77/099) 7 5/5(100%)|11/11(100%) | 16/16(100%)
%4 AN 59 = HE
Z?,f’;?(ﬂfj’;?lf S, ’gﬁﬁ“ﬁfﬁ L/;%:ﬁfziq%éb V0w | sarerosan| a0 wr6iesin)
AN A S iy w”/t’ M vhass g g | 6/7(85.7%) 6/7(85.7%)
A - = iR LT SV TV I T R | 22/23(95.7%) 22/23(95.7%)
2 NEEECHIT D 0D B EEs RO M EE R Ty 7wy =g | 11/11(100%) 11/11(100%)
*r 3 F 7@ 1/1(100%)| 1/1(100%)| 2/2(100%)
2. fEfmtsrT 2 7 a7y 2 @] 2/2(100%) 2/2(100%)
A 2340 AV T T Y| 18/18(100%)(25/29(86.2%) | 43/47(91.5%)
TAuZ &PIPf(?EE Eff b 1:455‘ﬁ“ RO, M. B R WM T | 16/20(30.0%) 16/20(80.0%)
Peds. IRIEENBANE, TS AORIT R0 Bhﬂ\%o TR E—E | 1/1(100%) 1/1(100%)
3. L) AXT PN T My AR 6/7(85.7%) 6/7(85.7%)
' ~ . . R saAbY Yy LE | 4/4(100%) 4/4(100%)
v S, JRAUCTAZOIEEEEICTH 52-7 3 /-3-2F WY F a4 T A | 26/28(92.9%) 26/28(92.9%)
JU-3-ZT 4 J-4-(1H1,2,3- b ) 72/ —)L-1-4 L) g (M-1) % TV AT T 1/2(500%) 1/2(50.0%)
UPIPC DIEMREIIT & 5 PIPCOMEL F LA (DELPIPC) A & F1[301/320(94.1% ) |65/70(92.9%) | 366/390(93.8%)
RBOEN TS, 2. REEIF BRI AME
4. Pt 11.12.29) [N C b & 7z SRR F v BRIRARE 38 (A OV
FERRERCA L= AFI4.5g & 3023 naliiiE L 72 & & D120 & T ARG L U2 BR AR O MBI IR ED £ 50 Th 72
OIRPPENIARIZTAZAY71.2% . PIPCA52.9% Tdb - 7210 & ORER N VIS IR R
VAN N |=] U
72, TAZ & PIPCORCA HA 1:ABLA T O/NBE I I 1 B 1% L PP ——
5460 & TOIR PRI IZTAZ 343.3~56.9%., PIPC#S PSESL)

540 H P57 /bl | 58T /b
LN 47/94(50.0%) | 58/94(61.7%) 55/93(59.1%)

39.9~56.4%Td - 7-12
KB, invitroiREETC. ZIUNT A LKRPERS D) ViF,

HHT =AY | 7 2F— 4 — (OAT1. OAT3) A L 72 UV 5/8(62.5%) 5/8(62.5%) 6/8(75.0%)
5. BB EEE CORYEIEY TS C L R 50.5C
f Ky JE Zo
BRI SR IS B W T, BB K T ISRAT L 22K AID
DIFHE K O ~D AR Tk, ErkheE S A SR
t1/2DVEAE S O AU Co—t D XA V)th B0 . BhRE Fﬁ EXTE-E:D)

D& B EEAAN &G DIHEITII L ORFORE I
P 5 DWW U GBI % b Ti’ifﬁf YUY Sy Z) o

1 .ﬁ%{lﬁﬁﬁzs~30)
17 FOERERED 7T AR, SRS 2 5 A0

3.375g 3077 suEEEERs. SAED/I\SA—F [HEA]T AR OBENMER £ TIRIAWGHIR Z X2 P LEBA L. W
TAZ PIPC fEH %,
Cer . lEl = > PRI N y R T
(mL/min) 1% peippg | AUCo~c | tiz| AUCo~t | tie @ 19'7\\7‘ z 7—{'%55?1:/\7 v E:mﬁl\iﬁ)7 7 LTI
(ug-hr/mL) | (hr) | (xg-hr/mL) | (hr) KO T LRI U CROPUR 1 &89,
>90 | 6 |4MMZ:| 249 |07l 196 095 2. {EmmgRE %Y
41~60 | 6 |4BEMZ & 65.9 2.15 437 1.71 e oo e s o
21~40 | 1 |6MFIZE | 561 189 301 |0.99 AIING D LD /9-?75’7 CONX=VF =¥, 77
<20 3 | sHEIT 107 6.00 592 2.89 0 ZR ) F— ¥R OSARFRMRA -7 7 4 v — Y &l
SAEMALT 5720, ERF V) UBTIhEDRERIZL 5T
[ B8 Bk RS 48 ) MKRENS Z & ZBAIL, E©XT 20 VRIS LT
BEERANE ME AR, 72, ¥XT 20 V35O A B H
1. —ARERZAE TR D PEE- %2R,
AEHER24053% THHE & M7= FRRBHE O EIIRE D & 3 s
[ Yedzsrailr=pry sl HOH VAV E N SRR IV it
B BHE | EREUOEE | EEE0S0RE 8IING 84 LT A
—fltts (Tazobactam) (Piperacillin Hydrate)
We It hE | 19/20095.0%)|  6/6(100%)|  5/5(100%) (W55 : TAZ) (W% : PIPC - H20)
Jii 7576 |148/165(89.7%)| 76/80(95.0%)| 76/80(95.0%
;: & %‘k%& 30//31(96 80/:; 30;31§96.80/Z; 28;29 E%.eo/Z; (25,35,5R)-3-Methyl-7- | 2S5R6R)-6-{2R)-2-[(4-Ethyl-2,3-
W | BEREREIEZ | 20/20(100%)| 29/29(100%)| 26/26( 100%) 0x0-3-(1H-1,2,3-triazol-1- | dioxopiperazine-1-carbonyl)amino]
N w2 | 33/37(89.2%)| 23/26(885%)| 23/26(88.5%) 224, ylmethyl)-4-thia-1-azabicyclo | -2-phenylacetylamino}-3,3-dimethyl-
W T A | 26/28(92.9%) | 24/26(92.3%)| 22/24(91.7%) [3.?.0]hept'ane.-Z-carboxylic 7-0x0-4-thia-1-azabi.cyclt?[3.2.0]
M % % | 18/18(100%)| 14/14(100%)| 13/13(100%) acid 4,4-dioxide heptane-2-carboxylic acid
MO | 4/4(100%)|  4/4(100%)|  4/4(100%) monohydrate
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Mtk ﬁ WY o mH N ot o
| />\\0H3 —/ G)W/HTT—‘L}CHE
S HH
H o (¢}
oy 7k C10H12N405S C23H27N507S - H20
Oyt 300.29 535.57

G~ FE A GOSN | HEORSEORERTS 3,
HOMATH 5, AL )= IZIETRTL, =4/
DAFIINZNKRFY R | —IL(99.5) YT Y A FI)L 2 )Lk F
IEN,N-V X FILFRIL L& | ¥ FIZRRET <, Ak
PE R | 7IRIZETR LK | THETIZ W,

AA )= LXIFTH ) —
(995 1T IZ< Wy,
IREEARFT M) LR
(3—100) VAT 5,

[EI Y 184°CHHE (53fiR)

2y Bl | 1.5X10°% (14 27 47 — v
& | /K pHT)

150~160°C (43fi#)

71X10%(1-4 2 2 =)L /K pH?)
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- SEFIER & U IR & 28 HACHE
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Q)ROBFAFHH L 22 &
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) IBIRTR DTN AGRD 6N B4,

3 BEEED BB AT IS SN AEME L T2 A,
HFFNZEG L T BHAREMEIE G L T S04,
5) T LKEIRDVEGYS IE Y — LI BN TV BIEA,

@) T L DEHIE, TARMEIZE ST I T, Foiil
F&, TLARAIETITRA LD PROIOfEEE o0
EhRhEiZ B Zhh’d 5,

WEKEHIAETH 5,

(B) AL (U & 2R 53T b &,
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[% B3 5% ]
Gl ) A 0 R A HOED L OIS 5 T &

[ 28 & ]

VY VEARBERER/INY J45 1 10F v b

[EE XK

) Th T HAR(L ARk 2 MRS, 58(S-1), 73-87(2010)

) L AAR(LERR SRS, 58(S-1), 62-72(2010)

VEMIIBE SN IE 2 o BRI 2 ERE, 58(S-1), 88-102(2010)

JIEA EiEH L BRI REET 2MERE, 58(S-1), 11-28(2010)
5) AT T HALERE 2 HEE, 58(S-1), 29-49 (2010)
6) FHNECRHE A © AL 2R 2 MiRE, 58(S-1), 50-61(2010)
7) “HRIEENT A L DAL Rk 2 MRS, 60(5), 560-572(2012)

)

)

12) BEHE R %11E 2« Jpn. J. Antibiot., 48(3), 311-345(1995)
13) KA 1E4> © Chemotherapy, 42 (S-2), 452-467 (1994)
% 13/ . Chemotherapy, 42(S-2), 332-345(1994)
15) B AR 124> ¢ Chemotherapy, 42 (S-2), 636-641(1994)

%7 . Chemotherapy, 42(S-2), 559-567 (1994)
Bk 50 1EA  Chemotherapy, 42(S-2), 612-628(1994)

i

!

l

l

l

17
18) Wik %z 1£4 © Chemotherapy, 42 (S-2), 568-571(1994)
19 —Ji 1Z7% © Chemotherapy, 42(S-2), 657-665(1994)

7 : Chemotherapy, 42(S-2), 666-670(1994)
Il I L AENORL, Il O K RS AT (1:4 34A1)
22) FAABEHE 1Z7> ¢ Chemotherapy, 42(S-2), 281-299(1994)

H
L 2oL XIS ER =2

sz

=

=

&

G

S

7 v AR =2 =155 B P E R ORET (2007)

24) 7 A A4k AENERE, BRI RS T OIRYE)RE (1991)

25) PrECET- (A - En L TEEWR AR, PUERITE (2006)

26) PHHUET (FA L E b LEW (R, PR (3-9 0 4~
— ¥PEAIR) (2006)

27) A RnmE (24 - @l baE T30 +ER), Bt (BLPACR)
(2006)

28) fEHIUT- 1E 2 LI L3EW +E Ok, PRt (ESBLEE
1) (2007)

29) IR =03 A L HAR L ek kiR, 59(2), 177-187(2011)

30)Kuck, NA. etal. : Antimicrob. Agents Chemother., 33(11), 1964-
1969 (1989)

31) PP 134 © Chemotherapy, 42 (S-2), 73-101(1994)

32) BT 124 | Chemotherapy, 42(S-2), 135-155(1994)

33)Higashitani, F. etal. : J. Antimicrob. Chemother., 25(4), 567-574
(1990)

34) e (FFHE) 50T 134 © Chemotherapy, 42 (S-2), 51-61(1994)

35)F  #r —Hf 1$4° . Chemotherapy, 42(S-2), 164-177(1994)

36) 4 HFEAN 1E © Therapeutic Research, 15, 4135-4139(1994)
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20204E12HEZET (H51M0

Bk s
HRhEAM : 246 7

TJUINHA ) RITEMERE
Fro4o > miEEER

BARERMIHES
876129

BISE, AR Ty ®
- -,
9 I ” J’b HERER 50mg

Tygacil Injection 50mg

i) EE - ESEONST R LT A L

[ 8B &S | 22400AMX01406 |
[ mssmm | 2026118 |

D

=

FEOTHERDOFEBR 2R < /2. [5.RBERIIZIRICEIET 5%
Bl [7.BEARVAEICEEY 28], [8.EELEFNIE]
DEEFFHED L, BEFERICBHBE &,

2. B2 (ROBEICEBSLEWNI L)
KRAEND AR UEBEE OB O H 5 B

3. fERK - MR
3.1 #mk

WiEss 5 A A2y EEEHEH50mg

VA 7 vk
FHHA ) Y 50mg
(FRELRF ORI & F /L TN 7V h53me % &)

AR B

FLHEARAIY  100mg GBI ORI & F 18 L TN A 7V d106mg % &
& moH | )

pHHH)
3.2 HAOMK
si FEORECEORIEH R (R
pH 4.5~5.5 [10mg/mLA=F fr¥iiii]

4. FHEERIIZHR

(BECEE)
FENCEEOKBE. ¥ bONTE2—B, JLTVIZE. I>7
ANy a—&. 72NNV 52—
272U, ORERICHEZRL ZEKRICES

(EISAE)
REMREREE. BHIRRE. SM5 - BERCFHAIEO R
R UbA - BEBEOZRBE. BERX. ERENRE. BERX

5. MBEXII#HRICEET 3ER
AEOFHIE, -T2 5 2%, 7vFuax/ arsiz2h07 I /0
AR D D B2RMEL EICit AR LW TH D . PUREMEZ R
FAHIAEHCTE L VBEIZOAFHT LI L,

6. AZERUVAE
SEEL RAZIE. FAA 7)) vk L THIEE100mg & 30~6045
T C R IR NP S, PLER 12 ] 2 & 1250mg % 30~60% 721 T
SEEIRNIX 53 % o

7. BERUVAZICEET 2 EE

710 FHOFHICH 720 Tk, IHEROREBZP C7zd, kD Z ki
HETHI L,

AR OG- WIS~ 14H B S HESE S B A5, ERGEERAL, EOE FE
BEDIEREZZRE L B %BHICRH O G- S U EE D T h
ZHE L BEROWGHE LB/ NROBIM O 512 L L b L,

- 28H M %8 2 TG L7230 B ORFN OB R OV 4RI &
TV,

7.2 BERIFEREREDOD L EH TIX, PIH100mgx %5 L2, 12
WA 5 OG- TlE2bmgl B G- 2 o 3 % LEEICKG L, &
GBI ARIEIR 2 iR BT 5 2 & [9.3.1, 16.6.15:H]

7.3 RENIFEMER IR L THURTGEZ R Sz, FRIRE & O EHIK
SN TH LG PURIRRIEH 263 2HEE L T 52 Lo

8. EELEANEE

8.1 RHIOMAHIZH Tz > T, IHEROFHE 70, BRYCEDIE
TN 53 70 ik & REBR A FEOBER X Z OIFEDO T TITH T &,

8.2 HEHVAE AR K OVES IV MR I PR 5B o 51 L 3 bk et W 5B & 451 L C
M L7255, AR S BETOIREERD E Do 720 AFEFLLEE DM
WHEIIHI S TR RV AFHERGOBRIZY A7 - XA T4 v b 2%
By sk, [17.3.120]

8.3 AHHEGICKEL Tt BENZXZORKIZAEAF D) A7 - N4
T4y METAICHBL TS T 52 L,

8.4 AHNCLBYav s, TF745F Y —DRELEEERICTHNTE
LHEDRRCOT, kOfEY L5 8, [11.1.15H]
CHEBNCBRERES I OWTH A RMBET) 28, BB, PiEWY
HWZE BT LIVEF BRI THERT L L,

CEHICBL TR, BTV 3 v 7 ISR 2 EELE O L2 i
ELTBLZE,

CEGBRED SR GT R E T, BERLHOREBICRE, +54
TR AIT) Lo BRI IS BAERIIERE BT A2 &,

8.5 RHIOFLGIZ L) BMBEREFHT 22 WD HDOT, Kk
PIZBEHEOREE T Bl L. . ik, 7 3 9 —YEO R
FOFPRESOERICEET S L, [11.1.458]

8.6 TEls - IEHAHHECHILL, HS5HPILCELZLLHLI LN
5. REFGHIIEEORELX HOICEET L2k,

8.7 AST. ALT® L& %49 IFEEE, EENH HLNLE I LD S
DT, FHFG L EN IR A 21T, BEOREE T4
WCEBT Sk, [11.1.288]]

8.8 MIMIZEOMAHIL, JIEZERN (ERE &) OMPRgH % i3
DLAREMEA D 2 DT, HEFIE, BEZEEERCEEL, BERIC
BRI LA, BURLEEZIT) 2k,

9. RENERZEIT2BREICETEE

9.1 AHHE - MEEZEDH 2 EE

911 FRIYA IV RIAEVEICH UVEBEDCREREDSH 5 BE
(272U ABFICH UBBIEDRERENS 32 BFICIIHBEL AWV L)

9.3 FFikEEERE

9.3.1 BEDHBEEEDH 2 8E
LI OIS ST wb, [7.2, 16.6.12]

9.5 iT1@
T SO3ITR L C W 2 WTREE O & 2 PRIk, IE LoD E
Btk % B2 R SN A 5E 0SS+ 5 2 L, BiERICE
W, BoEO, KREOKEHD (BILEBIEL D). EFRER
DL RO LN T VD, T, BHEEFORHFEORM (T v
b CliE12meg/kg/ H : BiREE & O3 AR512H Y, 73 ¥ Tlddmg/
kg/H @ EiRBEZE R 0085 12HY) 25BO LN TV 5,
B, BIEORA BRI AR 2455 L-E, A oFfziEl
TBENND D,

9.6 R3ILiB
BAL W EDEE L, BFER (70 1) THIHTHRARBITT
HZENBRDOLN TS,

9.7 NRE

9.7.1 /MRS (18LLT) &4 & L7z BiRABRIZ TN L T,

9.7.2 /NE BRICEF IS 28 KM O/NE) 1285 L7284,
WA OFM - S AVEERAS, o, —BEOBTREALA &R
T TEDRDH D,



9.8 EiE

EFOIREZBIS L 20 o HEIHKG S5 2 & —MRICAEBERED

KFLTWwWa,
10. #EEA

10.2 GHAER (BHRAICEETSR L)

A

FEARAEIR - 1518515

W - fabrE T

Eawdiingad|
INT ) vE

KHEDOPHIZLDR-7
V77V SINT 7Y
¥ DAUCKH € L2 1168%.
29% b5 L7z,

BEHT 284121k, 7a b
02 R D A o0 I
REAREHOET=5 ) »
TERITH k.

B A

[simpizie d
JNVEIFATHRY - TS
ZWVIA NGV F -V

ARFH & OBERIC &0 R
IEDOWMPZ W S D B
ENHH %o

AL AR e 2 2 S
TS O 15 I 1R B
12 & % TR A 5 5 &
EZ Y (-

1. BMER

WORWERDH H b D 2 E05H 5 DT, Blgxr T0iiTve., £y
PR BN/ A3 G F kT 5 74 S R ILE R T 2 &,

1.1 EX&ENER

M1 Yavyy BEERW)., 7F7145%>— GHEARY)
i, MEFESEORFE T LN HAI TG 2k L, o
IR MERFTH &, [8.4ZHH]

11.1.2 EELFESE (EEAH)
JFANE, #JE, AST - ALT - AIF-POFE L\ EFSEEE 2 iFEE )
HobNbZENdHb, [8.78H]

11.1.3 M/MRIEDEE (BHEEA)
EE L MIMOEEDSH HLNEZ LD H 5,

11.1.4 SHEX (0.2%)

[8.5ZH]

11.1.5 BEMXBEX GHEAH)
BIEERG REOEERG AN 5bNL I LD b,
11.1.6 BRISHIRIRAEREE (Stevens-JohnsonfE{&EE) (BHEEAN)

1.2 ZOORER

14. BRALOZEE

14.1 ZHFAUFDEE

14.1.1 AEEE
DN 7OV AR A i 5% 7 B HEESHES . SmL 2 N2 . &
W2 SRS HERT 5 (B L2 bmL T 74 2 »
50mg% & ts) o MG OBIZIZ2NA TV 5 ZNZFN5mL% ., 2
A H U D5 OBRIZIZINA T 55mLE & ), N T ILVOvE
R O 72 RSN TR L ClH100mL & L SIS % .
L, KSR 2S5V THTL 2w &,
BIRRIE, HRPICHRT 52 Lo BRBEOHOBIIEE~ V]
Wi TH b,

14.1.2 FHIReE
FRL 72D F 74 7)) v OREEDN]L . bmg/mLE B2 2\ &,
AR, Ee I HT 52 &,

14.1.3 EE&%Z1t
AFENTKROIEH] & IIFEAEZTH D,

TAKRTY) Y YB, TAKRT) S VBYEY — LK U7,
FRXT T =)

14.2 EZHIBRSEDEE
AH) LA EH % [ — DT = — I & EBEAT A A
Wk, A BT 5% 7 B B A A AR A O 4% 51 P A B
Fa—TRICHT S &

15. ZOMOEE

15.1 ERER{ERCE D 153k

1511 WEMEVE A e N R e i JR 3 LS 9 5 45 TDAE R PR X (1642f51)
IZBWT, BEREILEZ AT AEMND D bAKIES HET6/81761, xt
TS 5.1 2/ 825 B B e/ B IAEYE > 3 v 27 D358 L 720 AH
& WUILAE O PR BIAR IR L TV e WS, IS SIS 5 EAED
TEHEVEREIE N IR GAE BB ~ARH % 255 2 B O P 5E & o fF
REETHI L,

15.1.2 BENA 2202 BT 2 AHK) %2 &V B O R TEIIRET L T,
BEPIfti g B & af R & L 7 BR B 5 B A T2 B i 25 0
FEFINZ BT RFFE G BEOHIES1347.9% (35/7361) . xF IRSEH
GEECIX70.1% (47/6761) TH V. FETHRITAHLGHTL9.1%

e U N AT (25/13101) . *HIRIEH 5BET12.3% (15/12261) Ty o720 BIMLEE
JiiIR3 Jutaryery |Futary (K74 797 W T o pE g - 2 o U v
RS 15 | e | - M %ﬁvki%%%%éﬁxﬁﬁkkwéﬁt+u\$%&5ﬁf
L#s ko v K | (PT-INR) Sl 50.0% (9/18%1). FFHEHEILGHETIZT.7% (1/136]) TH -7z,
f;ﬁ;?ﬂ 15.1.3 K&, 7 b IH A4 27 ) ¥ RPAEWE I HEESEL L TWv 5
ai - . .
preTp— prem— ZEDL T NTIA ) VRIAEWE TR LTV L EIER
< REE[EE 2 JE 1 N w . I 2 N JU
i POBGCE. BYERNIEESE) RS AWML D B0, AFIOH
HEIRIRE R S R GUIBLTE, INSOFEROFEHIIEET S &,
% 15.2 FEERAREHBRICE D 15
RS IR AVEPEAIR %2 F v NROA X OLAME S HEERE T, 2 Nn30me/ke/H (i
R i PRBEFE & 6. 9510 AH2S) KON 2mg/ke/ B (BRI 007 21512
i e [ W = AL) $E502 X0 B RURIUEIE N 2 USRS Rk, #aRi
YTl Bk, BIMER K OO B ASZR0 S 725, W2 b ik
e B (26.4%). | M7 25— IZ& DR L7z,
M (18.1%) . | BHhn. B, -
i) HEHRAR, M1 16. EYBEIE
RE 16.1 MARE
g BUN#/N H AR NERER AN BT 5 Bl O SAEEIRNI 5% 0 F 74 71) » o3
P ®I5. 2 AL S BRE/ ST A — 5 A FITRTLY,
£ LEREL I, HARNEHER AT 74 4 2 ) > 260532V CTHBHEFIRNES L7z 8 &0
FEMELE WAL ST A — 5 (P + )
FEGHBAL RS
TG TRIE Eracs B Crmax tiz AUC -
TSR AL IR 22 (mg) (ug/mL) (h) (ug-h/mL)
Z oAl R 25 8 0.204£0.0506 8.2+3.8 0.823+0.361
50 8 0.400+0.0514 15.7+4.3 1.93 +0.437
13. BE®RS 100 8 0.9310.142 24.3£5.5 5.03 +0.798
13.1 @&

MFGETIEA R TIEZ < RAOMHHEF RSN TR,

T SRR 0 ML i FE 28 5E R BRI A & 72 o 72T 250 UB0mg TR AV <
AUCHMEA & 72 o 720



AARNERENNF 77 A 7 1) > % 121K 0] & & 123095 % 0 C RS IR A%
5 L7 & OB ST 2 =5 (Pt = EiER2E)

EHERERE S BRI F I A 2 ) 2 100mg % 6075 AV CHUE R ERIRN 35S L 72
L EOIYENEE ST X — 5 CPIHE + kR E)

e . [] P 5 )
B51HE (B - % Cona tie AUC (o) CL
e - Cone AUC o1 (ug/mL) ®  (ugrbvml) AW
(mg) (ug/mL) (ug - h/mL) TERERLA 6 0.604+0.243 27.3* 5.2 3.330.709 31.1%5.9
25 8 0.476=0.0988 0.610+0.141 R AR R 6 0.605+0.166 26.8= 7.0 4.76=1.81 23.4%7.6
50 8 0.964+0.136 1.40 £0.159 FRH R BERE GBITA) 4 0.982%0.161 17.8%+ 3.6 4.15*0.458 24.3%2.8
100 8 2.27 +0.328 3.24 *0.373 RMEHRBEHGEME) 4 0.940+0.342 31.8+19.2  3.93+1.02 26.9+7.8
PEE10H B (RS-t RRTERS) 16.6.3 BEER SRHOMAIRE
P C o AUC o feBEE #2861 (n=15, 65~75k% i n=13. FW>T5m). RO HHEI S
b : o PO e . [, S
(mg) (ug/mL) (h) (ug-h/mL) H186) (18~50i%) |ZF 74 7 1) v & HakG L7558, mkd & IEm i
25 3 0.618+0.0788  54.4%16.0 1.78+0.173 FHOHYFREILFERETDH - 728 GHEATFT—% )0
50 8 112 £0.127  60.7%23.4 3.26+0.937 FEE T A 2 ) 2 100mg 6055 70 1 CHLRLT I ER RN TR G- L7z & & o3
100/507 7 1.42 £0.213 49.2+11.3 4.17+0.849 WEE N T A — 5 CFME + R E)
a : 100mgD# P54, 1285H] & & 1250mg % 4% 5 P T s Crnax tize AUC (- CL
16.3 7 (ug/mL) (h) (ug-h/mL) (L/h)
FHA ) Vil (0.1~1.0ug/mL) (2B 2F 744 2 ¥ O vitro g0 9 0.861%0.15 23153 4.2+2.03 28.5+11.8
A2 5 AR I3 T71~89% T d - 770 el 8 1.03 £0.158 17.1+ 8.4 5.11+1.31  20.6* 4.8
TR ERE 2T 74 1 7 ) 2 100mg % % 5- 1212 [ & & 1250mg % 3055 721 T JR— BYE 8 0.900%0.174 19.5% 3.1  4.32£0.689 23.8+* 4.3
FUREIRAEE G- U 78 5 IRFEIRE 0 I35 i B % OSHLRR h o SEWpie s 2 052 L 72 M 7 0.993£0.269 16.5+ 4.1  5.12+1.16  20.4% 4.7
MR OAUCIKIFHAUCE [ L T, FflAIE TIE77 565 (n=30). & - B 8 1.02 0112 19.0% 5.0 5.47%0.901 18.7% 3.0
R TIEL. 3265 (n=30) /KRNI Tix0.7465 (n=10) TH o7z, g M 5 1.09 £0.147 21.2#125 5.27+1.11 19.6% 3.6
70, IS T EOWERE CT A 7)) 2 100me % HAER S L, &Rk
17. ERERRGIE

DB IERE 2 WE L 72e T A 7)) U GAR G (BRI O AP 51
R 1%) o0 ALK I B O LG L2 B L IE IHEE T3t (n=6) i Tid3.7
% (n=5). KIFTl32.3f% (n=6). BIEHEHETIZ0.58(% (n=5). & T1%0.35
% (n=5). BEREHTIZ0.055(% (n=11) TH-7> FHEAFT—%),

16.4 X3
Fra4 o) rRIFEAERBESN RV, CNFIZ OV -4, FATA A
KOS %2 72 F 77 4 2 ) > Din vitroiRBRIZ BT, AR S 724038
ME T DTN ThHoTz, “C-F 70 A7) v 235 L ER BT,
PRAE OFE A S 7 BB UCHER M E I T 7 A4 7)) Th o 72h5
SNV u=F, N-7TEFVREWEPIFrH 470 O v —bFHE LR
(WFRLIHZGEDLI0BUT) ¥ GHEAT—%),

16.5 HEittt
UC-F 74 7 ) B 50 K OTR A OFS AT RE D BIER L, B /45
FA59%. RHEAZ3%TH > 720 F 74 7)) v OFEELRPEIFERK I, RE
LR F 744 20 ORI CTH Y . BRI X7V 2 0 v BRIE T
ORZBARF 74 7)) » OB CTH 5725 GHEAT— %),

16.6 HENEREH T 28E

16.6.1 AFEEEEERECH (T 2 MFRE
R fERE Y LB ST 7 4 2 ) 2 RS L L 223 B
VT IR IR AERS 92 8% (Child-Pugh A) 1061 TS BhaR I3 2L L& >
720 Lo L. WHEEE AR EZHRE (Chid-Pugh B) 10BITiE. 7741 27
Vo DEHET )T TV ADNBINMET . Friha o) v oA 23%EE L.
FRETFHE RS B % (Child-Pugh C) 56ITId. F75H A2 ) v 0&gr))
T TV ANSBWET . FHA 7Y v DM AM3BIERE 728 (E AT —
5)o [7.2, 9.3.15H]

FFRRERE B (2 F 7 A 7 1) »100mg % 6053213 T H A iR A% S- L 72
L EOSEYFHREI ST A — 5 (PG = HEHEF)
- ., Cnax tiz AUC @) CL
B BB g/mL) ) (pg-b/ml) (/D)
feHER A 23 0.981%0.53 18.7+7.2 3.75+1.32 29.8+11.3
BEENTRERERER S 10 0.865£0.382 191254  3.84=1.81 31.2%13.9

5.64+3.42 22.1* 9.3

e
AR RERE S 10 0.914%0.551  23.0%5.0
55} 7.66+1.53 13.5% 2.7

LT RE R B 5 1.21 £0.414 26.8%+6.1

16.6.2 BREEREREICH T 2MPRE
EETREEEEEM (F LT F=r 7)) 7T A<30mL/5) . MEENT
DO2RFHHTF 7 A 7 1) > % Bl L7z AR E R SRR, s i
T rH A 7)) & B L 2 RS EAN. R OMERER 6 B O 1L
BEATo 720 WTNOFRRERESEHIIBVW TS T4 7)) Y OEYH)
BICK S 2EHERO NS, MEEMICE DT 794 7)) YidkEshn
hor? BHNEANT—%),

17.1 BMMRORLMICET 3558

(FEMEBRBLEE. BHRERIE. SME RERVFMAZO_RBELE, UsA-
BB D ZRBEL)

17.1.1 BAETH_EEHRIEEHE (300-US/CA. 305-WWiKE) KU EsH
EMAERE (307-WW. 309-WWHER)

(1) AR DK R HEZNHE
BUMEVERZ G - Rz R AR R 2 0h R & L 72 AN — S A L
FRE N OV (2 & 2 T S R 2 R S & L 72 iy TR BV C
M &N -T2 2%, 7vruax s asRi, 73 REEROI b, 2
S LA > PUTH S VT 0 43 BE T L2500 3 B A O i R K OS] S sl 8 (3 L
TorB)THDY,

[V SYES LICESOHES

IR g
S e /N % n/N %
Acinetobacter calcoaceticus/baumannii 7/9 77.8 6/9 66.7
Citrobacter koseri 1/1 100.0 1/1 100.0
Enterobacter cloacae 2/2 100.0 2/2 100.0
Escherichia coli 4/6 66.7 5/6 83.3
Klebsiella pneumoniae 3/4 75.0 3/4 75.0

(2) BRALAEEE TCOHBERER OERKIIR
MEMETE R R - e 8 B AR E B A R R & L 7oy e A Z B M
BN OV PR S & 2 B RGeS 2 5 G & L 7ol s AR 12 B 1) %
SEER A 2 ARKI ORI RIDTOLBY TH LY,

o HER n/N HHEE (%)
Escherichia coli 29/36 80.6
Klebsiella pneumoniae 12/14 85.7
Enterobacter cloacae 10/12 83.3
Acinetobacter baumannii * 14/17 82.4

a: ZHIMER % &t

(3) HBRELAETE T ORI DM E T DERFRZIR
WMEVERZRG - 28 iR SRR R A R 2 0 R & L 7 v d s T e e
AR O ER N & 2 FAEEAE R E 2 R & L7zl s AR BT
M S NZESBLEA: 77T AV S AT YEAcinetobacter baumannif\Zxy
T HARKNOBFEHEEIUTOEB) TH LY,

Sy n/N B (%)
Escherichia coli 4/5 80.0
Klebsiella pneumoniae 4/5 80.0
Z it EAcinetobacter baumannii 11/13 84.6

(4) BFEREZEICHHE % R BRI BER COERRZIR
BOMEVERZ G - BB AL E AR 2ot R & L 72 o A B L
BRI B\ TP HE 1 2 7R L 72530 HERR 03 2 AH O BRIR S R (3 2L
ToLB)THDEY,



CAZ IPM LVFX TOB PIPC/TAZ AZT

[RE3 [GiRES [GiRE3 T TR 1 [GGRE

n/N n/N n/N n/N n/N n/N

S HER bR b ER B E B
Escherichia coli 0/0 0/0 2/4 2/3 0/0 ND

ND : MICO#fll5E HF Hi

(ERE%R. BERENIRE. REZRZ)

17.1.2 B ETH_EEHRIEERR (301-WW. 306-WW) KU iE5E THER
B (307-WW. 309-WW3HER)

(1) BICER| DERKR R OHEZEHR
TEMEVENEIE IR G B 2k R & L 72l d o T — 5 S M el s I OV P T
12 & 2 EE R G E B 2t R & L7l b s AR I B v a7z p-
75 LG TNA X a R T ERERRO S B, 2580 EoPuRHEC
i VD 43 BN 2 ARF DR K IR F R RIEA T oL BY) TH B,

SRS T 27 R

it (GRS
Sy B n/N % n/N %
Acinetobacter calcoaceticus/baumannii 3/3 100.0 3/3 100.0
Citrobacter freundii 1/1 100.0 1/1 100.0
Enterobacter cloacae 171 100.0 1/1 100.0
Escherichia coli 10/16 62.5 10/16 62.5
Klebsiella pneumoniae 7/8 87.5 7/8 87.5

B-527 % 0FR (75T YL I MIC232ug/mL, A 3% L4 MIC>16 4 g/mL, EXT ¥
VY /F N F N MIC2128 ug/mLIIE T Ak LA F 4 MIC>32ug/mL), 7V u
sayk (LAR7a3Y > »  MIC28ug/mL). 7 3 /EHEGRR (F 79~ 4> MIC=
16ug/mL) OFMOIMEHED ) B, 2R I E L7z,
(2) BRELIEEE TOLBER DEERNE
BUMEVE NN N RS B & R R & L 7zl 88 AN 5 S i el B e O 2k
W & 2 FEBE B 2 AR & L 72 ilid b e TAHRRER I B % 0 BE v 12k 5
HARFNOERMFEIZUTOLEBY TH B,

i) n/N B (%)
Escherichia coli 284/336 84.5
Citrobacter freundii 12/16 75.0
Klebsiella pneumoniae 42/47 89.4
Klebsiella oxytoca 19/20 95.0
Enterobacter cloacae 15/17 88.2

a : ESBLEEA HibR % &t

(3) BEELAESEE T DEEA D4 E T DEERZN R
TR e P R JE S 2 et S & L 7 A A TR — T B MR L s e O
12X B EIERYERE N R E L2l S TR IC B W TR S vz
ESBLEA 7T L&MW St 1%Acinetobacter baumannii\Zx$ 3 % ARH] D
BER BRI T EBY) TH B,

ST n/N HHEE (%)
Escherichia coli 7/13 53.8
Klebsiella pneumoniae 6/7 85.7
A cinetobacter baumannii 4/4 100.0

(4) BEREEICTHMEE T BRERIBEE COBRKIR
PN N IPE NS B 2o R & L 72id B T — BB MU BRI 5\ Ttk
DOFRHIZME R R L7253 BRI RS 5 AF OEERA RIZ L F o L BY) TH 21,
CAZ IPM  LVFX TOB PIPC/TAZ AZT
i} i1 [[F§E iR g8 (g8

n/N n/N n/N n/N n/N n/N

S HE bR bR PR B BT THHE
Escherichia coli 6/6 0/0 30/38 12/18 2/4 9/10
Citrobacter freundil 2/2 0/0 0/0 1/2 0/0 2/2
Klebsiella pneumoniae 4/5 0/0 3/3 5/6 1/1 5/6
Enterobacter cloacae 3/5 0/0 0/0 1/1 2/3 2/3
Acinetobacter 4/4 0/0 2/2 3/3 5/5 7

calcoaceticus/baumannii

CAZ: 75TV A, IPM: A4 I~4 A, LVFX: LR70%% 2 v TOB: b7Iv A4,

PIPC/TAZ : ¥XF ) ¥ /5N 5 A, AZT - TA LA F 4

17.3 2 0Oft

17.3.1 BHENHEROBEVAERKRER GHILLBXIEHR) (CHT2kTE
FrA 7)) v LR IREE & o HE A BRET L 725 TIAHRUR f OV45 IV AHEABR1 3505k
2BV BIETER OREER RO T O BB O & R LI ST E -
PRI O A 7 ke L BROE A T O N R L 721, [8.25: ]

55 TLAH SR K OF 45 IV AT USRS 334 F % B L 58 0 1 7 ) SR AATT I OVZS 3 0 SR AT

HENo  FUrYA 7)Y JOEES VA7 B%EHEXH  EE AR
= FE S E S
A 7 S A . FWH HA

Bi% wH B BE
300-US/CA 5 292 1 281 0.0136

[-0.0029 ; 7.75  10.79

0.0300]
301-WW 19 413 14 412 0.012 [-0.0147 : 11.16 4.08
0.0388]
305-WW 1 274 0 269 0.0036 [-0.0065 : 7.35 28.52
0.0138]
306-WW 7 404 7 413 0.0004 [-0.0174 : 11.06 9.19
0.0182]
307-WW noo1s 2 43 0.0394 [-0.0401: 1.74  0.46
0.1189]
308-WW 5 28 6 210 -0.005 [-0.0352: 5.66 3.0
0.0261]
311-WW 66 467 57 467 0.0193 [-0.0241 : 12.64 1.55
0.0626]
313-WW 7 216 5 212 0.0088 [-0.0224 : 5.79 2.99
0.0400]
315-WW 11 232 7 235 0.0176 [-0.0173 : 6.32 2.39
0.0526]
316-CN 1 97 0 102 0.0103 [-0.0175 : 2.69 3.78
0.0381]
319-WW 7 553 3 508 0.0068 [-0.0047 : 14.33  22.19
0.0182]
400-WW 4 236 3 231 0.004 [-0.0180 : 6.32 6.01
0.0260]
900-WW 6 268 5 263 0.0034 [-0.0208 : 7.19 4.97
0.0276]
1A .
’#7 GUEERE 2 it
[FERHE T IV 0.0089 [8e-04 : 2.1506 0.0315
0.0171]
EENRET IV 0.0063 [1e-03 : 2.3054 0.0211
0.0117]

FERITEOWCIZE - 2HREH (%) RO TEHRDE

FrHA 7)) VR x IR R DY
3w n/N % n/N % % (95%EHAK )
€SSST 12/834 1.4 6/813 0.7 0.7 (0.5, 1.9)
cIAT 42/1382 3.0 31/1393 2.2 0.8 (-0.4, 2.1)
CAP 12/424 2.8 11/422 2.6 0.2 (-2.3, 2.7)
HAP 66/467 14.1 57/467 12.2 1.9 (-2.6, 6.4)
Non-VAP” 41/336 12.2 42/345 12.2 0.0 (-5.1, 5.2)
VAPY 25/131 19.1 15/122 12.3 6.8 (-2.9, 16.2)
RP 11/128 8.6 2/43 4.7 3.9 (9.1, 11.6)
DFI 7/553 1.3 3/508 0.6 0.7 (-0.8, 2.2)
EEIS 150/3788 4.0 110/3646 3.0 0.9 (0.1, 1.8) ¢

CAP = Community-acquired pneumonia i {1 ili % ; cIAI = Complicated intra-abdominal
infections 17 P4 BE IS N I 4 i 5 ¢SSST = Complicated skin and skin structure infections
WIMEVERZ RS - R BREDRR R e © HAP = Hospital-acquired pneumonia Feifi%s : VAP =
Ventilator-associated pneumonia A LI #3B i ¢ | RP = Resistant pathogen MM 12
£ % E4IE (MRSAJ O'VRERGHSE A & L72)  DFI=Diabetic foot infections # /K37
SR &G RE
at FrA 7)) YRR ORI C OB E O
b 1 eI DY T 7 V=T
¢ IBHBSH RO RIZOWT, 28 - 7F ) P ADOFPE W THE L 22 2koe s
HDHEIL0.6% (9B5WEMIKMO0.1-1.2%) THo7zo
cSSSIF B (300-US/CA. 305-WW. 900-WW ik B ). cIATRt Bk (301-WW. 306-WW,
315-WW. 316-CN. 400-WW 3 5%). CAP#ER (308-WW. 313-WWik5k). HAP#H B
(311-WWikBf) . M AR (307-WWakhBf) . HEFRIEIE LB (319-WWakhk,
FEMEOHEAMDT) &t

18. Zshk®
18.1 fEFRA#FF
FrHA ) E I A7)y ET) VT I FEEICER S &7
TN A ) RUEMETH B AHNL ) Ry — A BHEIC XY P
HABET 50, CORNFMTH L) KV —£30SH7T2=v h~OKE
BT NI A 20 VRPUEW B L ZRA D720, VAR Y — A ERIEA]
PER Y Tewvo /T b I A 20 ViR A TR 5. TS, ARFOF)
Bk, BN OLR, REIRM -5 7 ¥ ~—¥ (ESBL), ¥/ 03I A1
FHEHAR > 70 DNAY ¥ A L—AOERE 7 b T4 7)) Vg DAt ol
RS OB T 1Y,



18.2 HEER

18.2.1 KIBH. 7L 7V 298, To7unsy—Jg, ¥ hansy—Jg, 7
DI F =R ED YT AEMERICN L CHEEN 27573 (0 vitro) ¥,

18.2.2 ZHIHMET ¥ 4 bN2 & — ESBLEEA AW E. AmpCll -5 27 ¥~ —
PREAMEBE 2 EOZRMWE Y 7 A BWH IS L CEER 27T (o

VI’th) 13‘14>o

19. BRSBTS EEFHME

— B9 %R - F A 2 1)~ (Tigecycline)

b4+ (4S,4aS,5ak, 12aS) -4, 7-bis (dimethylamino) -9~
[[[(1,1-dimethylethyl) amino]acetyl]lamino]-3,10,12,12a-tetrahydroxy-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotetracene-2-carboxamide

733 1 CoHaoN50s

53 Fi 585,65

PEIR 202N EOHERTH Lo Rl KIZET LTV,

e >rs .

Do

21. ERRRMH
HARNTOHEGRHFESHBO TROEN TN D Z &b, BERER, —EHo
REFNCARD T — ¥ DR SN D £ TORIL, ER 20 SR &
FERT LI ED . AHFEMEFOTRERZITRS 5 £ L b2, KA
BEWER AT 27— & 2 FHNPUE L AR OB FEIZLE R
HEZ#HLDLZ L,

22. 9%
NA 7w
23. EEXW
1) HEE  BARNEFEBRAZ TR E Lz N5 35 (2012459 H 28 H K
., CTD 2.7.2.2.1.4) [1.20120821001]
2)  AEPVER AN E S b L7 S B (20124E9 H 28 H KR,
CTD 2.7.2.2.1.6) [1.20120821002]
3) AR A (2012459028 H&RE, CTD 2.7.2.2.1.9. 2.7.2.2.1.10,
2.7.2.2.1.11. 2.7.2.3.2) [1.20120821003]

4) AR AR (20124F9H 28 HKF2, CTD 2.7.2.3.3)  [1.20120821004]
5) FEPREEL R OFAE P Pk (2012429 H 28 H7KEE, CTD 2.7.2.3.4)
[1.20120821005]
6) ALNER AR ERE 2B A W EEE (20124°9H 28 H &2, CTD
2.7.2.2.2.3) [1.20120821006]
7) FENEE B S EH 2B 2 S ENE (201249 28 H KRR, CTD
2.7.2.2.2.2) [1.20120821007]
8) AEAEHL  AEERRIIC B 2 ERE (20129F9 H 28 HRFE. CTD
2.7.2.2.2.1) [1.20120821008]
9)  ALNERE : MTHEERCR - R R R B 2 i R & L 7 ERARHER (2012
E9H28HA&GE. CTD 2.7.3.A) [1.20120821009]
AEPER BRI PE N GE 2 i S & L 7 BRREER (2012479 H 28 H 7
iZ. CTD 2.7.3.B) [1.20120821010]
11) W - BIAEREBEOIEG 7 — 4 (20124F9H 28 H 7K, CTD
2.7.4.2.1.2.2.3) [1.20120821011]
12) Olson MW, et al. : Antimicrob Agents Chemother. 2006 : 50 (6) :
2156-2166
Halstead DC, et al. :J Infect. 2007 ; 55 : 49-57
Biedenbach D], et al. : Diagn Microbiol Infect Dis. 2001 ; 40 : 173-177
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24, XBFRERVEVEDES
77 AR A Rty —
T151-8589 HULUHRULA X M4 AR3-22-7
FATEH S A YV 0120-664-467
FAX 03-3379-3053

2. WEHERES
26.1 BEHT
T71 Y- att

REHBHEAXNRLAK3-22-7




QBRI
007
PAA160246



¥20194E 12 GET (56 2 )
20194F 1 JI1Enk

WINIY 5o smmm

AT BB i  TERL — PRAAE DAL )5 28
[MESURCi h aReipa

Iy e, 2~8TC
IR« 34E
FEFTIIBR = HMAAF 12 REIR

B-7 7 a2~ —tHEFEESMENERE 876139
KB 5| 23100AMX00005000
JE i I 20194¢ 2 A
B 5% A 1A 20195 6 B
| b BE 3B 20194121

ZERBAXA®™ Combination for Intravenous Drip Infusion
EHEBEEVNTELF NI L - £ T MOV URERIE

HABE R B &

€9 MSD

B R ROBEICRES LAV E)]
(DARFIORE S X Et 7 = 2 FJPrAW R LB HBOE O B
FEDH b BE
QD p-5 7 % ZRPAEWE (=) VR, HIIRRE
2REE) I LEERMBE (7F74 7% —, EE
DGR OO S 5 BE

(A% - 1K)

W5t 44 N 7 O S
e IR I NF YL S
HRR S DX 7 b O R
HITE WHH ON14 T7v)
e, FIINT H LF MY A53Tmg (5N
(1rggq | Z2ELT50mg) /&7 bu > Gl
1,147mg (&7 bua¥ > & LT1,000mg)
Elis : i
S kK 7 T /MZl_mg\ iki[:ﬁ' F;} AN
487mg. L-7 V¥ = Vit
pH 4.8~7.0
ZE I %2 CEMAEERICT5I0)
PEIR H~TF i opR

[%hEE - HE]
¥ GEICER)
AENCEMEOL U KER. KBE. Y bONTE2—B, 7L T
ISE. I>TAanNyE2—B. ES5F7B. 7ATIXE. 127
I CHHE., FIEE
¥ GEISE)
BumE, B, BERER. BEBR. BEX. BERERES. BERX.
FFiE%

<KHEE - HRICBIE Y ZEHLDIEE>
(DAKOMAIZE L TIX, f-9 27 ¥~ —FYDOM5REZ SN,
AFNEEOFRNEIZ X B2 IEIETH LI GTH
(EO
®QMEDEE, BERBRONEBEAMRBETH -2k
EE . Y RBREICHEEG T2 (HRKE] 0HS

ﬁﬁ)@

(B - HE]

s (EEpER. BERBR. EER. BEARE. BEX. FES
BE. RAICIE1E1.5g (2Y N2 LE0LTC0.5g 7 hEY
ELT1g %#1B3E6E0ADTTHBEEHET 5,

G, BEKA. BREARE. BEL FRECHLTE,. X hEz
- IVESREHAT S 2 &,

s (BUmE, BEA)

BE. BRAICIR1EI3g (#YNI42LELTIg /7 bAOY L E

O MERKROCBIMIEDOS; & AR OBCHAESZH T2, L8
WIS LT 5 A B PE RN PURIGTE 2 A 3 2wt 2 38550 % OF
ML T x ) 2 & (R 0HESR).

(4)BHEmEBE ED & 5 % (CLaAS0mL/minBL F) (2% LTl
TEESEZIAROMBEZ R T 2L ((EELRLERWE
] TEYERE] oHSBR),

w(ERA. BEBR. BEX. BEENES. BEX. FES

JVT7TFZU YT
7 VA (CLCR)T

AH P 5-f

30~50mL/min 1 M750mg? % 1 H 3 [#%5-
15~29mL/min 1 m375mg? % 1 H 3 W5
R | 1 E150meY % 1H 3., 27 L,

B s WD ART50mg? &35 2 & (MLikE
- HrSEHtE H BT T #2080 0012455 o

1) A#I750mg (¥ V37 % 2250mg, &7 b T+ »500mg)
2) AHI375mg (¥ V327 ¥ 5125mg. &7 b aH# 2 250mg)
3) A#I150mg (¥ V37 # 250mg. £ 7 FEH100mg)

X (BUMAE, BiA)

JVTF=2U7
YA (CLa) ¥

A

11.5gY Z 1 H 3 M5
1[M750mg? % 1 H 3 ml#%5-

" . | 1F50mey % 11 3B 727 L,
MILEMROTEE | yybioss 255 £ 45 & (LIGED
Bt GRS B AT T B A\ 5)

1) A#I1.5g (V"2 % 20.5g, 7 raH¥Fr1lg)

2) A#FI750mg (¥ V37 % 2250mg. £ 7 b T 2 500mg)
3) A#J450mg (¥ V32 ¥ 2150mg. £ 7 F EH »300mg)
4) AHKN2.25g (¥ V)37 ¥ 10.75g. &7 buat1.5g)

T Cockeroft-Gaultz12 X 9 % L 72CLcr

FwIho M L6052 T3 5,

§ CLa?15mL/minAii TIHLHEN 2 L T AaWwWBHIIBIT S
BRI RO E 22 57— 2 135N T v v,

30~50mL/min

15~29mL/min

LT2g) %1H3E60ANTHEHET S,

<HZE - HEICEET 2ERLEOFR

W AF OB H 72> Tlx, HEROFBEZF <7z, i
Hl e UCRZ M2 R L. BN OB L0325/ NEO M
MokGIcE Db L,

Q) Mg, MERENIRE . MHEEk, MR B Z G e LA
FI I 5 0 A7 B YR etk o T 2 Hi & L 72 BRR
AREIIFER L T (THRKRE] oESMR) . Bk,
BEE RS, AR5, IFIRESIC BT, PR A 4 b=
F = VIERHE O - &, B EoEESE. 2 bo
= F = VIEEHE OB SCGEICHE ) 2 &,

[ER LEDEE]
1. [EEHRES (ROBEICIIBEEIZERETS &)

W7z 2RPUND -5 7 % ARGEWE (=) V%, P
WSANRR LR 10 LEBOE DR D H 5 B [
ISHEDRD SN TWAHOT, RIS T5 2 &, AHNH
L7+ 749Fy—2dbbbngaid, &5 2hkL, #
YR LE 2479 2 ko)

) B HREREDH L HBE (7 PaF Ly ROY NS ¥ ADIL
SEHRR AN T %720, HEHRfissEzEch s (HEk - H
WICHET 2 M EoiEE | [HEREARNEE ] 0HESBR),]

2.EELEARNIE

(AKX BT avr, TH749F Y —DOREREEICTH
TELHENLRVDOT, ROfEEE2 L L,
DENICHAERESE IO OWTH a2 MEZair) 2 k. B,

EWEHSEICE 27 LVF ISR TSI L,
DFGITELTIE, BTy gy 78T HELED L
LR LTHBL T &,
GBI, LG T HE T, BFERZLHOREIR &,
TR BRI 2 KIS, BGHAE RIS
BEHIE,



Q) ARHN O 54 F O 5-inid, BRI B 2 i 2
e (T IRICBET 2 EoEE] MEREkES ] o
HBR) .

3. HHE1EH

TN FLNIERT = bS5 AKR—F— (OATIR U

OAT3) OIETH 5,

HAEE (FRICERTZ2E)

S 40 45 AR - 7 i

B - ek

THANL Y FRER
M 7 % B 5 %
ZLizky, YN
7 5 KOl EEE R
FEE2EEZD
N

FA S AN LAV E FNGES
WAERL, &N
VEENO) K LIk
ZERE®LBZN
WH5bo

4. BIfER

ERREER (AERR)

XM RBBAERERUESEMEEABLAERE R EL
755 MABEER)

TR PR B R L B OB M I e P E R 2 i e e L7z
[ A AR FRER I B\ T RFI O 5% 5213 7221465173961 (18.2
%) \ZEIER SRS biz. ERfIfERIZALTHMISHE (7.0
%)+ ASTHMISHE (7.0%). THIOB (4.2%). 36 (1.4
%), y-GTPHM3H (1.4%) TH -7

M VE PR Ik i R B OV PE I e N IR e B A R & L
7 E MAHREBRIC BT, AF 0% 5% 1) 721,00261 719361
(9.3%) \WZEIWERZSZ O 5ize EREWEIEECL7THE (1.7%).
THIL6H (1.6%). SEFE14H0 (1.4%). ASTHIMION (1.0%)

Tho7o
MAIRREEBE L VIRAMABEEENRE LAEHERER
5 MEEER)

REN D5 % 213 7236161113861 (10.5%) ICEITEA 2SS 5
Foo ERFEMEHIETHIAB (1.1%), ZHAMYTII L - T4 T4
VKRB AB (1.1%), HEEE LA 460 (1.1%). R
B ap (1.1%) Thoiz,

() EXLEIEA

Doavy, 7F747x%2— (BEARWW) : Yav s, 7
FT74TF V= HEOEELBEIERS DD Hb b Z LM
HHDOT, BIgE 51TV, REIRD LN HE12E
BGEPIEL, Y RREZITH L,

¥2)7OX M) T YL - T4 T4 LABR (0.4%) : 7B
FN)TIT L T4 74 Y VRIBEBDEDNDLZ LD D
DT, . B O TR D S bNaiciddks 2z ik
L. @Y R0EX47H) 2 &,

%3 BMBEE (0.1%) : 2UBEENSSDLNLI LI H S
DT, WHEPED SN RG 2T A4, #
Y% 479 2 & ([EELIEARNTE] OHEBH),

MA) M CHEEEARE) @ MM 5bhb I ehdbbD

T, WHEAEED SN B R iE 21T S &
1B TS S M zEIEH

% (2) Z D DEIEA
KD KD HEIWEH RS &N 78E120&, RIS C i)
BRAEZIT) 2 &,

1 %MLk BEAH

JE I [ H v I EHE (PIRE A v D T RERD
U4l TESRIE A v YV ER ). BREE
SiE REEG, 7O A M) YA - Ty

74 LY
LiiIRTS 0N L, NEFOE VEL, BEREZN
PIRZAY Aifin, i/ N
i
(030 A ) Y ANE., FIpE, K~ 27 %
SRR ¥y AGE, KDY ¥ ERIAE
B A i 5 A% AIRIE
R R | B FEED v
S
ol 5 LB, SR, PoOE
I B 5 AR

6.

1%Lk AN
- % 2 IV ] e
ok yq0)
L B i 5
BBEE | TR G| W R MR B, RN,
AR R, $h. RS L R
AP0 9. agtEE. BRRESIREE,
B2 T ALk ZHRENRE, BIREE, YT~
s b—=F AR5 HNE
— - & EAGBAEALBE. JEAGBALZIE,. JEA
Ly i 5 K AL A . T AR AR
O 5.1 iR 2, TEAFRALZ D FERK, AR
[ARRINGS AN N N Y VAR IR DN 1 A
. SR REES. EE
WM | ASTHE N, | Murp AI-PHEIN.  »-GTPHAIN. HFk&fE
ALTHN WARE, b U AT IF—¥ EH,
ya X bV LKA
. ElmEANDERES

FHE T BB RN T L T 5720, R B#IUCIEE
BERLETH L, FREREEZIT) L EZEHTH Y., FHEC
B CCHEEZMREST A2 (k- HEICEES 260 LoiE
B [HEEREARNEE] omEsl), [FAldE L LTEE» S
Pl S N5, BHEREMET LTS EETIX, BIERO%RE) 2
IWEELBENED D]

TR, EiR. BILBEADIERS

¥ (DI AR L T A R0 H 2 I A2k, E# LR

7.

8.

9.

10.

PEASfERtE % L2 B SN DA IC0ABEG T LI L,
R O 5§ 2 RAeTEREY. L TWiewv, 7 hay
UHEWICBVCIREA @B T 208 ) IR TH L, b
T raFrOBYWER (5 8 I2BWT, IR L ORI
MH2300mg/kg/H (KR#KI3g (#2758 h1g, 7 b1

F Y 2g) 605450 CHIMEHE T 8 Wi & 2 W ER G- L7z

Bot7 ruV roRBRHREE TH2HE) 2S5 L

7o & &L AEBR60H o WA NI HEEE B T BUG DR N A3 &

n7zo]

QBEAT O ANTIE. BRADEZAOH ML BBOEGHE LOH
WHEEBEL, RFOFKG 2k LA 520, BALE I
LAKI 23535000528, (PN T LARTET F
T oAt IR ABAITT 2 A TH 5, ]

NREADIE

R AREE, HraR, 2B, PRGI/NBISH T 5 2atE Ry

ARV LT v, [l REERAS 2 ]

FERBERERICRIZTHE

W7 — A ARBEE BT 52 L05H 5,

BERE

MR G, RA OB E Ik Uy — 80 2 RHE R & 4T

I T & ARFNIMAENIC L D IEKRAD» SR SN S, KHIT50mg

(# V827 % £250mg. &7 PO 2500mg) % KEIEALEE

WG L72RETlE. ¥ U NT ¥ ADR56%. 7V Ns & At

PM1DHI51%. £ 7 b aH > DFI66% HENT I L Y BrES D,

BEARLOEE

(1) SRR
DARFAN 184 7 MIZD & 10mL O 75 K S A B AT %

s Wo D LR RETHEMBT S A Ef11.4mL),
COBBEREEERSE LAV &,

2) IR R T, BIREA D N T v b e (H i
YA LER) ). ARAEEE5% T K
BEESH100mL O 255N » ZIZEA L. AT 5o

(2) HIREDORIFRS
KANIPAFF % & F oo SRR 1325° CLLUF TIX 24 B LI,
2~8CTIX4HUMIZHRAL, difsehwnwal,

Q) EAZEIE
D#H & DRGIMT S L, (REZBLLOF—FIZRsh
TWhs)

(4) #5501
AAEN ORI BB TR IR E M O O 2L 257 v
RT AL, MMBOWITEA~MECENTH L, B
R IR E RN H - AR H L 2w &,




[E4nEhaE
1. MR
(1) BE#Es
H AR NAERER N S ARH] 2 6055 70 F TRl fHE CHUp S Lzl & N
AR T MOV OEYBTEANT A - ERIIIRT ¥
5 BROET b O Y DCnan i AU Cow 2R L CHIII L 722,

EA4

HANZ & & NP0 E 2 265 LT\ 2 Be NI 98 B IS AH 3 g% 60

5324 C RO C 8 I & & WS AR - L 72 BR o0 5 W AR I D 36

BN T A =5 [BATT3 GRITAS) % %%) ]

F1  HARMNERRACAHIL . 5g)% UF3.0g% 6055 4T T 2k e CHU % 5
L72BROIEMEIRE ST X — 5 [ROTEY GRITETIRE%)]
LAINAYE N 7 haFr
S 1.5g" 3.0g* 1.5¢" 3.0g*
B8 10 9 10 9
Cmax (ug/mL) |16.9 (14.7) | 32.7 (12.2) | 71.1 (14.3) | 132 (8.1)
AUCo = 22.0 (22.2) | 41.5 (14.1) | 154 (12.6) | 292 (11.9)
(ug + hr/mL)
tvz (hr) 0.584(13.8) | 0.581 (6.0) | 1.83 (8.3) | 1.81 (8.4)
T HVNs 5 00.5gk 7 ha¥1.0g
FHYNTF ALK e T PO L2 0g

X VLTF=r )T T Y AN180mL/minbl Lo EAEHH (106]) IS4

#l 3 g% 605 A1 CRIMEHE CHE S LBED s Ny ¥ ARt T

PO ORYBIE ST X =5 HRK2IIRT EHR Y VN ¥ LD

I v BE VS 8 I ] O $2 - I B D 60% 12 P72 5 T 1 wg/mLi & ffEFE L

Tz, R 7 b ay > olbEr iR 8 I i O 35 [ B D 70%12

D725 T8 ug/mLBEMEFF L Tz WHEAT—%)%,

XE2 VLT F=r YT 5 Y AH180mL/minbl LD EhEEH ICAH 3 g%

6053 72\ TR i CHLBR G- L 72 BR O S BYRE ST A — & [T

39 (95%EHIX )]

§IINY 5 A 7 oy
JE:S 10 10
Cumax (ug/mL) 17.4 (13.5,22.5) 68.9 (55.0,86.5)
(Nﬁﬂﬁxm) 34.8 (21.7,55.9)* 223 (152, 327)
trz_(hr) 1.47 (43.5)% 2.59 (51.1)*
T 96l

TR ZEENR R %

% (2 RiEHRS

FEI P9 465 TAR RRBRIS 35\ T H AR A O B3 1 PR I e S8 3 I OV IR
i AR S R A S AHI L. 5g % 6075 22 V) C Rl C 8 B & & 12 AR
B LB, RREREEMBEMATIZIE D Y VN S AR LT b
T Y OERARER OSEWBE ST A — 5 2K 3ITIRTY,

B IE [A 2 MAHBBR IS B W CHAANZ S ARG 2 A LTV

B A S 3 (AR 3 g% 6093 213 C R i C 8 IR & & 1S AR -

LB, BHEREEY BRI IO S YN S A /R 7 b ay

v OEF IR O BIRE ST X — 5 2 £ 41TRTY,

3 HARN OB IR i &G J 8 e O e 1 MBI PR I e S8 3 LS AR A
1.5g% 60552\ F T Ri A C© 8 Rl & & S R 5 L 72 KR o0 s IR T
R OIEWIRE ST X — & [FAFY GRITEIIRE%) ]
TUHEVE PR i I e (B TV ISR Y IR i
FINZEZN | kT haYY | FIUNTF L | kT bay
% 103 103 97 97
Cox 18.7 (36.5) | 72.7 (32.8) | 17.8 (53.6) | 63.0 (47.0)
(ug/mL)
AUCuau. ss
(ug - hr/mL) 32.7 (42.1) 215 (33.0) 31.1 (68.8) 179 (49.2)
tiz (hr) 1.34 (22.3) | 2.68 (28.3) | 1.35 (31.4) | 2.40 (28.1)

) 2V7F=r 70T T Y AH30~50mL/min® BH TIEAH750me % 4%
L7z (T5 Fhkhem &3 ] omzm)

AV E EN 7 by
P 247 247
Comas (ug/mL) 24.2 (41.6) 96.1 (43.3)
AUCuu s
(ug - hr/mL) 56.1 (73.7) 341 (55.2)
tiz (hr) 2.89 (40.0) 3.48 (46.2)

W V7 F=r )75 Y AH50mL/minl@OBHDF— 5

2. 9% (AEAT—%)

b P TOMMEAKERIIY I NZ ¥ AH5H30%. L7 baHr%16%
~21%Tdh b WHEMRASIBICAHI 5g% HEIFIRMNPES Lz & & &%
R B 2 5 HROVHME (ZEHRE%) &% V37 ¥ 5 T18.2L (25
%). &7 ba¥rTI3.5L (21%) TH Y. MlgshEE L MFRETH - 729,
Wi e (2261) 1AHK 3 g (LUECLerIZHED TR L2z &) 2605
VT S MR & & NI EHE Lz & & I LB (ELF) ho s s
5 AR T POV ORERESHEEZEL T ZhEn 1 yg/mLl
B8 ug/mLBTH o7z FEMEARIEYOAUCHELE AIHEIHIE Y VN
27 % 5THI0.62, £ 7 IHF Y THO.50TH - 72,

w

R# AHEATF-%)
YN N L-F 7 Y DEROMKDIE & O ARFEER B MRS
ENBT Y, T buFAEEICRZEA L UTURPICHRES 1Y, 13 E
ALR# N,

N

B (AEAT—%)

FINg F N FINT F AMMUHIMI RO 7 b a B E LT
Pl S 2o ARHIL.5g % e AN B PRI IR 5 L7z 2 &, 2 U
75 MFH G EO80% MAKRZE R L LCHiIES . B0 IXREHML &
LCHEl S nszs 7 Mo i3 5-m095% MARE Lk E L TRFIC
Pet s 7z, MRS H%OE7 baFE 0B r ) 75 v A (3.41~6.69L/
hr) 3&HMEZ V75 v A2 (4.10~6.73L/hr) ROIERHEGR L 7 b oy
VOREEAMEEFBRETHE I ENS, LT O IEEHO SR E
HMICE DRI SN D L EZ SNz, BRREDIER 2 RSB 5%
KA LR O, 7 VN7 7 AHF TR, &7 P oo a8
2~ 3HHTH 7Y,

5. BHREREEE NEAT—%)

WRRE, PR OVHEEOBEERES CIXBE R E L ILRL, 4N
7 5 AOMRAIE L 72 AUCOBFI A Z 21 305, 2/ R0 4 1%
12, &7 buy ol Lz AUCORM 2Nl 364, 2.5
BT OB L 72V F720 ZYNZ ¥ AR 7 budrok5Eo
2/3AS ML BN & Y e sy,

TRRE, PP L OV 0 T R B I 506 OM LS BB B IR L AR A % 605570
FCHIEEHE TN G LB & Ny 7 AR 7 b u r o#YyE)
HEIXNT A —F ZHE5ITRT,

#5  EEEL, PAREE R OV B O T B AR R T G O R AR IE IS ARHI 2 60
G CROHEHE CHIE G- L 2B O EMEE ST X2 — 5 RATEY
(A Z B 7% %) ]

CNAVE SN 7 hays
e D Tt
P i Com AUCs= Co AUCs-
(ug/mL) | (ug - hr/mL) | (ug/mL) | (ug - hr/mL)
EEE (CLer 60
. 22.1 34.8 98.7 307
~89mL/min)| 1.5g
(6 1) (15.9) (13.5) (24.7) (10.9)
# (CLcr
. 16.4 27.0 76.0 244
90mL/minkL| 1.5g
) (5T 9.3) (17.3) (13.3) (20.5)
, of% 9<§1LL‘§ Lsg | 264 65.1 8.0 556
min) (7 1) (6.9) (20.9) (25.2) (37.8)
1% (CLcr
. 20.0 32.8 76.1 224
90mL/minkk| 1.5g
) (60 (27.9) (15.8) (51.5) (25.7)
EE (CLcr ) . ) .
. 15.2% 52.4 % 49.9% 537 &
30mL/min#| 750mg
&) (6P1) (22.2) (26.5) (27.8) (23.1)
T O RERE E R L . L OBMITY v I v 7 SR HRREEIE R
&
B SEE AR ES L), ERLOBMITY v F v 77 B
G
§ ST (ZERE %)




6. FTHRERE S
FINT AR T b a IR TR S T AR O R LR
BEOHELZ T EVWEEZ LN,

7. MR EER

(1)In vitroiXk
YNy NIRRT =4 b5 v AK—%— (OATIRUOAT3) @
WHTHD, 2. ¥ VN7 ¥ AlZe FOATIRUOATI#BHEL, #
DICxfti i Z e N118ug/mLI N 147ug/mLTdH - 72,

(2) BRI AR A B (WHE A7 — %)
N AR LT b PR0ATI R FOATIOE (7ut 3
). CYPIA20HEE (7 =4 v) HICCYP3AADOIEE (35T
L) OIEYBREICRITTHEEEK6ITRT),

K6 PRHEEOREMBREI S 5 4K O RHE

PERSEDSEBE T X — 5
[ DEMTHO L
B - % DEAIEE RO
(909% fE 1K )
e A Cous AUCoe
< | 2mg | 15gHEE | 0.83 0.87
7REIF et | sk | 1| 0.631.100 | 0.73,1.00)
200mg 6 0.97 1.10
N WIRELT® | 1 5ot (0.91,1.04) | (1.05,1.16)
i 200mg | SHHTE 6 1.00 1.06
BT (0.93,1.06) | (1.01,1.12)
2mg 16 0.99 1.07
o BRI | ] 5o 0.92,1.07) | (1.02.1.12)
2T omg | 8WMZE " 1.15 1.23
BT (1.06,1.23) | (1.17,1.29)

T AR & 3R T & 127 HIE9E G- L7=Bs o 1 H HIZ# S
B OARHI A S WEN &2 7 HIE19I¥ G- L7z 4 H H IZ#5-
§ AF & MM T &2 7 HIE9EH G- LB 7 H HIZHe -
| AUCo-«iX10%1

[ﬁnn m%ﬁ]

1. ERRRREER

Tl SO DL 98 7 2 W 1S, AHIL.5g% 1 H 311, 7 HIH K
WHEL L X0 ;ﬁfiﬁvkiﬁﬂml‘?% LERHMELT, FEMR
ek EEkER (014388%) % FE0E L 72,

RHFEJE. NPHEST. MEWEPIBESE SRS 2 0hgis, AKHI . 5g TS 2 +
0= = WESHE0.5g% . 1 H 3l 4 ~14HBAEHEL2E 2%
WER O ZENEME T2 2 HIWE LT, EEMIE TR (0133
) &9 L 7.

BREBIZB T BB OERE (0143ER TG TH 7 H H OMBEFRY

8RR BN AR R

FR B R i PV P e

(01475x) * (013kBx) *
L VBRI R - 24/26 (92.3)
KIs T 64/81 (79.0) 38/43 (88.4)
yrunyy—Jg /1 6/6 (100)
A SS 3/8 (37.5) 17/18 (94.4)
IyFunyy—g 1/2 3/4 (75.0)
Ty Ag 5/5 (100) 1/1
FkHE /1 8/9 (889)

% (%)
T Microbiological modified intent-to-treat#[#
% Microbiological intent-to-treat#: 3

X2, B ERR AR
T S OSBRI 98 B 2 M5, AL . 5g% 1 H 3, 7 HE
WEHE L2 L 20RO e e e 752 L2 HWE LT, LERY
O G A i IR & U7 VR 2 AL H ARG AT [ LR A FE h
L7zo 58T H% 7 0 HORNE=M%)E (Microbiological modified intent—
to-treatfE M) &, AHIEET9.0% (313/396%1) K O HEEE70.1% (281/401
@J) Tho7zo
MREESE, FFIRSS. MERE IS SO S B & RIS, AFIL.5gR O A T
0= — VIESHR0.5g%, 1 H 3, 4~14HFH ﬁz&iﬁ?& L7z &0
MR O EEE T A2 LR HINE LT, A BRR AESEZ i &
L 7z 4 2 b = 7 Ml A7 B T SR & S0t U 72 P65 AR %26 ~30H
H oK% % _(Intent-to-treatf£[{) 1&. A+ x Fu =% — )V #83.8
% (399/47661) K UK HETEESS.8% (424/494%1) TdH - 7212,
N TIP3 % 2625 LT 2 BEN I 28272651 (HARAL3BI, 9 b AR#% -
5HEEL) #MRIC, AHI3gx 1 H3M, 8 ~14H Mt LL
XOAMIER OZEMEME T A E2AME LT, AuXRFLEHIRE
U 72 4 2 Al — 7 T BRAR AT BE I SR BB (0087MR) % 2t L 7o ASEAER
Tid, BB S BIGE A 5N — 2 5 4 VO T 5ERE O 384 B AE
512 FTOWMIE, TRXTOREBRE I LT T L BRI T 2 /5
RtEEE () A7) FIOIMBIREORY) 2479 S L BBE STV,
P54 71 7 ~14H HORZF (Intent-to-treatd ) 1, AHIHES4.4%
(197/362f51) F SR} HERESS.3% (194/364%1) Tdh b, F5-BMhH%28H D4
FELH# (Intent-to-treatfl) 13, AFHIEE24.0% (87/362(1) K USx M
25.3% (92/36441) Tdh o 7zo JEKEBIMITE =R R % F 9 1R T,
F AR TORGH T 7 ~14H H OBUIAE 1§ 2 BRZD R (Bl
AT R AER]D) (T ARAKINE24.6% (15/6161) . R IEEEL7.9% (7/3961) TH
D AT SRR R CRiRE SN S4BT IS AHI1E49.2% (30/6161), %t
HERE41.0% (16/3961) T - 7219,

F 9 FEIREIEERRERIC 354 2 J5 DRI A o A 0 2R

B, 0135 ERIZ I G- A28 H H OBRIRRIR) 2L 7TITRT. 72, M A 27 ARl R
PR A BRI R 22 1 R e & 26 8 LR 3710, e 13/51 (84.3)
0143 BE oG T 7 H H OMUMAE L3 % AN 4: (Microbiologically N e
Evaluablef£[H) 1£57.1% (8 /1441) T& 1\ MR #19%h 4 (Microbiologically vrany v —Jg 7/8 (87.5)
Evaluable#i[) 13100% (13/13f) Td -7z, S A
JVITVII)R 80/106 (75.5)
£7  ENEBRRBRICBT 52 H%% I Funy vy —g 12/18 (66.7)
AR 0 5 €I TR 12/19 (63.2)
REEAE (0143880 T | &k 72/95 (75.8) 7u5 Y AR 21/27 (77.8)
BIHETE I 5% 21/26 (80.8) VAR o | 20/22 (90.9)
B R 51/69 (73.9) G 47/63 (74.6)
MR R 22 37/42 (88.1) B (%)
B T 14/27 (51.9) T Microbiological intent-to-treat#
Wi ()
MEEPEGE  (0137386%) ¥ | 41k 87/100 (87.0) 1. mEER
AHNE, L EREE, BAMEEE OB, v hans vy -, 7
Mg g 27/30 (90.0) VIYIGR, TYysuns =g, £I5F T/ 70T ARE). A
Jjia s 8/8 (100) Y TIVI YR, AR L CHUREE T R R T,
2. fEREF
HELIE PR 355 61/68 (89.7) N T 5 Nk DAmbler”? I AADL-F 7 < —¥ (CTX-M,
5 s y ] SHV. TEM) (23 LTHERNZ/2;m3 2 LI2& D &7 b uf o ashiksy
s oB/67 (86.6) WEID 2 EEBCo £ b O3 7 0 AR Y YRR DI

% (%)
T Microbiological modified intent-to-treat#[#
I EPL RS G S 7oL

T MWOR= YY) VREGEREAEICIER L. MRS & B U ORI
JARRTY, RAENG, SRR RMEIRRB-5 2 ¥ < — ¥R Mo 5 1 T D p-
527 %<—+¥ (TEM. SHV. CTX-M. OXA) A 5P BRI 12
U THWEEZ R L. 72, Rtk AmpCrad, WHIMEETE O R
—1) >~ (OprD) XKD B VIFHH A > 7 (MexXY. MexAB) OJuik L
7o RRHE T L L C b PUR IS T &2 R0,



(B2 ICRd 2 EB{EFMFR]

—f% 1 ¥V Nr & 5F Y7 A (Tazobactam Sodium)

L V. V/

14244 © Monosodium (2S, 3S, 5R)-3-methyl-7-0x0-3- (1H-1, 2, 3-triazol-1-
ylmethyl) -4-thia-1-azabicyclo[3. 2. 0Jheptane-2-carboxylate 4,
4-dioxide

43 F3% 1 CloHuNaNaOsS

o 322.27

%R OB~ REOBORET, KICETRT 25— (99.5)
XIE 7 b AEFIZ v,

T

COzNa
0 / 2 /N\

N
L e
e
CHs
A

o ©

—f% 1 &7 baF AR (Ceftolozane Sulfate)

g 5 : CTLZ

12244 : (6R, TR)-3-[ (5-Amino-4- {[2-aminoethyl) carbamoyl] amino} -1-
methyl-1H-pyrazol-2-ium-2-yl) methyl]-7-[ (22)-2- (5-amino-1, 2,
4-thiadiazol-3-y1)-2- {[2-carboxypropan-2-yl) oxy ]iminol
acetamido]-8-oxo-5-thia-1-azabicyclo[4. 2. 0]oct-2-ene-2-
carboxylate monosulfate

533\ ¢ CosHaoN120sS2 + H2SO04

764,77

TR AEOBERT, KCRRETFIZ L AY ) = VIS THITIZ
Ly 2F 7= (99.5) IZIFEAEE TRV,

Al A #9170°C (4R)

X
HsG NH
H c COH B
N )jﬁ ;>7NH o
= S HsC”
S>/ ’ NH,
H.N
ZERESEY
B3N ) A 7 BRI &2 e b, BYNCEET S 2 Lo
(2 #]
NI H R KGR 1034 7Oov
(zgzml

TR RE R o G AR R (REN R
2) F A N NS Gt i [l 35 G-k (RE PR
%3) Mg BA N G AT IR (RN YR
4) AARNEARGEN RS G- Bk (RLE A
¥5) i gBH O RHERESEY BB LR
6) MR RS P 5B (RN RL)
7) Halstenson CE. et al. : J Clin Pharmacol., 1994, 34, 1208-1217
8) Sorgel F. et al. : ] Antimicrob Chemother., 1993, 31 Suppl. A, 39-60
9) %%*ﬁﬁfﬁﬁﬁ%ﬁ%ﬁ (FENER
10) [FEP94E MAHEG AR ARER (0145888 0133kE%) (kL& R
*11) ll’ﬂéﬁﬂl*ﬂl&a AR (014508R) (HEN¥ED)
12) A4 45 TR B (10-04/05:85k,10-08/095kE#k)  (+L: N % *H)
3%13) EIBEILIA &5 T AHEUER  (008aAER) (RN R
14) B b BALSR S SRS 2018, 66, 567-577
15) Moya B et al. : Antimicrob Agents Chemother., 2010, 54, 3933-3937
16) Takeda S et al. : Antimicrob Agents Chemother., 2007, 51, 826-830
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SEPS-ES)

202143 A 1ERk (B P9 1614
RS FIESIE)

B R EIRGRAF
AIHRM : 34

BARERR S EES
876129

REES
FRFTRAA

B-7 7 4 ~— I EAIRL GO B RA
VERET L LSy 2 KR - o SR BARM « ST AXF 2T R Y 4

LAV ) ARG R

RECARBRIO® Combination for Intravenous Drip Infusion

€9 MSD

1. 84

AHIOMHERE OFRERG T2, 15, ZhEEUT N FICBE9
LR KO I8 EEAREANEE] OWEEZHAGO L, #WiE
RIS S = &,

2.2 (ROBHFIZIFESELEWNIE)

2.1 RFNORSY \ZkE UIRBUE OBAERE O & % B

22 o B-7 7 Z LRGUAEWE K LEERREGE (77
4 TR VEOEEDO T LILX -G OBEERDH
LHERE

23 L7 e B Y A EhOBE [10.15K]

7. BERUVAEICHET 3R
TA1BREREOHLIBE [(J V7 F=2 7 U T TR

(CLer) 2390mL/min Kiifi] 12xF LTI FREZSHBITAFID
HBZRET D2 &, 2 BEHENSES L Q5 HBE T
CLr Z#fERT 22 &, [9.2, 16.6.15 0]

IVTF= o VT TR

(CLeg) 1 ENCESEeR
60~89mL/min 1[E]1gY% 1 B 4[E#% 5-
30~59mL/min 1[A10.75g2 % 1 H4[E1 % 5-
15~29mL/min 1[810.5g3% 1 B 4[A] % 5-

1[710.5g9% 1 A 4R 5 (iK%

3. #ARK - R MARENT H oD A B AR A fBE | A 20 B AT L T % e
3.1 fHRk I 5),
R 524 L AAT U FELA SR 1) Afllg (L L 37 % 5200mg, A 4% 5400mg, T A K F 2 400mg)
. < 110. [P 2 150mg, I AKX AL300mg, T A >300m;
GRS a4 L‘*\*”%/ 2 igg;zg(i‘m\ 7755A1(1)321£ 41 ’\CP\T\;rAZ(igt?ag\g 7/?7x 553?;‘/238&;)
AASER T A I ~x bk + Cockeroft-Gault 2012 L 0 HEE L 72 CLer
HARRS ©F252FFhY oA LT RO 09 TRET 5,
NERRE |V LT X AKF263mg (L LT Z L
(A7) (& L“CZSO\mg) A \:“\O*A7kfﬂq?530mg 7.2 CLep 23 15mL/min S8 CHIGENT 2 L TR W EBEFICE
(A I~F L L LTS00mg) /2T AL T F B BRI B OBRIL L 72 55— #1313 LR TR,
UF R U AS3Img (VT AZF L LT
500mg) 8. EERAKRMIE
RNl RIEBAKFET F U 7 520mg 8.1 ARANIDOFEHIL, FEYIE D IGFRIZ 50 70 il & R B A& FF o
AL EDFREDO T TITH T &,
3.2 "E DMK 82 AANCL D a vy, TFH 74 TF—DRELRTEREIC
1K 5544 L VT Y A EA AR R FMTEDFENRNOT, ROFHBEEELELZ L, (11125
albig WAL OSA4T ) ]
pH 6.5~7.6 8.2.1 FHNTBHERE SIS\ T alT 9 2 L, ks,
BB 1 (CEREAMRIRIC N 5 ) PUAME S L 57 VAX—IILPHERT 52 &, [9.1.1,
PR Ha~REAOHAE 9.12%M]

4. MEEXRTFHR

GRS EE)

BENIEMEOKERE., a2 —@, 717 TR,
xrFunyE—jg, vIFTIE. HEEH, TR bR
—J&

o712 L. TS AR PUE SRR & 7R AR IZBR 2
CGEIGIE )

K FRIRILE

5 PREXIIHHRICEEET HFE

5.1 &A%, Ambler 7 7 A AXIZI FACDB-TF I Z~—F

DOREENEZ 5N D HENEIC L DEYIEICEET D2 L,
[18.1. 18.22%&#]

5.2 Bl BE TOLR MR OAIEIRF STz,

6. iR URA=E

WE . RACIELEL25g (L Loy &2 A E LT250mg,/ A
AR E L T500mg,/ > T AL F L LT500mg) % 1 H 4[A]
3053 THRUBEET D,

C confidential

822WHICHLTIT BT a v 7 EITHT D REMLED &
NHHEfREZ LT Z &,

8.2.3 W HBMGN GG TR E T, B 2L OIRIEICIR -
W, FRBIEREITY &, FRC. BHBRAEZ TR EL
BETDHZ L,

8.3 KAIDMHEHICH 7= > Tik, WHEEOFKEEZB -0, K
Al & LTS ME 2R L, JRIR OIRIR BB A2 5/ NR o0 11 /8
DEHIZEEDDZ L,

8.4 HERIFFMEND LMD ENHDHDOT, EMITH
HEEMT D7 PEEE 22T 2 L. (11143 ]

8.5 HERMBEENHSbLNDZ LR DD T, EWIMIC
BEZFERT 570 CBRE 59T 2 &, [11L1L.63 1]
8.6 HELREBEMENDLLNDZ LENHDHDOT, EMITH
HEET D7 CEEE 22T 2 L. (11173 #]

9. HENEREHITHEBICHTHIE
9.1 AHHE - BERFOHIEE
911 D B-Z V2 LRMEMEIZK LABEDCBREED H
HEE
[8.2.1% ]
QN12AKRARIEHEE. RBITKEXWME. P, ERSEDT




SEPS-ES)

LILE—ERZERBILOTIVEEZET HEF

[8.2.1% 4]
QNIIROEMDARLEENIIEROAFBENDESE £ 5IRE
NDENEE
BEETDIATHY 2 &,
EMBHD,

914 TALADBEEH ZWIPIEREREEEZATIE
H

AR RIS I EEREETE . PRIRANEISE O AR AR IR 23
/RS RANEEIRNE

92 BEHEEEESE
WEGEEEET D &, L WL EIREEE.
il 45 D HPARAIRER S Z 0 R0y, [7.1, 111L1ZB ]

9.3 FHfEEES
HEENENTI2BEZNRH D, [11.14, 16.625R]

9.5 1E4%

IR SR LT 2 IR O & B M ICid, 1RIE EoA %S
PEREPEE EE 2 LB SN DEAICOR RS THZ L,
9.6 237

BIR OB RN OCRILRBOASEEZ ZE L, RIL Ok
NIFHIEERFT DO L, A IXNRFAKRNV T AXF UL
MIHF~BIT T2 8D D, LA X ANTT Y FOR
HLPA~BITT D EBRME SN TWVDHD, b ML ~BAT
THMNEIDIIAHTH S,

9.7 INR

NSRS L U R RIS L TUe

9.8 EhE

RS, BEOREAZBBR L ARSHEEICEEGTH 2L,

v I KRZERPHEDPID Z

ABMEEME T LTV 2 @EE TIREERZA S 5bh 3,

AENTEIMR ORI TH 5, 7k, MOFEWE (7 =
L% TV aY RRE) akE LaiREICB 0T,

LD, [822H]

11.1.3 hE MR FIEFLRAEIE (Toxic Epidermal Necrolysis:
TEN). RFS#EIRARAE 152 (Stevens-Johnson SEIEEE) (W1
b R BREY)

11.1.4 EELIFES

BIERFS . BFZe. FFRAE, 3E (Wb EERIH) %o
EERHBERDLDLND Z LB D, [84, 935H]
1.15 )’i"éiﬁigs MMM, PIEEREE (Wb EE
REPED)

W S E e OB RS O RS S E R Wk, PRI
B MO X ARELE . AFERERIE % A0k 5 M MEM Y. PIEJE
BEHERHLDONDLZENDHDH, ZOX D RIERRS Hbh
ARG A2 PIE U, B R RV CHI O 55 O
DIRVE 24T D 2 &,

11.1.6 EELMRES

PLMERIAE, EEEEH], MEERIERE, WitEE D (W
HEEARRE) SO REERMERER S S5bNb L B3b 5,
[8.5% 1]

1M1.7 EELBESE

AMERIEE, JRIE (O PG BRI S50 EES 2B
ERHLONDZEND D, [8.65]

11.1.8 AIEM KB % (BEERIE)

MAEZ RS WEARKIBEDS SbNEZ ENH 5, 5. H
\ O TR D & ONBEITIRE HICE G2 1T 5 7 S
UIRVE 24T D 2 &,

11.1.9 MR HERAR % (HEEERBIHY)

H1) BLAES THLERMBA IR LKA - T ALF Y
T LATHE SN TH D EIER

1.2 ZDHDEIER

B4 I VKR ZICEDHMERRS S bz & OWERD 5, 3%2A E 3%AH BB R
[16.6.35#] JEYUE B Y vV HE
T HUE
10. HHE{ERA iR AO) HFFRERHE 2%
101 BERES BHRALAWLI L) SR
AL S B AAEIR - P TR MR - fERRIA T A AL S i LB BRTIE, B4 3I0K
LT aEr b | RAE ORI X |BERH HfEE RZIER (K7 m hr
RN D LT e RO L VB MGE, g R
TR FRESEKT L, T ) EHX IV BEXRZ
(235 ] AT DFENEDS T JER (FR, AR,
KDL 5D, BRR, M%)
10.2 $EAEE (BHRISEET S 2 L) K fhlEE KR, HEE. B
AL S B AEIR - HE BT IR M - AR T TR R E BEWRE |V AFXIT, LU
By vl [EBORBNWE |HEFRHA PERMAPERS |, Rk, 9. WRGE
EhTunb, E B
Ty uARAS |7 yasSRaomn [ BER (T k) I AR WAL
AN TREN LRI |B0NT, v IR2ZF HIGEE FEMG, AWK, B,
BENALRH D, 1z X0 RHEEE TR, R, R
(DHP-I) 23FRE S 40, PG B O B, O P HRIE.
77 B ARXRAD MR AR HTBE
BEB LA D 2 LA B OYR 1% TR, MR, SR
HEENTVDHY, fis
—fk - 2l RE RN (1B, TRAE, M.
1. glYEA P 5 R OV PBALALEE YRS O ¥R & OV
KOBER S 5D D = & N5 DT BEE AT, CRAIAREIN Gt
HENRD LN E I E S 2P IET 57 SR 0@ a2 e
fioce, HARE B/ LT T Wik ki D . AT HIEER
1.1 EXGEIER =7 i ENNDIVOAT - E N
11.1.1 AR AR AE K 7T AW /BRI - #8% . R
FEA . DRIRAE IR, ERRREE . BRREAC. WERENHL. 8AEL. R s MmERED . ~EZut
A (OPTI B BEERAEY) SRk & bbb 2 2 DN N I
Lnb s, [9.14, 925 N> AST B ALT
MA124399, 7FI745F0— (OFRLHEERIH) 5. LDH F5. Al-
WIHMER & LT, APRER, DONEEER, W, IR, P LS. y-GTP L5
WS, RITXIIIFR R, 2E L, BEEERH b D 2 JRoavel) )—4v

-2 -
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SEPS-ES)

5. BUN L&, g2
L7 F=y ER.
75— LH, ME
F R AMETR, fiE
HY A ER KT

TED BLARY Th DHEHMA ISR LK) - T AZF o F P 7 ATHRES
NTWLREWER

12. BRBRERRICRIEFTEZE
EHE7 — A ARG A 2T 52 WD D,

13. BERS

VLAY Z A A INRAROY T ALY T A3 MG Chi
EEnbHN, WER KT 5 MBENT OF AEIAITH
%, [16.6.1%18]

14. BRLDOIEE

141 EFRFRUROEE

14110 RAENTEARNE 5 ORTNICHRT 52 &,

14.1.2 RKANTAKEMEDMR N2 D LT O IRFNECHE S 2 &,

(1) ARHNAL T o x| AFEEE IT5% T R s
WR100mL O {1 /N v 7 93 B IERE 2ARIC Z 2 10K 10mL
HEW AR E 3 5. ARFNE, FLEEHE & 1L
RLEETHDHDOT, LEEE & AT IRIICER L7202
L,

(2) 1AH OB AEAI10mL & /S T Uz CTHERT 5,

Z OBER A EER G L2 by

iR A X KIR VIR 7218, IR D SA T bHA

BAY XY | FEES0mL O ANy ZITIEA L, AR

T 5,

(4) Z2D/3A T NVAZ2AR B OVEMRARAII0mML 22 T X<
DR, A TAWICIEAIDE T > TN Z L &
RUIBEREAREEIY . Sy ZITHEAL, AR
B L 2D E TRV IEE D,

14.1.3 BHEREREE D B 5 BH  (CLr 2390mL/min i) 1Z%f

L CHEFE 21T 2 Ha1E, PIBICREWARIK 2 55 L 7= .

RNy I TRESBIIAHD HHEWY . BEETLHZ

L,

3

=

CLcr AFIE | %O WEEY %D
720 O] 100mL s/ | SISy 7N
BHE | v I b0k A
TR &
60~89 mL/min 1gY 20mL 80mL
30~59 mL/min 0.75g 40mL 60mL
15~29 mL/min 0.5g% 60mL 40mL
MEENTHOR | 0.5¢3 60mL 40mL
MEresE

1) Afllg (L L/37 % 5200mg, A XK 5400mg, 7 A X F 1 400mg)
2) A#0.75g (L L37 Z 5150mg, A I~XHK A300mg, ¥ 7 A% F-300mg)
3) AF0.5g (L L3 2 5100mg, A I ~2%25200mg, ¥ 7 A F-200mg)

1BAABAEERZZTOT, T uR7 +—) & DOREILEE
F5z L,

14.1.5 FHBLE%I1T30°CLL T TIT4EFRI LA, 2~8°C Tl 2485
DINIZEER L, B S E2nz &,

14.1.6 AF| O AT B Chi AR E K O O ZE LA
ROIERT D Z L ARG ORI TN D HaE BT 505,
O DPRIRIIARFN OB INUTE L 72\, WIRISH TIRE e
BONRHSTGAIIER Lenz &,

14.1.7 ZEB NI IRE O & IRIRFRE IR S THEMT 2 2
L,

15. ZDHDEE

15.1 BRER{E R 12 E D < B3R

ARG BEIZBON T, A ISR ARSI RBFEE
EETDHIENDHD,

C confidential

15.2 JEEGEREAERICE D < fF#R

ARV VIS, B & L FRE ((REmBEREE) o1
IR L VT AL T U BRI ERIRN B G L7l R
{EFTNEITZRD S Ze Do 7223, RIS N L 72 & s
N5,

16. EiEhee

16.1 MeEE

16.1.1 @EERLA

(1) H@EEs

B A A fREER A B HEIC L LR 2 A (125~500mg) & A 2
X2 (500mg) « T AL T (500mg) FATEEE CHRHE
EHEGH LEBEO L LAZ XL A IXRFLBRRS T AL F
VO EEHER A KL, 2 O3, RYEIE T A —F %
FUHITRT, LT H LD Cui MY AUC ol &I B L
THIM U2, £72, VLRI Z LD il AIRIKRENR X
B SNRDo T,

K1 BAMEERABMEIZLL AR XA AL IREL v
T AL Tk S REE COPH BRI B G L7 B0 L LN s &2 A
O IIEPIREHER M+ IR )

100
A= LLI)9AL(125mg) +13R2% L (500mg) - Y5A8F Y (500mg) : n=6
= LLJ{h8L(250mg) +43R% L (500mg) - Y525F (500mg): n=6
B LLJ1HAL(500mg) +434% L (500mg) - Y5A8F (500mg): n=6

mIEHRLLADALRE (ug/mL)

0.1

0 1 2 3 7 8 9 10

4 5 6
5 BB EFRE (hr)

X2 HARMEFEBRABMEICLLARZ ZLAE AL IAARL
T AT & S EHE TP EEIRE LIZBEO A IR LD
MR R R E + AR )

1004

6= LLIIDBL(250mg) +43R% L (500mg) - ©5258F > (500mg): n=6

R LR E (ug/mL)

m3Eh4

0.14

2 3 4
125 B H BRI (hr)



SEPS-ES)

K3 BAMEFERABMEIZLL A XL AL IREL &
T AR Tk i OO EEIR S Lo v I A Z T
O IIEPIREHER M+ HE R 22)

1004

- LLJ\08L(250mg) +43X% L (500mg) - ¥F25F Y (500mg): n=6

M3Eh Y528 F VR E (ug/mL)

0.14

©) an 1) (3)
173 1.90 1.02 0.721
tuz (hr)? 0.0720) | (0.134) | (0.0482) | (0.106)

A IRFLARONS T AZF AL, L L7 Z K250mg & OPF RO
F Ceoi * FRIRPNEE 544 T IRE D ML Hh i B2
I tin SR (BEHER )

16.1.2 lRAAf X R IZ A TIFIRIFBE Sk BE . EHEEEERN
RERE R I IR B E BT
ABARANROSNEAPEBRE N SHELN L LT X ARUA
NERADMIBEFRIET — & & T, TN REN YT
REMRMT 2 S U7, A AR N D BEPN 2 31N TR0 %5 BEEE i
RBAE . KO MEVEREIE N YT ST HENE IR R R
W& AH e SRR COME 2 SIS E B G L 72 B i R TE
TOLLNT ZAROA IR LOHEYTIIE T A —F &k
3T,

3 HARANOBENATSR TN TR EB i R8s KO
T HMEPENGIE PR G S IATHENE PR S R G R (A 2 i
i CRAE B G L 7o BR o REE AR AR ARATT 12 5 < IR
HECTORMBIRE ST X —4& [RTFE) GRATVAICESSE

’ '  Jo 5 s (he) ° ° R %) ]
e N At 2 Sk T HEVERG e PRI i
N TIPIR ZRBEH S | ST M IR B R Y E
F 1 BARAMEBERABMICL LAY ZAE A IR_EL > B B
T AR F 2% i OO RS U 2 BR o KB e < T L LRy RN I~
A= [T TS < EBRE%) | LN I LN I
. g4I | v ES 26 26 81 80
bRz s h Zh | 2Ty AUCo241r 2024 2415 1322 187.7
JH B 125mg | 250mg | 500mg | 500mg | 500mg (ughr/mb) | (SL.1) (23) @7.7) @224)
ik A B < . . Conax 19.2 325 16.0 30.1
(ng/mL) (30.9) (23.8) (24.1) (25.8)
AUCq.., 14.4 296 63.4 49.0 40.0 35 S8 58 32
(ug-hr/mL) () (12) 14 ®) (18) CL (L/hr) (82.5) (60.3) (41.5) (3L.1)
Cooi 723 15.0 326 343 36.5 ) T 0.6 L2 0.6
(ng/mL)t (16) ) (12) 8) (11) ti2 (hr) 0.9) ©.1) 0.5) ©.1)
c 145 141 131 160 196 PO p—
(mL/min) 5) (12) (14) ) (18)
1 (ho)' 1.55 1.71 1.72 1.11 0.865 16.3 9%
0.227) | (0.194) | (0.202) | (0.105) | (0.102) LAY B ADE kOIS 5 A5 EK22% T ) . A

A IRFLARONS T AZF AL, L LAY Z K250mg & OFF RO
F Ceoi : FRIRPNEE 544 T IRE oD ML Hh i 7
g SR (BEHER )

(2 REHE

AANERER A BEIC L L7 Z A (250mg XiE500mg) &
A IR L (500mg) + T AZF L (500mg) A AETEEET
6FFE] Z & ICI4 B DFRIRE B 5 LB EEIREETO L
LT BN A IRXRRARKRNYT AL T DOIRYFREXT A
— B B RKART, WPTHE ST A — & 1%, BEE S L E
BHERFTHUL TRY, ERITbT»rTh o7,

#£2 AARNEERABEICL LA ZLAE AL IRRL -V
T AR F & SEHE TR KER G LI BEo gk Tco
HPBRE ST A — & [EfT ) GRMEEICIE-S < BBtk
$%) ]

. AIRF | VTAHK
PRV N I Fu
JH & 250mg 500mg 500mg 500mg
(ks 3 6 3 3
AUCo.6 e 25.9 54.4 427 34.7
(pg hr/mL) ©) (11) @ ()]
17.6 34.0 37.6 39.2
R
Cooi (ng/mL) (19) (10) (20) (18)
CL (mL/min) 161 153 184 226

IRRABRVTAXF O N TOMBEEAKERITEN
ZIHI20%K R40% T~ 1= (in vitro T —4 ),

B A NEREE A BE GF) 1L Ly Z A (250mg) &1 2
ANF L (500mg) + VT AZF L (500mg) s ERE TORE
M2 &I 14 B RO R 5 U T2 B0 7 & IR AE T O A 2%
(AR 1%, L LRy Z A T24.0L, A S~ %A TI6.2L,
T AEF L TI4O0L ThH o1,

fERERR A (166) 1L L7 2 A (250mg) & A I 4% A
(500mg) + > A Z F > (500mg) % SFHTE O = &
WZEFSEIDHH B 5 LT2BE L LRy Z Bl f IR LD
IR Bkt T DM R EIR A~ IR E (R BRSSO
E) (XRBET, VLAY ZATHA%, A I XKL T55%T
otz OMNEANT —#), LA X LT, B NI DlFas -
FHBRBATYE I Z R TRE S hTunZan,

A IR A, B OV, BINZAR, B MHFE, MEVE. MERE
WBHIR,. 5. B iR, 8. Bk, LitSE~o
BATRRO BTN H29,

16.4 1t

A IR LA EFMEE U2, B OEESE dehydropeptidase-T
(DHP-I) (XD EH &AL, B MRPICHRIES D A I 4%
LDEID IR 0Tz, VTAZT UL OBEREOMEARITSH
D, BTOAIXKLORBEMHT D,

VLAY 2 BFEICREREE LTRSS (B E&D
90%R) . 1F & A ERF IR, b MisEP TR S 73
WEEME L, L LT ZAREMRDO R TH -T2 UHEAN
F—4),

-4 -
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SEPS-ES)

16.5 HEitt
VLRI BN AIRRLKL DY T AXF UL EITE NS
et s n s GHEAT—4),
EHER A (661]) I2L L X7 Z A (250mg) & A 2R A
(500mg) + 7 AXF v (500mg) = XEHES LI, L
NT B BTG BEOO%ENRE(LIEE LT MR
SNtz VAT ZAOVE Y T T 2 A1X135mL/min T
Ho., MmiEs V7T % (148mL/min) & RIRE TH-7-Z
LD, VIR X ADIFT TR TORBE» SN D &
EZbNT, VLA ZLAOIEFBEEBOB 2 VT T v ALk
ﬂ?ﬁi%iﬂmékl@ofwf:_kb% L LT 2 A Bk
TITRERIR A3 720 T e < REBIRIRMAE WS B G- L. A
MFEﬁ“M#@7)77/x@ﬁM%%£wét%zbn
Tro ETo. BEEEREAICL LAY Z L (250mg) & A IR
(500mg) + T AXF > (500mg) & [EHEE LB, A3
NRERLDE3I%J N T AL F 2 DTT%N R RERE L
THEI S N2, A IR AKRNY T AZ T ORI
SKRERIR A8 K OVREBIE RS W i 7 8B 53 %,
16.6 HENDEREHTHEE
16.6.1 BHLREIEE &
T, AR N OVEE R REPE . BT P ORI
SHRFWNCBHEERFICL LA Z AL L IRRAL
T AL T % SR COPH BRI 5 L 72 BR 0 3B RE < Z
A— B HRATTRT, B, PEE R OEEBHEERES IR
FDL LT 2 LD AUC GRATE) 1%, BHREIER & & b
LT, TNENL6, 22K V49EEm NPT, A S XK LD
AUC (BT 1ZFNEN14, 15K 25MEm<, VTR
ZF D AUC M) 122 nEh1.6, 19K VS5.6f%mD
ST, MEHEHTFORMEREBETIE, LT Z L (67
~87%) ., A IR (66~87%) Ny T AZ T (46~56%)
WMEENTIZ L W BRE Sz GAEAT —%), [7.1,13. 2]

F4 B PEEROELEHBERES . WIS OR
AR EBEWCICBHEETTICL LAY XA (125mg)
LA IR (250mg) + T AZF L (250mg) E ALHERE
TOFAHEE 5D Lz EE T A — & [RATEY (%
fAEBIC LS < iR %) ]

T HEREREE DR

TERERR# © CLcr>80 mL/min/1.73m?
SR RERE 4 50<CLcr<80 mL/min/1.73m>
A R T 1 30<CLer<50 mL/min/1.73m?
R R 1 CLcr<30 mL/min/1.73m>
ESRD 8% : MyEdEHr

16.6.2 FTHRERES &
vayyA\4:«*A&wv7x&%ymimﬂmﬁ%
RSN 5720, LRI E A A IXRLARNVTALT

VORI EREIC L 2 EEZ T VB bND,
(9.3 /1]
16.6.3 B A

B OEREWERE (60~T758%) 1L LAY Z 4 (125mg) M
VA TRF L (500mg) + ¥ F A ZF 2 (500mg) % AEHE
TR HES G L2 B0 Ceoi B Y AUC T I Fi i O fRERE Y
B (18~45m%) LILEIL T, LLARZ AL A IFLK
WY T RABF U TENENI~19%K N39%, -18~20%K% (18
~43%3 DN 22~ 14% K 9% & 2s - 1= (HAEANT— %),
[9.825 /]

16.7 EYHEEER

16.7.1 BRERZEM A E I ARER

R A (1461) 12K [L L7 Z A (250mg) » A I ~3%
L (500mg) + T AZF L (500mg) . H[EFEIRMEE] &
TaRRy R (1g, BERA#ESL) 20HH LB, BRI

B0 H A EERITERO bianotz (385 UHEA
F—4), [16.72%R]

£S5 EEEREICASEZFEME DT o X2 N 1g BER
A5 & O CHEIFRNES LIZBO L LA 2 A A
AR LKPY T AT OEYIRE T A —F OHIK

L LAY BN PN
GMR 90%CI GMR 90%CI
AUGC,.., 124 | (1.19,128) | 1.16 (1.13,1.20)
Cooil 1.06 | (1.00,1.12) | 1.07 (1.01,1.13)

GMR : fie/N SRR (DR BB 5) . CL: R
t Ceoi : HHIRPNEE G- T 1RF D BT P FE

VLAY BN IAFRA IR TF
BIRERED | AUCoe | Cei | AUCos | Cei | AUCHs Co
FREE (pg-ht/m | (pg/m |(ug-hr/m|(pg/m|(pghr/m ( g/emL)

m

L) v |y |l [*
X}#—ER
fj;z’% 25.0 847 | 259 | 132 2900 | 173
e 16.9) | (12.5) | (16.6) [(26.2)| (23.7) | (18.7)
_— 15.7 7.67 17.6 | 114 | 172 13.7

(12.7) | (23.8) | (153) [(19.6)| (11.0) | (14.6)
"‘.’?}#—ER flabb
g HIE | 395 | 7ss | 306 | 125 | 381 | 161
A (14.6) | (26.3) | (17.5 [(27.5)| (18.6) | (28.4)
. 17.6 7.60 20.1 | 123 | 200 14.9
EH

(33.8) | (29.1) | (25.6) |(25.8)] (28.2) | (24.8)
R e
i;ﬁ%% 82.0 8.56 503 | 146 | 112 20.0
A (36.3) | (19.6) | (26.7) |(16.6)| (57.3) | (15.9)
. 17.4 6.96 204 | 11.7 | 19.9 14.2
EH

L7 | 184 | (15.3) [(20.8)| (17.4) | (19.4)
ESRD 146 16.4 57.4 | 277 | 250 35.1
(BT ) 97.9) | (337.4) | (80.4) |(399.6)| (105.1) | (296.5)
ESRD 27.2 5.98 184 | 9.68 | 652 13.2
(FEHT I (55.0) | (25.9) | (20.3) |(26.8)| (73.0) | (26.4)
- 16.0 7.22 185 | 11.6 | 17.9 14.5
EH

(16.8) | (12.4) | a7.3) |a3.n| g8.7) | 67

ESRD : REIEAAE, Cooi : FIRINE GAL TREOMBEPIRE, CLer: 7 LT F =2
VT TR

FEHRERE O T LI n=6, 7272L. ESRD GEHTAN DL L7 X ARD
25 AHF D AUCoolE n=5

FTo, BHERE 255 L UERIEHRR S, Ly
B h, A INRLALRYTAZT L EORT, EhHEER
RSN EAT—X),

16.7.2 In vitro §X5%

VLR B NIET =4 T AR—Z— (0AT) 3,
OAT4, Multidrug and toxin extrusion protein (MATE) 1} O}
MATE2K OFEETH 5,

In vitro T, 7B RIE OAT3Z AT L7z L LNy 2 LD
A EHFEL. EO ICsid1.9uM T&)Of:o LINL2RA 6,

ERMICEWROH2E MM AEERTRD bz,
Uam%%]

) ARSI AL - R, T@E. N EIL25g (b e &
L\t LT250mg,/ A I XFx AL ELTS500mg,/ v T A%F LT
500mg) % 1H4E305 2 CEMEET 5] Th o,

. ERER R

171 AHHRUREHICET R

17.1.1 B £R S MARER (01358)

2 PRI € S N TPl e B i g | A P REIE PRURR S AE XU
PR BRIEE DA X ~% ARPEE (PSRt % & de)
RERTE (5061, 7Zpds. B AN 1T AN S L)
ST EBF LV LT 2 4 (250mg) » A X% A (500mg) -
yix&%/<mm®]%wﬁﬁé:sxiwﬁwﬂaﬁ&
G LEBEORDIMERNLEREE 2 Y AF b f IR A - v
T AL F L OPFRRE & T D R L, FER, &
B E i L7,

KEBER R Y ZAF U+ A4 IR DL« T AEF AT
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C confidential




SEPS-ES)

DENE L VRN ER OB HEEFI L ORURT,
x1AZE (01337 H)

D) AF A I

A ; Z
AA b T AEF
AT 71.4 (15/21) 70.0 (7/10)
% (515

+Microbiological Modified Intent-To-Treat £ [

LTI ZR ST TIPSR BEELT 26 B35\ d5 1 % Day28 % TOEAFR (R LRI
IS BMEVEREE IS B 11 D Day28 DB R, BIHEME IR B I YLE
BECRT 2R v —7 v 7HREE QRIRET5~9H %) OBEENE (BIRD)
BB ORI FEENR) (2K < Gl

%2 FINER oREZET (013 )

A
vhansEZ—E 0.0 (0/1)
JLTVTT5 R 333 (173)
TrTFuny X —IE 100.0 (1/1)
FEHE 81.3 (13/16)
% (%5

+ BENIGZE ST TR SR Bl ¢ #1251 5 Day28% TOEFR (RFLLHR
23S <) | BHEMERIE IR YL IR (T 351 5 Day28 DGR RN T, BMEME IR Ik Yy
SERFICBT 2R M7 4 0 —7 v kB (R T5~90 %) OBAMR (B
DR OB AR 12365 < R

1 Microbiological Modified Intent-To-Treat 4£ [+

AH % e B S T R TEfEAT FRBI3 18 H 561 (16.1%) (2
ERRO b NTZ, BBOLNTZTXTORERIZ, 7 L7
F=r e 7 VT T AR 2B (6.5%) . FEANTBALALEE 1]
(3.2%) . FEB] (3.2%) KOG IEELF] (3.2%) TH o1z,

TED) S8 51 R 3R VN E PR GE S AL IR B YL RE 13 S B
i, BEPAlige SN TP 2R BRIl ¢ CIXTA M & L7z,

17.3 ZDfh

17.3.1 DERICRIFT EE

7T R KOS D QT/QTe il Tik, fEHER A (3641)
IV Ly & 5 (1,150mg) % i ieE CHER D L 72
D QT MME~DEEIZ O TG LTz, QTc MRED~N—RF
AU DEHEED T TR E DEDI%EEXM D |
[RiEIZ4.82msec TH Y fHAX DX—RF A4 U NEOELED,
T _T10msec Kiii ThH o720 F72. Coax FE M OO W1
DR TH, QTe MK T2 A B R EBITRD bieho
7= GMEAT—%),

) AGRE N AE - AR NEE. RN ICIXEI25g (Lo &
AL LT250mg,/ A4 I ~NFRALELTS00mg, > 7 AXF L LT
500mg) % 1HA4[EI305 2T TRIEHET 21 ThH D,

18. EahEE

18.1 EAHF

LLAZ ZNE Ambler 7 5 A ARDNY FACD B-F 7 &~
— B EAELO, IARRAN D OFEFRIZ K0 KR
SNDEDOEHS A IR LE IR LRPFHEETH D |
MEOR=V Y VA ERABICIER L, MfasE Ak % HES
52 ETREMAZRTY, VI RAZFIBRICBIT 54
I AR LORH - NIEEAL R OCIER TH LN DA I 2%
LAOBBEEEZMEIT 228, ok, LLATHXLARRTT A
X F HETE LR O S, [5150]

18.2 MEERA

1821 ARNCERENDA IXF AL, HEKMEEE G T
LBEMER N T KEEMEEICR LSRR A7 MV ERT
16,17)

18.2.2 AHIiX, invitro RERIZI VT, Ambler 7 7 2 A KLY

JTACB-T I B~—BERET D, TN AR

HAOIGAMERE (KIBWE, Z2v7vx=IE, =von
NI Z—BROY hasy 2 —Jg) 1Zxf L THEEHEZ R L
721819 KHFIX, invitro RERIZIB VT, B-7 7 ¥ ~—F (KPC,
ESBL X i% AmpC) FEA KR USMER— Y U KIED T L /3~2%
LR RG PAREE B . 3 NS YR PE AmpC PEAE, AMEER
— U (OprD) KEKOHEHAR 7 (MexXY K O MexAB)
TLHED A VSR MR B 5 U CHUBTE M 27 L7z
2020, 512

19. BMHSICET 2BIEFEHMR
— MR FR . L LN 2 AKFIY (Relebactam Hydrate)
i 5 : REL
{b54 : (1R,28,5R)-7-Ox0-2-[(piperidin-4-yl)carbamoyl]-1,6-diaz
abicyclo[3.2.1]octan-6-yl hydrogen sulfate monohydrate
%%I\A : C12H20N4055°H20
5y F i 1 366.39
PEIR : BEOBAR T, KIZRLETOT <, =& 7 —1(99.5)
IZIFE A BT R0,
i
HH

— e o A IR AKFIY (Imipenem Hydrate)

i : IPM

b4« (5R,6S)-3-[2-(Formimidoylamino)ethylsulfanyl]-6-[(1R)-
1-hydroxyethyl]-7-oxo-1-azabicyclo[3.2.0]hept-2-ene-2-carboxylic
acid monohydrate

53 F A 0 CLHPpN;O48 - H0

5y 31736

PER: A R~EFEEOFE R IEOR KT KICRRETIZL <,
TH = (99.5) (TIE L A EEIT IR,

HEE COH

o : H
NH
H Y N \> s NS N -H,0
HO 7 1\
HaC H H

—Mx4 T AKX F ) MU A (Cilastatin Sodium)

&% CS

{54 : Monosodium (22)-7-{[(2R)-2-amino-2-carboxyethyl]sulf
anyl}-2-({[(1S5)-2,2-dimethylcyclopropyl]carbonyl} amino)hept-2-e
noate

533 1 CisHasNoNaOsS

5y ;38043

PEIR - AE~REAEOHR AR T, KICD TEFRT <,
AL =TT 24—k (99.5) ITETIZ< W,
WARMET & D,

SR
HOzC\//\S CO:Na
H NHz HN._~O
CHa
H” ><CHs

20. RFEVLDEFE
FeEBET D7D, HOERREFTH L,
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22. a%
134 7L X 10

23. FEXH

1) 47 Y5, et al. Jpn Pharmacol Ther. 1997; 25: 2343-46.

2) &1l 5], et al. Chemotherapy. 1985; 33: 694-711.

3) % FEA, et al. Chemotherapy. 1985; 33: 825-33.

4)  4YFF 5L, et al. Chemotherapy. 1985; 33: 982-1000

5) A& H'E, etal. Chemotherapy. 1985; 33: 950-62.

6) &5 & —H[ et al. Chemotherapy. 1985; 33: 942-49.

7) KAH F#5 etal. Ipn. J. Antibiot. 1986; 39: 1626-55.

8) /& i1, etal. Jpn. J. Antibiot. 1986; 39: 1938-46.

9) FKAH ##IA, etal. Jpn. J. Antibiot. 1988; 41: 1731-41.

10) Shlaes DM Ann N'Y Acad Sci. 2013; 1277: 105-14.

11) B{H f&, et al. Chemotherapy. 1985; 33: 43-53.

12) H#1JIl Z—, et al. Chemotherapy. 1985; 33: 357-78.

13) FJE 1=, et al. Chemotherapy. 1985; 33: 217-26.

14) A8 535, et al. Chemotherapy. 1985; 33: 98-118.

15) Goldstein EJC, et al. Antimicrob Agents Chemother. 2018; 62:
€01992-17.

16) Afiiti % 5%, et al. Chemotherapy. 1985; 33: 1-13.

17) #1H Bk, et al. Chemotherapy. 1985; 33: 54-73.

18) Papp-Wallace KM, et al. Antimicrob Agents Chemother. 2018;
62:e00174-18.

19) Karlowsky JA, et al. J Antimicrob Chemother. 2018; 73:
1872-9.

20) Livermore DM, et al. J Antimicrob Chemother. 2013; 68:
2286-90.

21) Young K, et al. BMC Microbiol. 2019; 19: 150.

24, XHERERVEWEDE R

MSD #k &t MSD I AZ~—HR—hrtr ¥ —
R T HE XK JuBAE1-13-12

ERBERE DT + 7V —& A YL 0120-024-961

26. WERFTEREE
26.1 ®ERET

MS D#%X&4t

RRBTFABXAEILI-13-12
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1.8.3.2 FAE « TR () DFBRTEARIL cooooeoeeeeee s 9
184 A LEDOEE () KOZOFRERRIL ...cooooeeeeeeee e, 13

C Confidential

1.8 IRA3CE ()
-1 -



VLRI ZLBIKFMW, A IR EKFW, T AET T N A A

1.8 IRfE ()

#1.8-1
#1.8-2

C Confidential

%#

i
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VLT ZLKF, A I XRLIKF, T AZTFoF Y U R
1.8 WMIE ()
W5 M OHER O E 2%
W 58 S R EF%

%fT>MIC Percentage of time unbound concentration is WEREIR R 3 e/ VR BRI IR B A B X TN D IRF
above the minimum inhibitory concentration o 5 MRk 5 EIE

ALT Alanine aminotransferase TI3=VT I NTURT T —8

AST Aspartate aminotransferase TANRGXUVBT I/ NIV AT 25—

CI Confidence interval fEHE XM

clAL Complicated intra-abdominal infection RN E

CLcr Creatinine clearance IVTTF=2 I VT TR

CLSI Clinical and Laboratory Standards Institute KIE R R AT E

CMS Colistimethate sodium IYRFURAF U ANVKET U DA

cUTI Complicated urinary tract infection HEHEE PR B Y

DCIV Discontinuation of IV study therapy visit TRPERE T IR

EFU Early follow up B+ n—7 v 7 (kB

EOT End of therapy TRPERE T IR

EUCAST European Committee on Antimicrobial —
Susceptibility Testing

fAUC0.24n/MIC | Unbound area under the plasma B/ ERLAE R RE (264 B B o £ 5-BR AT
concentration-time curve from 0 to 24 hours 07> 5 2485l & T o 1 A% FH R BE — FRRE AR T i
normalized by the minimum inhibitory T
concentration

HABP Hospital-acquired bacterial pneumonia AU ESPE DBEN T 2

IMI Imipenem hydrate/cilastatin sodium AIXREKFM VT ARETFF R DA

JAID/JSC Japanese Association for Infectious H ARYUIE P2/ H A LG
Diseases/Japanese Society of Chemotherapy

ME Microbiologically-evaluable A P RVREMm T AE (SRR

MIC Minimum inhibitory concentration /N ERERR

MITT Modified intent-to-treat —

MK-7655A Relebactam hydrate/imipenem U LT B BKF, A IR LK, T

(REL/IMI) hydrate/cilastatin sodium AZF T M) UL

mMITT Microbiological modified intention-to-treat AR MITT (JEH)

PD Pharmacodynamic(s) WNF

PK Pharmacokinetic(s) IEHE

PTA Probability of target attainment EREIEI D RS

REL Relebactam hydrate L LT Z LKF

REL + IMI Co-administration of relebactam hydrate and U LR B BIKFM) & A SRR, T
imipenem hydrate/cilastatin sodium AEFF NI U LOGH

REL/IMI Relebactam hydrate/imipenem U LT B BKF, A IR LK, T
hydrate/cilastatin sodium (MK-7655A) ABFF R UL

SMART Study for Monitoring Antimicrobial Resistance | —
Trends

TAZ/PIPC Tazobactam/piperacillin hydrate BZINT BN EXT Y K

VABP Ventilator-associated bacterial pneumonia AU BEPE D N TIEIR 25 B it ¢
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VLT S LIKFM A ISR DKM, T ASTF T Y UL R
L8 IMICE (R

1.8 HREAXE ()
182  #Ee - DR (V) RUEDHRERM
1.8.2.1 Mee - MR ()

SR (%)

AKFNEMEDOKGE, v banXrZ—g, Z V7 V2T, “orans¥—g g, 7T 7)E.
ATV UVE, BIBE, TR MR X —J/, NI TaAT AR, NIRRT aAT AR,
TVRTT®/, 7NN T VU LR

272Uy AN SASR BRBUESRICTE 2 7R 3 SUXIMPE I < B 2 BN D EKICIRD

BICIE (58)
AR R GE

1.8.2.2 e - R (F) ORERNW

MK-7655A (L L/NT 2 BKF /A X X boKkFfn /> Z A2 F 5 b U 7 A REL/IMD) (%,
NSRRI LRHEETH DA IR LK,/ T AZF T NI vA (M) EHFHOIE B-
FIRELRDT T I ud I X RB-T A —BHEARITHD L LT X LKFIY (REL)
DELAHITH D, AFIOEE « DR L LI, DANRSRAMNES T LAEMEREIC X 2 GEE T
ELTWD,

BYYETRIRIE, B EOE R B SO0HE, PiEHEZ SRR, [FRNE) KO KA S
EIZEE A= ANDORDUTIS U T T D, £727 7 AfMEix, AR 72 B Fn B E o —
DOTHH Y, HAERESLAT v A N/ REMGiER G2 S K-> THRIEAMMET LIZBE RS
(TR U, B RRYMEZ B E R 2, S SIS HANR AMPERIC & 5 BYWE TlE, FROE
FERE X <. AmofaRa o R b B2 b,

REL/IMI DHETENER ) T DA ISR LDHH AT FVTIRBTEH ) IMI 3R % 728 GE
(B SE « MO NIRRT, IR, s, PREGVESREIR, RN, #E
i NBHEIR, IRFHEED) (X9 28GR A BARTHRS L TR Y . 2 b OFEE T ORI AR S
BETH D, IR OEIHEERRRIL, FIC7 T AREENRRE & L TOME SN D IRYE
FEIR T HIPL SR, JRIS M OVE ERAEIE A %1 5212 REL & IMI OFA+H (REL/IMI X% REL & IMI
OPFH) T L7z, BIFHD0135ER 2T REL/IMI (X, H /L3~ ATE R IRGYE 2 & 10 %
FMPERE I & 2 REYEICK L CHERITH DB FEOIRESE (2 ) 2F ) LRFEU EOFHMEEZ R
L7z BAEZBEE 2. AR AMME S T DBEMERE 2SRRI & 72 8k % 72 GWE O B AR N B
TO REL/IMI OAMWEIT I HIFF C& 5 L E X 70, WIE () KOMEISHE () O ER
Lz LL Ik~ 5,

1.8.2.2.1 WICEE () OFRTEIRHL
EINAL D in vitro O FEAN R M FER & OV TTAH/ S TAH SR C O3 BiER 12 %735 REL/IMI OFH %)
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VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.8 IRAICE ()

PEDORERIZE S S| BISEEAZRE LT,

1) FEHIE MR

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., U.S.A. (MSD) 235 L T\ %
[E A Y—_ A T 23R TH 5 Study for Monitoring Antimicrobial Resistance Trends (SMART) &
BRIz T, E% 72 Enterobacteriaceae (Escherichia coli, Klebsiella pneumoniae, Klebsiella oxytoca.,
Klebsiella aerogenes. Enterobacter cloacae. Citrobacter freundii., Citrobacter koseri & U Serratia
marcescens) 1386, 4TARKDEREL S 4L, 6,5568K A I XK LI ERNMETH 72, ZNHDA IR L)/
VLAY 2 NITxtd 2 B RI13505% Ch o7z, £, KPC #Bis T2 RAT 2 EER
Enterobacteriaceae 77 BERL 1,2000K %2 74T L7- & & A, CLSIEEAEIZ IS MRS, 14 IR A HH|
T21%THoT=DITE L, L LAY 7 AF(E T CTlE94.8%I7 F5 L72[2.6.2.2.3.3 1], AmpC Btk
D FH 7 Enterobacteriaceae 7y BfERK1,8334K Tld, CLSI FHEIZHLD < JEIERIT, A I R LHA|T
882% T o T=DIZHK L, L LXT & AF(ET TIX98.7%IZ L5 L7 [EF14.2.1.1.25: IHMA3972],

SMART #RBRIZINT, P aeruginosa 1321,42008R 3B S AU, 7,2588KD3 A I R LFEEMETH -
oo TIHDA IANRES VLT B NTRE 2 EMEFI1364.9% T hh > 72[2.6.2.2.3.3 1],

2) 2 AR AR R IEGYE S %45 REL/AIMI X 1% REL + IMI O J5U K] B4 514G 20 oD il 5

ISR AR (PR 5 ) BRYYE R & xS & L7201350R C O JR R Bl DA %)
i, FEIRES1.3% (13/1661), 7 L7 =T J833.3% (1/361), => 7 a7 Z—J&100% (1/141)
Thotle, 2B, ¥ hunTyHZ—ERoHE S 1B Th - 72[2.7.3.3.3 1],

3) AR AR BRE L 720 MEGUEIZ 6~ 5 REL/IMI O JRL K 6 514G 20 Dt 5

TR AR IS BRE U722 VWVERYUE B 2 k5 & L 720037808k, 0047808k, 0147881 &% 1f017:
1 C DRI BB O PRI & LN IR 97[2.7.3.3.3 ], 728, %\uft%ﬁODﬁbpﬁxj‘%%lﬁoﬂ%u
IZ. Microbiologically-evaluable (ME) £ D{RHEH& THE (00375k, 004758 & ON017788%) . IF Y
I mMITT MO R 7 4 o —7 v 7 (014388R) & L7z,

KIGH
KA 7B S VT IE BT, 003305k, 0045858k, 01458058 M Q0173808 TE 246/, 5641,
3061 K MBI TH V. A7NEHIT93.5%. 96.4%. 66.7%K 91.7% T > 7=,

ik

vhannsr—g
v ha Ny 2 — BT SV D E TR BE S AT IERIEIE. 00378k, 00455k, 014735k & 1017
RKERCTENENIH, 20, 3FIKROFTHY . B THEN TH T,

P VTV T R
I LT T RIS E S D DD EE S AVTIEFIEIE. 003FER, 00455k, 01455k K& 0017
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VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.8 IRAICE ()

RERCTZENENH, 14451, 6761 OB TH VD . HZEIHEIT100%, 100%. 65.7%M TN100% TH > 7=,

TT Ny A—g
T T aANY Z—BIZE I N D WD BE S VAERIE T, 0035ER . 0043KER. 01455k KON
0178 CEN-EN36. 761, 2B KO3 TH D . HEhERIZ100%. 100%. 75.0%K% 066.7% T H

-7,

Y IF TR
Y 7 F T BT S D E RNy Bl S VT AE BT, 00455k K N0 14588k TF N E LI L T3
BITHY . BERIT100%K% 169.2% Tdh - 7~

AN FHE
A TV RN BES T SERIEN . 014 BR 13 TH Y . ARhERIZ69.2% TH -7,

FRIR 20 Bl S AU E BB, 00358k, 004585k, 0143808k & 017388 T, =h2nssil, 12
il 34 R OMIITH Y . BEEEIE80.0%. 100%. 50.0% % N75.0% T -7,

TF R E—)g
TR XY 2 — BT R SIS E R B S AU TIE BB, 00435k K 014588k TEILE N3
BI040 TH Y . ARIEFRIZ100% KL NT2.5% THh -7,

N7 TaAT AR
NI T aA T ABIFE SIS FEFED o BE S VT IERIEIE. 00438k K N1 7305k T LE 422
B ON6HITH Y . A%h31390.9% M 193.8% T - 7=,

8530 Fad 7 AR

NIRRT AT ABIINTTaAT AED S B Bacteroides distasonis, Bacteroides goldsteinii
X O Bacteroides merdae 33 SIVC CTEX LB THDH[ERS5.4:004], /XT N7 T aA T AR
S AL D RN Bl S LT AERIEU 0045k TR TH D . BEITHITH -7,

TLVRT T B
T VRT TIBIT R SN D WD B S VT IERIEI T, 004588k K D01 73R T v 24 LY
ITHY., BRI TEDHTH T,

I2IX TV gLRE
T NT T U KBTS D WD BE S VT AEBIE T 00458k & N1 7R TEILE N2
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Bl OB THY . B THHTH T,

FERNRE S MR R K OVER AR/ 55 TIAHFRER C 0 40 BER 12563 2 REL/IMI O RME DRGSR 6 | AH)
WD KIGE., v hanXrg X —g, JLVT7 v IEd, morsunsyZ—g g, BI7F7)E. 1~
TNTWHE, FIRE, TR MR X—J|, NI TaAT AR, NI TaALT AR, L
AT TE, 7Y 377V v AREICK LT, RELIMI OFEN RSN, FitldBiE R LN 7
LSRRI LI UIXHOMAE, FERER, REEMERREEI, HEMEN SR DRk & 72 BEIE C O REYYE O J IR B4
ERDHTENDL, TRHLDOEXITBEAFOBEIGEE (52) & L TRELE,

B, FEOBREICEB T, AR AR R I3 2 AH O F i A58 K O R 5 B kA
HERWE L, WEICEET (RFNEEORIGE, Y tany 2 —g, 7L 7T/, =7
Ny E—g, BT FTIE. FIEE, 7R b7 Z—g, 12720, BARR ARHE I
T HEARICIRD ) oo,

1.8.2.2.2 BIGAE () DEFRERN

7T MR A R GYE R S S E CFRRE TH 5 2 L. IMI ORI A7 PV Kk
OBk % 7o R EBREIR IS 9 D) 2 A3 5 2 & 2 E 2. REL/IMI O JEE & A7 /L /3~ AffiH
IZX D THRFEYE] & Uiz, RIT7 T LEMEEIRKE & U Coit S 42 BYYE kL, P
. R K ORERHIR ChH 2 2 L 2 E 2 BB ClIA I~k AMMYER (PSR 2 & )
JEYE (B fig L OV T B it 2 (HABP/VABP) . #MEVEREIVENIUYIE (cIAD M OV
MEVEPRBREYE (cUTD ] BBE Zxt4e & L EFR IS MAHRER (01330R) A3, T 3
F MM IR YLIE 2645 REL/IMI O 20 & 34t L 72,

— 5. A IR AMEREICIRE U722 VWEGYE T O REL/AMI O FIMEIZ OV T H R T 5720,
HABP/VABP B35 & x5 & U7 [ERSE RSB MARGER (01458088) KO cUTI T cIAl B & x5 &
L7Z[ENBIATRER (017:888) 2 %EhE L7z, £72. cUTIEAEZ Z 4 & Lz TR (003
RER) KO CALEF x5 & Lo s AHRER (00474%) Tix. REL & IMIZ0ffH L. REL+
IMI DA EZ IMI e 5 & g U7z,

LI AR RRER C AV 72 REL/IMI X355 TAHRRBR CHV /= REL & IMI O 6 F O A5 20 il &
AT,

1) A R AHE B EYIE 259 D REL/AMI O A 0 i 5

I B 3 [ 55 LA 0 1335

AFRERTIL, B R K OV TFkse B2 (HABP/VABP) . fAEVENEIENEYYIE (clAD
B OEMEME R IR YIE  (cUTD 2 & TeA 2 SR AMMERE (PEEMHEZ GTe) BYYED ARgBE
ZXEZ, REL250 mg/IMIS00 mg & 2 Y AF 2 A X 2 Z)LR ) b U o A (CMS) 300 mg + IMI
(500 mg) DAEMNMEA EE LT,

Microbiological modified intention-to-treat (mMITT) ££HICIWVT, FEFHIEH ThH DG HE
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DOAEBNRITHEEECRBRE THY [RELIMI+T 7 BAREE : 71.4% (152141) . CMS +IMI £ : 70.0%

(7/1081) . Z2DI0%CI = (-27.5,21.4), LAFFEIE], BEEZRFEKFHGHEH Td 5 Day 28% TOHO4SE
(X CMS + IMI A & bl L C REL/IMI +7' 7 B REE TR - 72 [9.5% (22141) . 30.0% (3/10
). ZZDI0%CI : (-46.4,6.7)] [2.7.3.2.1 H], ZADHDOFEEMNS, REL/IMI (FA4 I 3 Al (H
LM Z GTe) . 2V AT U RS IR AL U T X AEMEERE (cUTIL cIAl K OY
HABP/VABP) Tk LT, A272< &b CMS LRIRBREDF MRS NIz, £To. P aeruginosa K
U\ Enterobacteriaceae % 7104 I~ R AMMERE (FEEMMEL ETe) BIYEICXT 5 REL/IMI OF
EEATDHZ LIRS,

2) AR AMPEREIZRE L 72 VWVEGYE IS %% REL/IMI X% REL + IMI O F 2h 4 O 5
[E] B 4t ] 275 LA O 145088

AR CTlX HABP/VABP &5 % %} 42, REL250 mg/IMI500 mg & % > /37 % 1 (TAZ) 500 mg
ST U kT (PIPC) 4,000 mg DA #hE % b L 72,

Modified intent-to-treat (MITT) ££HICIWT, BHI7 + v —7 » 7k (BFRKE T7~14A1%)
RF AL D ERRZN R OB Zh =T, REL/IMI #£T61.0% (161/26445]) . TAZ/PIPC #£T55.8% (149/2674)

(G2 OREMZE (REL/IMI & —TAZ/PIPC #f) (95%CI) 1%, 5.0% (-3.2,13.2)] TH V| F7= Day
28F TORIELT (X, REL/IMIBET15.9% (42/264%1) . TAZ/PIPC #ECT21.3% (57/267%1) [H%h=%
OFEMZE (REL/IMI BE—TAZ/PIPC #£) (95%CD 1%, -5.3% (-11.9,12)] TH Y, W OFHiiE
HIZEBWTH REL/IMI BED TAZ/PIPC BEIZ KT 2 IELPEN R S NT2[2.7.3.22 ], T D DOFERMN
5. HABP/VABP 2 |Zx9 % REL/IMI O ZMMEN R S 4L, JAID/AJSC EIEIRFE A4 K (2019)
THENAZR O PERE U A 7 /EREFIZ S L THESES TS TAZPPIPC &7 < L B RIRRE TH D
R ENT,

[ PN 2 A0 7380R

ARFRER TIX cIAL XUF cUTI O B AR NBH 235512, REL 250 mg/IMI 500 mg & & 5- L 72,

ME £ T, FEFHEE Th D Al RE T T DIRMHE THRE (EOT) KEROREIKZ)
HR1E85.7% (24/28%) T v | cUTIHERAE 1235 1T D MU FRIZNF1T100% (39/39%1) Tdh - 7-[2.7.3.2.2
TH], ZOREES . RELIMIIE, HAA cIAl X1 cUTIBEIZH L TAERITH D Z LR Enz,

WAL 25 1 FH003 3R

AR ClE cUTI B 2 %142, REL (125 mg 13250 mg) + IMI (500 mg) & 77 &R+ IMI
(500 mg) (IMI HUm$z 5.) OF 204 g L7z,

ME Z£[MIZ3HBW T, FEFHIEE Th 2IpW~E TR (DCIV) R OMIE FHN R O A 2 1L,
REL (250 mg) + IMIA£T95.5% (64/67f1)). IMI B 5EET98.7% (74/75%1) [ OEERE =
(REL+IMI # — 7 7 2R+ IMIL &) OHEEE (95%CD (X, -3.1% (-11.2,3.2)] TH-72[2.7.3.2.2
H], ZHhHOENS, REL (250 mg) + IMI DAL IMI Bl 5125t L TS TH D =
LIRS T,
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WAL 25 1 FH0043KER

AGRER TIE clAl FBE 2 %152, REL (125 mg X1%250 mg) + IMI (500 mg) & 77 &R+ IMI
(500 mg) (IMI HUm$z 5.) OF 2hE4 g L7z,

ME M2\ C, BEFHMEE H Tdh 5 DCIV B ORI E DA %=1, REL (250 mg) +IMI
#T96.3% (78/81451) . IMI B 5-HETI5.2% (79/83%1]) [AZh=ROEEMZE (REL+ IMIFE— 77
AR+ IMIBE) OHEE (95%CD 1%, 1.1% (-6.2, 8.6)] TH~-72[2.7.3.2.2 H], Z1 5 DOFERD
©. REL (250 mg) +IMI OFZMEIL IMI Bt G- 12xt L CIELMHETH D Z LRSI LTz,

PLEDOENAOBERRERIZ LY . AR AT T A@EVEFE 2 G e 7 T AfErEE 2 HE &
72 % B RYSE EIK T O REL/IMI OB ZMER IR Sz, L LT Z AR 30 AOIEY)H)
REIZHARNEFEAANTHEL L TWD Z E[2.7.2.5 ], B S8~ At % & TolE PN g AR5y BlEkk
DL LRI H KR AR BIRET DB RN R o BER OB C L CRECTh - 72
Z &[2.622 ], £ BARN cUTVIAL IEE Z %5 & L72017:88R T D REL/IMI O 2hk & FEH AR AN
cUTI L O clAl B Z xR & U7 igEgh ekl (003 % 1V00438#k) T REL+IMI OF T B L T
$0 . HABP/VABP BH % &4 & L EHELFRE (014382) <o HAAEN O REL/IMI DA %)
HHREME B LTWEZ E205[2.7.3.3.4.6 H], B ARNEYERE CTO RELIMI OF I+
SR TEDL LB XD,

EERRBR CIX 7 7 ARRMEREDRIA & 722 5 RE e BYEE (PR AR, R K OWEEER) <
Ehii Lz, LU S, 77 AEER T~ RBYYELZ S| S EZJRNETHH Z L. IMI A
JRIR AR HUE A7 bV R O & 7o R IBSEIRIC R 2802 A 5 2 & 2 E 2. REL/IMI Ok
E % T VSR AHPER IS £ D TRRRISYE ] & Lz,

183 HiE-FE () RUZTORERH
1831  Ri& - AE ()

W RAICIELEN.25g (L LRy 2 A e LT250mg,/ A I XRAE LT500mg/ > T AHXF
& LC500mg) %1 H4[E13055 25T CTHRIEFHET 2,

1.8.3.2 B - AE () OFREIRMN
REL/IMI O FRERHESE FYE « &1 3G PR SR PR M ONE R B R [ D & R E LT,

FAEERk =R (PTA) S = b—a Y OfFR

L LR X LD & BT 2 3EERE #7775 (PK/PD) /3T A — & L L CTHIV Mz, 2-log kill
ZIENT D DITHER L LT Z LD fAUC)s W/MIC [ ISR DL LT 2 ADi/NEFIR
IR (MIC) 2%t 2 L L X2 &2 A O O $2 5-BRAG12 07 B 240 5 & ¢ 0D i rh i B — iR
M FERE O] O BEMEIL. A I ~2% ATHERREE S BERE 2 BV T 3256 L 7= in vivo 4F FHERIR/IE
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< 7 A KIS M ONWER 2RI T /L DFE RN S | 2N ZE 7.0 8.0 TdH - 7=, Invitro hollow fiber
T LTI, 2-log kill 23T 2 DITHHE/R L LT Z LD fAUC)24 n/MIC DIEILT.5TdH - 72,
L UNT B AORGRBAFIZEIT 2 HIEERMEER (PTA) OMiH & OHYE - HEOZ SR IZ I,
2-log kill Z % $ 2 DIZHIER L L X7 Z KD fAUC)24n/MIC O BAEfE & LT, K 0 R5FAY728.0
Tz, L L7 2 A8 fAUC)24n/MIC O HARAE 0D 8.0 % Vi 7= R R IR IR Bl =T 5 2 LTk Y,
A ISR APEREIZ K DRGYEIC L COAMMERHIRFTE 5 & 2 72[2.7.2.1.4.1.1 H],

INRLRED B-T 7 F LFRPUEIETIL, MAEFIEREEIRE D MIC 28 2 TV D IR O 5-
BRI 2 EIE (% T>MIC) 23, TRFEIFR L R bR 2 PKIPD /N T A —H & U THNLENT
W5, B-T 7 F LBPUEHED in vivo BT T /L TDI%ETFR L OREM: 42 ZfE L, PTA O
Wi, A IXRAD30% T>MIC b HEEE & LT THUZ[2.7.2.1.4.1.1 ],

LIAZ B AR, IRRLAORER PK EFAZHNTY I 21— a 2L, LA
B DROA IR LMW SGTO B (L LR 7 Z L fAUCo2s /MIC=8.0, A I 2R A
30% fT>MIC) % kT 5 BE OEIG ZKD (PTA OFHM) . HiEHE - HEOZS LR LT,
¥R 2 L— 3 %, HABP/VABP 38 [ O cIAI/CUTI BE DOENE NI HOWTENE L7z, Wik
DOBFEMCBWTY, EHAE - HETH D REL 250 mg/IMI 500 mg % 6HF ][ [E T3040 ¢
FRARIN R 5- L 72 B8, CLSI & 1" European Committee on Antimicrobial Susceptibility Testing

(EUCAST) 7' VA 7" A > & [Enterobacteriaceae : 1 ug/mL (CLSD) K& U2 pg/mL (EUCAST) .
P aeruginosa : 2 ng/mL (CLSI &2 O¥ EUCAST) ] &% LT, 95%BDHEH THIEEZERKT 5 Z &
IR ST,

B R BB 36 1 2 AT B0 e OVZ2 P Dt B

AR NIRRT 2kt 5 & L7 EWNES 1B (0123880) 7 6. HARANGEREERE 1Z REL &
IMI Z Of H CHIBI UIRER G LTZBEOREMEIIM L TR Tho7-, £, 012&BREIER AN
TREEMRER S 26t B & L7 THERRBR (00158BR) OIRWENRE T A —X DOl b, L LT X A
LA IR LOHEYBREIZ HARN L IEHARNTH B 72213720 &5 2 72[2.7.2.3.1.1 H],

o5 LA BR
2O DOWESE T FEFER (cUTL Z %15 & L 7200358 O clAl & %4 & L72004788R) 123\ C,
HIMEDFERIL[18222 THNI/R LT E BV, WITNORERIZIB W TH REL (250 mg) + IMI DA
ZhIMEIE IMI B B2 xt L CIEL M TH D Z LRSIz, ZaMIZ OV TIE, &M, REL
(250 mg) + IMI OAEFMEFM L TR THY . REL (250 mg) + IMIEGROLEMT v 7 7 A
JULE IMI A 555 & [FIER T o 72[2.7.4.2.1 HH],

5 MIAHFAER

CMS (A OPIEIE & L THRRFEH SN T AHEETH Y | BRSSO HEE B
BEEEND HLDLNDZ S5, BIFHREROFIMEORERIF[1.8222 HIZ/RLTZEBY, 13
AR AR (PR 2 de) JYLE B 2t & U2 [EER 4R 013548 . REL/IMI i% CMS
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EDHERIZH W T, MADNEIZFRETHY . Day28F TORLILRIIE - 72 [RELIMI+7F
B AREE : 9.5%, CMS + IMI Bf : 30.0%. Z£D90%CI : (-46.4, 6.7)], ZEMEIZ OV TiX, REL/IMI
DEARMEIFTRA T, CMS+IMI L0 b BIF L7 a7 v A VER LIz, FilZ, REL/IMI+7 Z
B AREETIRBRIER 5P A 7o B B OB BEIA 1T CMS + IMI AR & X THEICIK < . REL/IMI
X CMS + IMI & AN TEIEDOL BT 1 7 7 A VBRI T D Z & B3RS 1L72[2.7.4.2.1 H],

HABP/VABP f83 Z %t 5 & U 7 [FE BRIL[E 01430 CIIERR 2R VRSB C3RI2H51F 5 REL/IMI O
BREX, BRI OMmER U A 7 /EREFN S L THERE ST TAZ/PIPC (2xF L CIELMET
HDHZEINRENT, BEMEIZOWTIE, RELIMI O ZEM I L T B4 T, TAZ/PIPC & [FIFRLE
DEEMET 0 T 7 A VPR ENTe, —RICEEER SV E B X bILD VABP #11r HABP 4
IZBWTH RELIMINT B2 27 e 7 7 A V&R LT2[2.7.4.2.1 H],

ENO017388R TIZH AR AN D cIAl U cUTI R 1Tk LT, REL/IMLIZAZI CTH D Z &R EH
Too TARMIZOWTIL, REL/IMI OZAFEMHEIIM L CRATHY . HARAD cIAl X cUTI #5r#H
IZBWT BRI R ZeM T e 7 7 A VPR S72[2.7.4.2.1 H],

TD ORE R B AR & AR RYMEMEL T, BRAAIC LY BIREEOSWIRERE . BARNEEICBW
T REL/IMLIZEEAIMMHE A OHEE TH 5 a ) 2AF 0 2 G LBEFEOPIESE & FIFEE O 9 2R
L. BB R LT a7 7 A VAR L2 &0, RELIMI O YL « &I %Y TH
HEEZT-,

B RERE E A A DRI IS 1T £ JH R

L UNT B BJOA IR L OEYEHREIZ KT D kk & 7o NRIVE SR 0 5288 4 1AM L 7= i PR 3580
RO BRRAIC R b BT 2 NRMEER IXEHEEREE Ch Y | BHlRREEOREICE S
B AMETH D Z ENRENTZ[2.7.2.3.2.5 H],

S TIAHZRER T W - BHEAEI 0 U 72 REL/IMI O 584 [ 1.8-1ICRT (7272 LB IAHRER T
. MEENTH ORMIE R RBFILE ENR), 03RRI EROAEZRIT, EF T
JEDEREREIEE  (CLcr 2360 mL/min P L) OHERE TIX62.5% (10/16f1) . H 5 FE ST HE OB
RERESE (CLcr 2360 mL/min Aii) TIXRHIARN (4/46]) T Y [{H82.7.3-27]. BHERERFIZ LY
HRNRMET T DEAIEA DN o T2, 01458BR 12V TIiE, REL/IMI #EIZEBT 5D CLer 23
60 mL/min LA _EOWERE CORM 7 a0 —7 v 7 (EFU) KO EER N H 2360 mL/min A5 O #75R
FXoEWMERNCH > 7223, TAZ/PIPC B & ORI K E A2 1372 o 72 [f165% 2.7.3-34], 01778k C
DOBRERERI DB NI, Al [CLcr 2360 mL/min LA _E : 90.9% (20/224) . 60 mL/min A : 80.0%

(4/561) 1 J2 ¥ cUTI [CLcr 360 mL/min 2L _E : 100.0% (25/2561]) . 60 mL/min A : 100.0% (14/14
f) ] THEL CIRIFRRE CTh - 72[2.7.3.3.43 H], BHERERI DZAMEIZOWT, 01350k Tlapking £k
D72 N T2 BREBERI OFENTIZAT D72 o 7253, 01438088 K R01 75088 TIL B FERER! [IE% (CLcr :
90 mL/min LA |) . 8 (CLcr : 6024 E90 mL/min A4i) . 4 (CLcr @ 3024 60 mL/min i)
M OVEE (CLer @ 1584 1230 mL/min Aili) ] OffEdT 2 Fhi L7, BHERER] OPERE N AE)—ThH
D720, EROMRIITEELLETH LM, BEENOFEFFROBHREEGIIRE I R bR
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Molz, AEFEZOEMNEAD I B, WS HOMOEE (EWEH M ONEE LA ERESR) TEHAE
HOWERE L i U CBHEREREE  (CLer : 90 mL/min Riiii) %A 28804 CRIVEIA O
Moo, BHEREREE O EIEEN ERDITENZER D ORBIEIG N E L 725 —EOMITA D
TR0 72[2.7.4.5.1.4 HH],

HABP/VABP B KON cIAI/CUTI BEIZEBIT S PTA V2 = L—3 3 U b [# LS-1[ITR STz
e ERE CORBREEZIT 2558, 95%HBO PTA /R &Nz,

PLEX 0., kxR OB RERE B H 128\ ¢, REL/IMI O H E5R% %2175 Z & ¢, REL/IMI
DENMER L EERIFFTX 5,

& 1.8-1 BRECIHLEAFOREE

71/7?‘?/7 V772 A

CLcr)

60~89 mL/min 1[0]1 g% 1 H 4[5

30~59 mL/min 117]0.75 g2 % 1 H 4[] 5-

15~29 mL/min 117]0.5 g2 % 1 H4[0]#% 5

MEENT ORI AR 2EBE | 110.5 21 84R1#E S, 272 L, MESET%kIcEs5352 L,
b}

AHFll g (L7 Z25200mg, A 22K 0400mg, T AH F 1400 mg)
D KFN0.75g (L7 ZA150mg, A 22K AH300mg, T A X F 300 mg)
»  KF0S5g (LT X A100mg, A 2 R A200mg, 2T A X F 200 mg)
¥ Cockeroft-Gault 22 L 0 #£E L 7= CLcr
! DT ORRE L30T TRET 5,
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184 (FRHLEDIE () RUZTOFXRERNL

A LR (2 1%, AFIOENIMERRBR OIS . RBRIOF D % & Te S A
INRLKF « TG AZFF N U LORMIEESZEITHRE LT,

i EOEE () ROEORERILEZ[FE 1.821TRT, 2B, KRFEEOBBRICK T 5k
EDFEROFER, HEFOTME () 2EBEL TS, UTIORTHEAEOEE (%) KO
RERMIL, BEORRERB LTEREETH D,

F1.82 FALDIE (F) RUZOHREIRH

R FoEE (%) X EAR L

1. %5k AN O OFE AP T2, 15, ZBhREXIIZRICE | AFIOB5R X, MHPERE OB % B
HTDER AW (8 EEARANER) OHERAGD | <720, HEOTEESE LA L, @
b BEFERICEDL L, EFRICEDILENDH D Z & a2 AR
HICRE LEERME T2 L L,
2. B (R | 21 ABEIOST IR LIBEUE OB ERE D & 5 B 2.1 BEUEARZTRENARH LT

BEIITHS | 22 o B-TF 27 F LNRPUEWEIC G LS 2 EEUE ORE LTz,
LRI L) (TFH7 4 TR —5DEEORHWT LILX— | 22 B-T 7 ¥ LARPUEHEITHEL O
Fis) OBEFERED & % B LG EZA L TR, 256
23 A Tafpt U v AEGEFOBRE [10.150] WS EREZTRBENR S D7

ORE LT,

23 EHHA IR KT - T
AHFF N T LOERMIE
BB E LT,

8. HE KA | 8.1 AFOMHIK, BYYEDIREIZH o 7emak & 85k | 8.1  AFIOEGIX, EYUEDTREIZ

MEE HRFOERIIIZOREDO FTITH 2 &, +53 72 Nk & FRER A FRO AT X
82 KAk Dvavs, THF747%—0ORESR IXZOREDOTTITHY Z L aAR
MEFRIZTMTE D HFEN VDO T, ROHEEL & HICFLHE LB 2 & &

52 &, [111.250] L7z,

82.1 HAMNIBHEMEIZOWTHoRMBEITI> 2 & | 82 “ERI6HFEIA29H f IALRE
B, PUEMESICL DT LAV —RITL TR 0929005512 H = s HHE
952 &, [9.1.1, 9.125H] YERMANCHSBOFEERHE L

822 HHIZEEL TIE, &7 v = v 7 ZEixtd H a0 TERE LTz,
BEOENDHERE L TR Z L, 83  AKIOEGHIMIL, Mt D%

8.2.3 BHPBMEN LG THE T, BEZLHONRE BZBi<izo, 1BFE EnERi
IR, o BlEaiTH 2 b, FRlic, #55 INRIZ & D & ) ATEICFEH
MEAITEERBIE T L, LCHEEMRET S & & LT,

83 ARBNDOHERICHT= > TL, MHEEOREAE T | 8.4~8.6 A A I R 2KFH - ~
W, JFANE UTRZMEEER L., BROBE LY FALFUF N Y T LD
o/ NEOHIR O Gz EDDH T L, EEBEITRIE LT,

8.4 HERHEENHLLDONDZENHDLDT, EH
MR EEFEET D72 P BEE 51> 2 L,
[11.1.42 8]

85 HERMKEENRHLLNDILNHDIOT, &
HMMICRE 2 E T 570 PEEE 51275 2
L, [11.1.63H]

8.6 HERBMENLLDNDZENHDLDT, EH
M EEFEET D72 EBEE 5175 2 &,
[11.1.7&2 8]
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TES7

H FoEE ()

B EAR L

9. B EDY &

BHT L HBE

BT AR

9.1 APHE « BE | 9.1.1 D> B-T 7 ¥ KZRFUAMEI K UiBBUEDBEERE | 9.1.1~9.1.3 & H A I 2% AKF0
EREDOH S D5 RE W)« S REFLF R TLD
BE [8.2.1%#] N CEE2SEBIRE LT,

9.1.2 AANXITHEE, SLIBICKE MR, B2, Eh2S
EBEOT LR —EREEZ LT WEREZAT 5
B

[8.2.1%0]
ROBRORERBEUIEROFROBE, &
EREEDIE R

BZEA AT &, EX IV KRZERNH
LD ERH B,
TANADEEERE S 5\ AR R R = 2 A3
5 HEE

FEAE . MR L, ERRRRTE . RIS O AR A
AR AN Z 0 290, [11.1.13 0]

9.13

9.1.4

9.1.4 HEHMHA IR LKFY - 7
AL FF R Y U AOTRMICE
EHEBIRE LTz, B, AH|
T, TAMA DT KT
W RIEE L AT 5 BEICE
WO ERE X T 5T —F 0N e
W28, FEFHA IR AKFD
Wye oI AFFUF N TLD
A CEICEH SNV D=
BT AR TE LRV &
& L7,

9.2 EHKREREE

BE

WEELEETDHZ &, &g MERELE, BEEE, P
W I 45 0D FRAR AR EAR 23 0 297 uy, [7.1, 11.1.1
S ]

B A SRR LKW 5 AZF
VIR LADOYIEESEITE
E L7z,

9.3 FE&RERE S
BE

FEENELTIBZTNNH 5, [11.14, 16.6.25H]

B A SRR LKW 5 AZF
VPR U LADOY CEESEITE
E L7z,

94 ATHREEH | BRER L
ERAES
9.5 i TG SOTIEYR L CW D RIBEME O & 2 4 MEICIE, TR Lo | IR Otz 3t & U7 BRARRER

ARMEDfEBRMEZ LR D &l S D B E Il o kE
TH &,

WM L TR 57, s TOL M
FESL L TR WD RE LT,

9.6 = 7Lhw

B LOBREROBAREOAEEELEBE L, B
AT IR T 5 28, 4 INXRL BN T A
Fke FHH BT T ENH D, LT XA
7 v FORELPA~BITT D 2 ERHE SN TWD D,
b NFEAHFA~BATT D0 E I DT AHTH 5,

IIH~DORFN OB GHREERIT 70 < %
PG K O 3L R 0 Y~ 2 AR R
ThHDHIENGHRE LT, —F T, A
SANRLRKRNT T AEZF T M
HF~BITT DL EL LRI X
AFT vy NOBAF~BITTDH L
DEEINTNWD Z LB ARIHICH
HLUTHEEWREZETLZ &L L,

9.7 /IR A&

NSRS L U2 BERRBR TS 0E L U7y,

INREEZ RS & LT BRI RBR 1 S
L CWRWTZDERE LTz,

9.8 iR

EREE, BEORELABE L 2N OEEICRET S Z
L, EFRSRENME T L TV 2 Sl CIENER RS &b
e, AANTBFEER 0K TH D, 2P, ot
EWE (k7 2 2%, TI7)ay RFRE) 25 L
FFEEIZBWT, B4 2 KRZIT L5 HlfEf 2 5
b OHRERH D, 16635 ]

ElE TIEBHESME T LTS =
ENE N BEOREZBIZ LA
DOEEICELET D ENEETH
%L EMER R IR AK
eI AEZF T R T LDOERS
WiEEBBITRE LT,
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TEH

1111 H Rtk
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PEIL. AR (WP B BERHEY) Lo hiiihik
JERR B SDONDZ EndD,
[9.1.4, 925 ]

12 >avy7, 7774 7% — (T bHEER
'Zir,l))
PIHPER & LT, APRES, DR, Wi, i
B, OEE, B R UL RS, SEEE,
FIEERD SN ZENh 5, [825M]

11.1.3 FPEEM: 3 R PRl E (Toxic Epidermal Necrolysis:
TEN) | B2 JE kLR ARIEGERE (Stevens-Johnson JiE RE)
(WP IS BHEERIHED)

11.1.4 EEERIFREE
BUERTZE, IR, AL, BE (W bEER
HED) D EERATEENRH b D Z i d 5,
(84, 9.3% ]
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11.1.7 EEE R EE
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VPR U LD IEESEITE
E L7z,
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=
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B A SRR LKW 5 AZF
VPR U LADOY IEESEITE
E L7z,

13. B ERE S LI AR EL AIRRLARRY T ARZTF AIMGEEBNT | LN B L A IRV T R
ThREIN DN, BEEEGICRT 2 MEEITOA AR | % T 3@ ek In s, i
RHTH D, [16.6.15H] B Gk 5 i@ oA A
AHTHDZ D, REICFKEHL
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14. M EoovE | 14.1 EHFHRE o= 14.1.1 ~14.1.3 FEHHA IR 2KH0
B 14 LIAA NI AR S ORNCHRT 5 Z &, W I RAF2FF R DTLAD
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14.1.2 AFNIABYEIMEN 26D, DL OFRFIEICHE S
Z &,

(1) ABFNAL T D E, AR XIES% T R U
FEES100mL O s N v 7 0 ISR AR Z
NZEII0mL $k 2 U0 IR &35, ABANE.
FLBRHE & ISR L E TH H O T, IR %
B ATV L 72 2 &

(2) 1A B OMEERI0mL % /3o 7 Wz TR
T 5. ZOWMBRE EHERE LW &,

3) BfiRk % L IRV IRE 1%, WEREAD A T v
NHRBEEREIY | FHEFISOML O /N 71T
HEAL, AT D,

(4) ZEDSA T IVIZ2AK B O IFI10mL % 1% T
K IR VIRY, A T AWNITERIDBE TS TV
RN LR LI EREREIY . ANy
TIZHEA L, R EH & 72 2 F TRV IEE D,
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B EAR L

1413 HEREEE O & 5 38 (CLer 2390mL/min )
WX L CHERET 217 5 56013, PIRIZREW AR
WERM L%, mlRy 700 TRESEICR
FIoEHRERY, FEFETDH L,

CLcr AFI1[E B L D HEEY %D
720 OF | 100mL AN | SRSy
& DRNEY2 Fa s
T &
60~89 mL/min 1gh 20mL 80mL
30~59 mL/min | 0.75g? 40mL 60mL
15~29 mL/min 0.5g% 60mL 40mL
1 % % Hr R oD 0.5g3 60mL 40mL
KB AR 4
*
1) Afllg (L L3Z7 Z 5200mg, A I~k A5400mg, ¥ 7 A
F > 400mg)
2) AHK10.75g (L L7 2 A150mg, A T ~2F A300mg, VT A
4 F2300mg)

3) A#10.5g (L' L 37 Z K100mg, A I ~2% A200mg, ¥ T A
# F2200mg)

1414 BBAELEZR T 0T, TuiR7r—1 Lt 0RE
VT D 2k
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15.2 FE G R 3R
Y SR
£
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1.9
1.9.1

— A PRCER D I ..
L LRI B LKFY ...

1.9.1.1 — B4R (JAN)
1.9.1.2 [EBE—ft4 (INN)

1.9.2

IR DT

1.9.2.1 —EEIA R (JAN)
1922 [EpE—ft4 (INN)

1.9.3

VIALZF TR T A

1.9.3.1 — B4R (JAN)
1.9.3.2 [EpE—ft4 (INN)
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1.9 —BHBHICRLIXE
1.9.1 PAZAVE PN, S il
1.9.1.1 —RREIE TR (JAN)
— M FR (JAN) (X, FR2942H 24 A A 3EA SRR 022455 1751 L 0 i@m S iz,

[JAN (A4 ] VLT 2 Lokl
[JAN (3% #4)] Relebactam Hydrate

(k=240
(1R,28,5R)-7-Ox0-2-[(piperidin-4-yl)carbamoyl]-1,6-diazabicyclo[3.2.1]octan-6-yl  hydrogen sulfate

monohydrate

[ ]

1.9.1.2 EFR—#&% (INN)

r-INN /X, relebactam & L C List 74 (WHO Drug Information, 2015, Vol.29, No.3, p.417) (ZUX#H; =
i,

1.9.2 A T RRLIKFIY
1.9.2.1 — kBB FE (JAN)
— B TR (JAN) 1%, “FARISH3 A 31 H A E3RAE A I 40331013512 K @sn Sz,

[JAN (AAA)] A =3 LKFH)
[JAN (3% #4)] Imipenem Hydrate

(k=240
(5R,6S5)-3-[2-(Formimidoylamino)ethylsulfanyl]-6-[(1R)-1-hydroxyethyl]-7-oxo-1-azabicyclo[3.2.0]hept

-2-ene-2-carboxylic acid monohydrate
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[t E=K]
COQH
\} S/\/
HO7
HaC

1.9.2.2 EFR—#&% (INN)

r-INN /X, imipenem & L T List 24 (Supplement to WHO Chronicle, 1984, Vol.38, No.6 (March), p.6)
(I S A7z,

1.9.3 VIAREFUF YDA

1.9.3.1 —REIEFR (JAN)
— XA FR (JAN) 13X, BRFI614E7H 2 BTSSR 15542 512 HWE ST,

[JAN (HA%)] v FR2FFF U T4
[JAN (Z& #4)] cilastatin sodium

[1b=240]
Monosodium (22)-7-{[(2R)-2-amino-2-carboxyethyl]sulfanyl}-2-
({[(1S)-2,2-dimethylcyclopropyl]carbonyl} amino)hept-2-enoate

[k A ]
HO2C\/./\S CO2zNa
H NHz HN._-O
CHa
H” P><CHa

1.9.3.2 EFR—#&% (INN)

r-INN /X, cilastatin & L C List 24 (Supplement to WHO Chronicle, 1984, Vol.38, No.6 (March), p.3)
W S 7=,

C cConfidential

1.9 —BHIA IR D CE
-3 -



MSD #R=\E 1t



VLAY X BKFW A IR AR, VT AEFF R Y A R
1.10 73K - BIERZ O ERAEROE LD

=)
110 753K « B DR T I B 0D T 0D oot 2

C cConfidential

1.10 #F¥ - BIEREOREEEEROE LD
1 -



VLT B DKFM A SRR LKFM, T ABTF T Y T A

TES7

110 78 - BEREOREFRAGROE L O

110 = - REFOEEEEEHOFT LD

K110-1 B5X - JIEFOREEEEHDFT LD

b4 - B4

LCEM

RIRE « R

AFANBENEDORIGE, ¥ buns 2 =g, 7 VTV TF/, =T aNsH
—J&. BT FTR. BRE. TR b 2 —JE
712U A SASFR DGR PRSI 2 7§ R ISR D

1 i
R YE

ik - & WE R ACIZE1.25g (L LRy B e LT250mg,/ A S ~3R A & LT500mg
S VT AEF L L T500mg) &1 HARI305 T CRIETET D,

B DT

WA L OERY | T4 - VAT ) A RS S ERE

(A T, L LR & LKFI263mg (L L 37 Z 2 E L T250mg)
S A IR LKFIPS30mg (f IR A E L T500mg) /T AXTF TR
U A53Img (VT AKX F L LT500mg) EEA)

=

[LL N Z A

2
Yl BRI BN D ESEE (mg/kg)

Z v b (HERE) I\ 450

F (HERE) v >225

IV : FRA

a: PEAER 7 BRI S RBR TN L TR 57, L LT X AEFME S U7 B TV &
GaEERBR ORI L,

fiatk (LT ¥ LB E.)

51 H

presésd Be5E MR v o
Dy é%é% (mg/kg/A) (mg/kg/H) E7PTR
4[] 0. 50. 150 450 mg/kg/ A : SET ., FEBERIEIR
(18 1[=E]) 430 N 150 b IRER b, BERAMZ b, BL U
v NHIRBEDRIZEDIEND
138 0. 65, 150, 450/300 mg/kg/ H: JE L=, iGEhE
Sk (TR1[ED) | 450/300° &R 9, JERAZ 9, AT 9,
I\Y RO (RilR) d, PRI
150 B BB MRS IR
4 R (AT DKEE X
BVE L ONEEREE) 4, RIRME
DOl ZIEIR 4, FLE 35 d
4[] 0. 25, 75, 225 mg/kg/ H: #fHpD o, @M
(1A1E]) | 225 oL BERIE o TREIMEIRT ¢
v AL e, IR B PERH <
75 KRG OSMEAR T o (KEE
e BEHEBORM, BREME L
iz BT, BUN KDY LT F=
> OYENN &, R OB 72 FERL
R O ER A ¢
1338 0. 25. 50, TR EROT
(1H1[ED | 150 >150
v
IV : ¥R, BUN: MLiGRF2EH
b: FELEM (Hf: 15PTH20C) TRO LA,
c: ABR1H BIZ450 mgkg/ H T E L, BBR2K U3 H HIZ300 mg/kg/ HIZH®E L, &
BraF OS H HICEG 2k U, 56 H H 12300 me/kg/ A CTHEG 2 FEBH L €, BBk
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VLRI ZLBIKFMW, A IR EKFW, T AET T N A A
1.10 73 - BISEEOREEAEROE L

THRFE THkeL L7z,

d: FECHDWITFE U8 (M 167TH2IT) TERO bz,

e: FHEHRGEI0LHIEOA (KERTIFHELZBG LIMoOEE L D muo3Edin
HFRE AR L),

0 R ERGHE T RSO I 2T,

g BIRME LR A RO 2D L,

FEE (VL ARNTZL A INRL (ABEDOVIAZTF g h) BRG]

e 511 o o
- hH5ET HEHMEE s o
Dy éfé% (mg/kg/ H) (mg/kg/ H) E7RPTR
43 0 (Iv+SC). AT R AR T
# oL (LA1E) | 37.5 aOv) / 37.5
IV+SC 150 (30IV+ (LI ANT XL
120SC)

IV : #AkA, SC: KT

UL EL/ A4 IR_RL (RABOVITAZFU2EH) ONEICEE LT,

[ %]
SRS (AROY T AL T 2EH) 1, BHEOUIBROTEEEZT T
1,\7331,\0

mEH BUWERREE (5. BARMRAMES) : 78/59761=13.1%
BIVEH OFEXE 3K
T 1665 (2.7%)
TI7= T ) NTUAT =7 —BHIN 10651 (1.7%)
TARGEUBET I ) VT AT 25— | 106 (1.7%)
B 661 (1.0%)
MAPTH Y RAT 7 & —FHIN 561 (0.8%)
e 5% (0.8%)
E=an MSD #E Al BAI - EA
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HEHE 7 —

DY AT

3 (EVa—3) - EICEET S SE

T UTHEE

3.2.8 Drug Substance (name, manufacturer)
3.2.8.1 General Information (name, manufacturer)
3.2.8.1.1 NOMENCLATURE
3.2.8.1.2 STRUCTURE
3.2.8.1.3 GENERAL PROPERTIES
3.2.8.2 Manufacture (name, manufacturer)
3.2.8.2.1 MANUFACTURER(S)
32822 DESCRIPTION OF MANUFACTURING PROCESS AND
CONTROLS
3.2.8.23 CONTROL OF MATERIALS
3.2.8.24 CONTROL OF CRITICAL STEPS AND INTERMEDIATES
3.2.8.2.5 PROCESS VALIDATION AND/OR EVALUATION
3.2.8.2.6 MANUFACTURING PROCESS DEVELOPMENT
3283 Characterization (name, manufacturer)
3.2.8.3.1 ELUCIDATION OF STRUCTURE AND OTHER
CHARACTERISTICS
3.2.83.2 IMPURITIES
3.2.8.4 Control of Drug Substance (name, manufacturer)
3.2.84.1 SPECIFICATION
3.2.8.4.2 Analytical Procedures (name, manufacturer)
3.2.8.4.2.1 ANALYTICAL PROCEDURES - ASSAY AND IMPURITIES
3.2.8.4.2.2 ANALYTICAL PROCEDURES - RESIDUAL SOLVENTS
328423 ANALYTICAL PROCEDURES - SPECIFIC ROTATION
3.2.84.2.4 ANALYTICAL PROCEDURES - COMPENDIAL TESTS
3.2.8.4.2.5 ANALYTICAL PROCEDURES - IDENTITY
3.2.84.2.6 ANALYTICAL PROCEDURES - WATER
3.2.8.4.2.7 ANALYTICAL PROCEDURES - DEVELOPMENT HISTORY
3.2.843 Validation of Analytical Procedures (name, manufacturer)
3.2.84.3.1 VALIDATION OF ANALYTICAL PROCEDURES - ASSAY AND
IMPURITIES
3.2.8.4.32 VALIDATION OF ANALYTICAL PROCEDURES - RESIDUAL
SOLVENTS
3.2.8433 VALIDATION OF ANALYTICAL PROCEDURES - FTIR
328434 VALIDATION OF ANALYTICAL PROCEDURES -WATER BY
KF
3.2.84.3.5 VALIDATION OF ANALYTICAL PROCEDURES -SPECIFIC
ROTATION
3.2.54.4 BATCH ANALYSES

3.2.8.45

JUSTIFICATION OF SPECIFICATION
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TR ZOR FERY> TE TR [Tamk MERr - 2% [T — ¥
(EA, s RO R DI H A 1
3.2.8.5 REFERENCE STANDARDS OR MATERIALS
3.28.6 CONTAINER CLOSURE SYSTEM
3.2.8.7 Stability (name, manufacturer)
3.2.8.7.1 STABILITY SUMMARY/CONCLUSIONS
3.2.8.7.2 POST-APPROVAL STABILITY PROTOCOL/STABILITY
COMMITMENT
3.2.8.7.3 STABILITY DATA
3.2.P Drug Product (name, dosage form)
3.2.P.1 DESCRIPTION AND COMPOSITION OF THE DRUG PRODUCT
3.2.P.2 Pharmaceutical Development (name, dosage form)
3.2.P.2.1 COMPONENTS OF THE DRUG PRODUCT
3.2.P2.2 DRUG PRODUCT
3.2.P.2.3 MANUFACTURING PROCESS DEVELOPMENT
3.2.P24 CONTAINER CLOSURE SYSTEM
3.2.P.2.5 MICROBIOLOGY ATTRIBUTES
3.2.P.2.6 COMPATIBILITY
3.2.P3 Manufacture (name, dosage form)
3.2.P3.1 MANUFACTURER(S)
3.2.P.3.2 BATCH FORMULA
32.P33 DESCRIPTION OF MANUFACTURING PROCESS AND
CONTROLS
3.2.P34 CONTROLS OF CRITICAL STEPS AND INTERMEDIATES
3.2.P3.5 PROCESS VALIDATION AND OR EVALUATION
3.2.P4 Control of Excipients (name, dosage form)
3.2.P4.1 SPECIFICATIONS
3.2.P4.2 ANALYTICAL PROCEDURES
3.2.P43 VALIDATION OF ANALYTICAL PROCEDURES
3.2.P44 JUSTIFICATION OF SPECIFICATIONS
3.2.P4.5 EXCIPIENTS OF HUMAN AND ANIMAL ORIGIN
3.2.P4.6 NOVEL EXCIPIENTS
3.2.P.5 Control of Drug Product (name, dosage form)
3.2.P.5.1 SPECIFICATIONS
3.2.P.5.2 Analytical Procedures (name, dosage form)
32.P52.1 ANALYTICAL PROCEDURES- ASSAY, DEGRADATION
PRODUCTS. CONTENT UNIFORMITY AND IDENTITY
32.P522 ANALYTICAL PROCEDURES- WATER CONTENT-OVEN KF
TITRATION
3.2.P.5.2.3 ANALYTICAL PROCEDURES-
32.P524 ANALYTICAL PROCEDURES- COMPLETENESS AND
CLARITY OF CONSTITUTED SOLUTION AND VISIBLE
PARTICULATES
32.P525 ANALYTICAL PROCEDURES- ASSAY, CONTENT
UNIFORMITY AND IDENTITY
3.2.P.53 Validation of Analytical Procedures (name, dosage form)
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3.2.P.5.3.1 VALIDATION OF ANALYTICAL PROCEDURES- ASSAY, (NET
CONTENTS), CONTENT UNIFORMITY,DEGRADATES AND
IDENTITY (HPLC)
3.2.P532 VALIDATION OF ANALYTICAL PROCEDURES- WATER
CONTENT
3.2.P.533 VALIDATION OF ANALYTICAL PROCEDURES- ||
I
32.P53.4 VALIDATION OF ANALYTICAL PROCEDURES- ASSAY,
CONTENT UNIFORMITY AND IDENTITY
3.2.P.54 BATCH ANALYSES
3.2.P5.5 CHARACTERIZATION OF IMPURITIES
3.2.P.5.6 JUSTIFICATION OF SPECIFICATIONS
3.2.P.6 REFERENCE STANDARDS OR MATERIALS
3.2.P7 CONTAINER CLOSURE SYSTEM
3.2.P.8 Stability (name, dosage form)
3.2.P.8.1 STABILITY SUMMARY AND CONCLUSION
3.2.P8.2 POST-APPROVAL STABILITY PROTOCOL/STABILITY
COMMITMENT
3.2.P.8.3 Stability Data (name, dosage form)
3.2.P8.3.1 STABILITY DATA - FSS
3.2.P.8.3.2 BULK HOLD - STABILITY DATA
3.2.P.8.3.3 PHOTOSTABILITY - STABILITY DATA - FSS
3.2.P.8.34 LEACHABLES - STABILITY DATA
3.2.P.8.3.5 REGRESSION SUMMARY - STABILITY DATA
3.2.A Appendices
3.2.A.1 FACILITIES AND EQUIPMENT
32.A2 ADVENTITIOUS AGENTS SAFETY EVALUATION
3.2.A3 NOVEL EXCIPIENTS
3.2.R REGIONAL INFORMATION
3.3 2% SOk -
[&#}3.3: 000] INVESTIGATIONAL FORMULATIONS Merck Research |- FENEEE - -
Laboratories
[&£13.3: 000] Quantification of segregation potential for polydisperse, cohesive, multi- Michael Gentzler, |- Powder Technology. 2015; 285: |- -
component powders and prediction of tablet die-filling performance - A James N. 96-102
methodology for practical testing, re-formulation and process design Michaels, Gabriel
1. Tardos
2 AT (EV=—4) AR S -
4.2 E S -
4.2.1 SR -
4.2.1.1 W)y 2 AT 2R -
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[&%}4.2.1.1.1: PD001] [MK-7655: ANTIMICROBIAL SUSCEPTIBILITY OF MK-7655 ALONE  |Merck Research  |#§4} FEPE Al i
AGAINST A PANEL OF REPRESENTATIVE SPECIES AND IN Laboratories —
SYNERGISTIC COMBINATION AGAINST CLINICAL ISOLATES OF  |Rahway
IMIPENEM NONSUSCEPTIBLE PSEUDOMONAS AERUGINOSA AND
ENTEROBACTERIACEAE EXPRESSING CLASS COR CLASSA B-
LACTAMASES
[&#}+4.2.1.1.2: PD002] [MK-7655: BIOCHEMICAL PROPERTIES OF MK-7655 (RELEBACTAM) |Merck Research  |#E5+ fHENEE &R i3
Laboratories —
Rahway
[&%}+4.2.1.1.3: PD003] |In vitro time kill rate of imipenem alone and combined with MK-7655 against |Merck Research |¥E5} HANEE FHmE £ i3
two imipenem-non-susceptible isolates of Pseudomonas aeruginosa Laboratories —
Rahway
[&%}+4.2.1.1.4: PD004] [MK-7655: SELECTION OF SPONTANEOUS RESISTANCE TO THE Merck Research  [#§4} HREE & i3
COMBINATION OF IMIPENEM PLUS MK-7655 IN CLINICAL Laboratories —
ISOLATES OF IMIPENEM-NON-SUSCEPTIBLE PSEUDOMONAS Rahway
AERUGINOSA AND KLEBSIELLA PNEUMONIAE EXPRESSING
CLASS C OR CLASS A B-LACTAMASES, RESPECTIVELY
[&%}+4.2.1.1.5: PD005] |Lack of Efflux of MK-7655 from Pseudomonas aeruginosa Merck Research  |¥#4} HAEE P EH b3
Laboratories —
Rahway
[&#}4.2.1.1.6: PD006] [MK-7655: IN VIVO EFFICACY OF MK-7655 IN COMBINATION WITH |Merck Research  [#§4} B Bl -gas .3
IMIPENEM/CILASTATIN IN MURINE MODELS OF INFECTION Laboratories —
Rahway
[&#}4.2.1.1.7: PD007] |Characterization of isolates with reduced susceptibility to the combination of |[Merck Research  |#F5} TP Sl "
imipenem and MK-7655 either naturally or after selection at concentrations Laboratories —
above the MIC Rahway
[&%}+4.2.1.1.9: PD013] |Evaluating the impact of altered in vitro susceptibility testing parameters on the sk FENEE A& i3
activity profile of imipenem alone and combined with MK-7655
[&E#t42.1.1.10: Impact of media age on the activity profile of MK-5034 and MK-7655 in st FENE Eaif-ges 3
PDO15] combination with Imipenem
[E£42.1.1.11: Timekill Kinetic and Post Antibiotic Effect of Imipenem With and Without TN HNEE A& e i3
PDO016] MK-7655 Against an Imipenem Resistant Isolate of P. aeruginosa
[&Ft42.1.1.12: The In Vitro Postantibiotic Effect of Imipenem Alone and in Combination with sk HNEE & i3
PDO018] MK-7655 Against Pseudomonas aeruginosa CL 5701
[&E#t42.1.1.13: In-vitro evaluation of MK-7655 in combination with imipenem vs. 8-lactamase s FENEE FHmE i3
PDO021] producers
Umnited Kingdom
[&E#t42.1.1.14 Antimicrobial Profiling of 16,146 Gram-Negative Bacilli with Imipenem, International s+ FENEE M e 3
PD022] Imipenem/MK-7655 (relebactam sodium), and Comparative Agents Health
Management

Associates, Inc.
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[&#4.2.1.1.15: Studies on AmpC /3 -lactamase induction by MK-7655 ok FENER FEAT R pii3
PD024]
[&Ht4.2.1.1.16: MK-7655: IN VITRO HOLLOW FIBER STUDIES WITH RELEBACTAM  |Merck Research  |{f#4}+ FENEEE FEAMG & Ak e
PDO031] IN COMBINATION WITH IMIPENEM Laboratories -
Kenilworth
[EHH4.2.1.1.17: MK-7655: PHARMACODYNAMICS OF IMIPENEM PLUS st FENEEE FEALG & Ak i
PD033] RELEBACTAM STUDIED IN AN IN VITRO PHARMACOKINETIC
MODEL OF INFECTION
[&#}4.2.1.1.18: The in vitro activity of imipenem and imipenem/relebactam against gram- International ok FENERE FEAT R pii3
PD034] negative organisms collected as part of the SMART global surveillance Health
program, 2015 Management
Associates, Inc.
[&£14.2.1.1.19: The in vitro activity of imipenem and imipenem/relebactam against gram- International s FEPNE R FFA Ak b3
PDO035] negative organisms collected as part of the SMART global surveillance Health
program, 2016 Management
Associates, Inc.
[&#}4.2.1.1.20: Synergy/Antagonism Profile of Imipenem-Relebactam ok FENER FEAT R pii3
PDO036]
[&HF4.2.1.1.21: MK-7655: DISTRIBUTION OF RELEBACTAM TO PULMONARY Merck Research ¥4+ FENEEE FEALG & Ak i
PDO038] EPITHELIAL LINING FLUID IN NEUTROPENIC MICE AFTER Laboratories -
INTRAVENOUS INFUSION Kenilworth
[&H4.2.1.1.22: MK-7655: IN VIVO EFFICACY OF RELEBACTAM IN COMBINATION  [Merck Research  |{f#4}+ FENEEE FEALG & Ak i
PD040] WITH IMIPENEM/CILASTATIN IN MURINE MODELS OF INFECTION [Laboratories -
Kenilworth
[&FkH4.2.1.1.23: Merck Report PD050 sk AR A i3

PD050]
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[&H+4.2.1.1.24: MK-7655: ASSESSMENT OF ANTIMICROBIAL ACTIVITY OF MK-7655 |Merck Research  |#f#4} FENER FEAT R pii3
PD057] IN LUNG AND URINE MATRICES Laboratories —
West Point
[&#}4.2.1.1.25: The in vitro activity of imipenem and imipenem/relebactam against gram- International ok FENERE FEAT R pii3
THMA3972] negative organisms collected in Japan, the United States, Europe, and globally |Health
as part of the SMART global surveillance program, 2016-2018 Management
Associates, Inc.
[&FkH4.2.1.1.26: IPM RS MR I D IPM/MK-7655 T 0 R 1 2k E[ NG R AT R 1
PN B0491
[&#H4.2.1.1.27: MK-7625A&MK-7655AJEsz i Bk ESlg FENE R FEALG & Ak i
0005011
%ngLm& MK-7655AD 77 /L 73~ AR 253 2 sz PR =N FEPNE R FFA Ak bz
V0022011
4.2.1.2 EIVEREER S
[%FH4.2.1.2.1: PD009] [MerckScreen Data Report ok FENE R} FEAT R pii3
42.1.3 2V R -
[&FH4.2.1.3.1: Effect of| T o hERG (1)), hLKCNQI/WKCNET (I, [Merck Research [k FENE R} SEER pii3
TT. 3039] and hNav1.5 (ly,) Currents Stably Expressed in Mammalian Cells. Exploratory |Laboratories
Study conducted with PatchXpress 7000A
[&#}4.2.1.3.2: Electrophysiological Evaluation on hERG Channel Current Stably Expressed in |Merck Research {5} FENER FEAT R
%47011 CHO Cells Laboratories
[&F4.2.1.3.3: Ancillary Pharmacology: Effect of MK-7655 on Cardiovascular Function in ~ |Merck Research  |{f#4} B R SE G
%50671 Anesthetized Dogs Laboratories
[&FH4.2.1.3.4: Intravenous Cardiovascular and Respiratory Telemetry Study in Monkeys Merck Research  |#E4+ FENER FEAT R
1[. 56011 Laboratories
4.2.1.4 I SINE SR hat Rl
4.2.2 Y B RERABR -
4.2.2.1 IOHTERONY 7 —3 5 U RiEE -
[&HH4.2.2.1.1: BIOANALYTICAL VALIDATION REPORT Merck Research ¥4+ - SELRL i
03W76V] COMPLETE (FULL) VALIDATION AND EQUIVALENCY ASSESSMENT |Laboratories
(Maternal versus Non-Pregnant) FOR DETERMINATION OF MK-7655 (.
) in MOUSE PLASMA WITH A LIQUID
CHROMATOGRAPHIC TANDEM MASS SPECTROMETRIC METHOD
VR-358 (MK-7655) GLP Mouse, version 1
[&H+4.2.2.1.2: BIOCHEMICAL TOXICOLOGY VALIDATION REPORT Merck Research |4+ - SEER pii3
03W7NW] Partial Validation for the determination of MK-7655 _-) Laboratories
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[&#+4.2.2.1.3: BIOCHEMICAL TOXICOLOGY VALIDATION REPORT Merck Research |4+ - SEER pii3
03W7NT] Partial Validation of Manual Preparation for the determination of MK-7655 (. Laboratories
) in Stabilized EDTA Rat Plasma

VR-358 GLP Rat, Addendum 1, version 1
[&HH4.2.2.1.4: BIOCHEMICAL TOXICOLOGY VALIDATION REPORT Merck Research ¥4+ - SELRL e
03W7NR] Incurred Sample Reanalysis results for MK-7655 _-) in |Laboratories

Stabilized EDTA Rat Plasma

VR-358 GLP Rat, Addendum 2, version 1
[&#+4.2.2.1.5: BIOANALYTICAL VALIDATION REPORT Merck Research |4+ - SEER pii3
03W7NV] PARTIAL VALIDATION AND EQUIVALENCY ASSESSMENT (Maternal |Laboratories

vs Non-Pregnant) FOR DETERMINATION OF MK-7655 (D i»

RAT PLASMA WITH A LIQUID CHROMATOGRAPHIC TANDEM MASS

SPECTROMETRIC METHOD UTILIZING A STABLE-LABELED

INTERNAL STANDARD AND ISOCRATIC MOBILE PHASE

VR-358 (MK-7655) GLP Rat, Addendum 3, version 1
[&#+4.2.2.1.6: BIOANALYTICAL VALIDATION REPORT Merck Research ¥4+ - SELRL e
03W7NS] LONG-TERM STABILITY ASSESSMENT (1228 DAYS) (GLP Laboratories

ASSESSMENT) for MK-7655 )in RAT PLASMA WITH A

LIQUID CHROMATOGRAPHIC TANDEM MASS SPECTROMETRIC

METHOD

VR-358 (MK-7655) GLP Rat, Addendum 4, version 1
[&H+4.2.2.1.7: BIOANALYTICAL VALIDATION REPORT Merck Research |4+ - SEER pii3
04NPHF] COMPLETE VALIDATION FOR DETERMINATION OF MK-7655 (. Laboratories

) IN STABILIZED MONKEY PLASMA WITH A LIQUID

CHROMATOGRAPHIC TANDEM MASS SPECTROMETRIC METHOD

VR BP-0119
[&#4.2.2.1.8: SAFETY ASSESSMENT STANDARD BIOANALYTICAL PROCEDURE |Merck Research  |{fE4}+ - SZ B i
0475P6] FOR MK-8712/MK-0791/MK-0787 Laboratories
[&#+4.2.2.1.9: SAFETY ASSESSMENT STANDARD BIOANALYTICAL PROCEDURE |Merck Research  |#&4}+ - SELRL e
04Z5P8] FOR MK-8712/MK-0791/MK-0787 Laboratories

Addendum #296.1

4222 I -

[&%}+4.2.2.2.1: PK001] [PPDM Nonclinical Report Merck Research |4+ - FEAT R pii3

Pharmacokinetics of MK-7655 in Mouse, Rat, Dog. and Monkey (PK001) Laboratories

4.2.2.3 Gzt -

[&#}+4.2.2.3.1: PK005] [DMPK REPORT st - FEALG & Ak i3

Quantitative Whole-Body Autoradiography in Male Wistar Hannover and

Long-Evans Rats Following a Single 30-Minute Intravenous Infusion

Administration of [14C]MK-765 5 and Human Dosimetry

Prediction
[&#+4.2.2.3.2: MK-7655 Merck Research |4+ - FEAT R pii3
1[.72201 Intravenous Placental and Lactational Transfer Study in Rats Laboratories
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[&¥t4.2.233: MK-7655 Merck Research  [#F4+ - A& i3
ﬂ.?lOOl Intravenous Placental Transfer Study in Rabbits Laboratories
4224 A1) -
[&#}4.2.2.4.1: PK002] | Department of Drug Metabolism and Pharmacokinetics Nonclinical Report ~ [Merck Research  |#E4} - FF & 3
In Vitro Metabolism of MK-7655 in Preclinical Species (PK002) Laboratories
[&#}4.2.2.4.2: PK003] |[PPDM Nonclinical Report Merck Research  [#§4} - e i3
In Vivo Metabolism of MK-7655 in Rats (PK003) Laboratories _
[&#}4.2.2.43: PK011] |[PPDM Nonclinical Report Merck Research  [#§4} - FHMmE i3
In Vivo Metabolism of ['“C]JMK-7655 in Intact Wistar Han Rats Following |Laboratories
Intravenous Administration (PK011)
[&#}4.2.2.4 4: PK013] |PPDM Nonclinical Report Merck Research  [#g4+ - & e i3
Metaboh'??t Profiling of MK-7655 in Human Plasma (PK013) Laboratories
4225 B -
[&#}+4.2.2.5.1: PK010] [EXCRETION OF RADIOACTIVITY AND PLASMA CONCENTRATION iy N - A& i3
VS. TIME PROFILES IN INTACT RATS AFTER ADMINISTRATION OF
A SINGLE INTRAVENOUS DOSE OF [“C_ ([**CIMK-7655)
4226 EpEhieFa R HEEER GERERK) -
[&#}4.2.2.6.1: PK004] |[PPDM Nonclinical Report Merck Research  [#§4} - & i3
MK-7655 Bi-Directional Transport in LLC-PK1 Cells and Uptake Transport in |Laboratories
Cells Expressing Human Renal hOAT1, hOATS3, or hOCT?2 Transporters
(PK004) _
[&#}4.2.2.6.2: PK006] |[PPDM Nonclinical Report Merck Research  [#§4} - FHMmE i3
Transporter Inhibition and Phenotyping Studies With MK-7655 (PK006) Laboratories
[&#}4.2.2.6.3: PK009] |PPDM Nonclinical Report Merck Research  [#E4+ - PR i3
Evaluation of MK-7655 as Substrate of Human MATE1 and MATE2K Laboratories
Transporters and as Inhibitor of Human OATP1B1, OATP1B3, OAT1, OAT3,
OCT2, MATE1, MATE2K, BCRP, and BSEP transporters (PK009)
[&%}4.2.2.6.4: PK012] [PPDM Nonclinical Report Merck Research  |#E4} - e 3
Transporter Phenotyping Studies of MK-7655 (PK012) Laboratories
[&#}4.2.2.6.5: PK014] |[PPDM Nonclinical Report Merck Research  [#§4} - & E i3
Evaluation of MK-7655 as an Inhibitor of Human Multidrug Resistance P- Laboratories
glycoprotein 1 (MDR1 P-gp) in Membrane Vesicles (PK014)
[&#}4.2.2.6.6: PK015] |Nonclinical Report st - B i =g as i
P-Glycoprotein Inhibitory Potency om
[&#}4.2.2.6.7: PK016] [EVALUATION OF INDUCTION P HROME P450 N - e e 3
ISOFORMS AND CYTOTOXICITY POTENTIAL BY_-
(MK-7655) IN CRYOPRESERVED HUMAN HEPATOCYTES
[&#}4.2.2.6.8: PK017] |CYP REVERSIBLE INHIBITION REPORT - 24N : P& i

Evaluation o: as a Reversible Inhibitor of Eight
Cytochrome P450 Activities in Pooled Human Liver Microsomes
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[&kH4.2.2.6.9: PK018] [CYP TIME-DEPENDENT INHIBITION REPORT ﬁ [ ] WS+ - FEAT R pii3
Evaluation of] as a Time-dependent Inhibitor of Eight
Cytochrome P450 Activities in Pooled Human Liver Microsomes
4227 X DD I B e R %N AR L
4.2.3 LR -
4.23.1 H R 5P -
[&¥H4.2.3.1.1: Exploratory Single-Dose Intravenous Tolerability and Toxicokinetic Study in ~ |Merck Research  [#§4} B SEE R B
TTam11471 Female Rats Laboratories
[&FH4.2.3.1.2: Exploratory Single-Dose Intravenous Tolerability and Toxicokinetic Study in  |[Merck Research ¥4} B SEE R b5
L[. 11481 Monkeys Laboratories
4.23.2 PR B G- VR -
[&#}4.2.3.2.1: Exploratory 7-Day Intravenous Tolerability Study in Female Wistar Rats Tsukuba Safety  |[EN B R SE G piis
TT.9913] Assessment
Laboratories,
Banyu
Pharmaceutical
Co.,Ltd.
[&#}+4.2.3.2.2: One-Month Intravenous Toxicity Study in Rats With a Functional Tsukuba Safety AN HNEE FEAG Ak b5
T’I.9822] Observational Battery With a 4-Week Recovery Period Assessment
Laboratories,
Banyu
Pharmaceutical
Co.,Ltd.
[&#}4.2.3.2.3: Three-Month Intravenous Toxicity Study in Rats Merck Research  |#E4+ FENER FEAT R pii3
%1 0031 Laboratories
[&F4.2.3.2.4: One-Month Intravenous Toxicity Study in Monkeys Merck Research  |#E4+ FENER FEAT R pii3
%1 1531 With a 4-Week Recovery Period Laboratories
[&F}4.2.3.2.5: Three-Month Intravenous Toxicity Study in Rhesus Monkeys Merck Research  |#E4+ FENER FEAT R pii3
%1 0891 Laboratories
[&F}4.2.3.2.6: Exploratory Intravenous/Subcutaneous Pharmacology Study in Rhesus Merck Research  |#E4+ B R SE G piis
%1 123] Monkeys Laboratories
[&F14.2.3.2.7: One-Month Intravenous/Subcutaneous Toxicity Study in Rhesus Monkeys Merck Research  |#E4+ FENER FEAT R pii3
1[. 1124] Laboratories
4233 B ma AR -
4.23.3.1 In VitropA 5k -
[&#}4.2.3.3.1.1; Microbial Mutagenesis Assay Merck Research  |#E4+ FENERE FEAT R pii3
T13003 8012 |8 Laboratories
016]
[&#}4.2.3.3.1.2: Assay for Chromosomal Aberrations In Vitro, in Chinese Hamster Ovary Cells |Merck Research {5} FENERE FEAT R pii3
TTj3604 3608 |3 Laboratories
614]
4.23.3.2 In Vivoski -
[&#}4.2.3.3.2.1: Assay for Micronucleus Induction in Rat Bone Marrow From a 1-Month Merck Research — |#E4+ FENE B R B
L[.8809] Intravenous Toxicity Study Laboratories
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4235 ARl A MR -
42351 S RERE & U PR & T OYIARRSE 412 B3~ % Bl -
[E#t4.235.1.1: Intravenous Fertility and Toxicokinetic Study in Female Rats Merck Research  |¥E5} TP Sl "
%7400] Laboratories
[&Ft4.2.3.5.1.2: Intravenous Fertility and Toxicokinetic Study in Male Rats Merck Research  |¥g4} HNEE R e i3
7410] Laboratories
42352 BE - BRRREEICET 208 -
[E¥}423521: Preliminary Subcutaneous Developmental Toxicity Study in Pregnant Mice  [Merck Research |4} HNEE B2EGE 3
%7021] Laboratories
[EF423522: Preliminary Subcutaneous Developmental Toxicity Study in Mice Merck Research |4} fENE BEEF i
7022] Laboratories
[%4_2_3_5_2_3: Subcutaneous Embryo-Fetal Developmental Toxicity and Toxicokinetic Study |Merck Research  |#E4} FENE S Bl =gas i
%7330] in Mice Laboratories
[&Ft4.2.3.5.2.4: Preliminary Intravenous Developmental Toxicity Study in Pregnant Rats Merck Research  |¥g4} &S B2EGF "
%70311 Laboratories
[&Ft4.2.3.525: Intravenous Embryo-Fetal Developmental Toxicity and Toxicokinetic Study in [Merck Research [} HREE & E Fi3
%73 201 Rats Laboratories
[&7r4.2.3.5.2.6: Exploratory Intravenous 4-Day Tolerability and Toxicokinetic Study in Rabbits [Merck Research  [#E4+ TP B2EGF i3
%’70231 Laboratories
[&423527 Intravenous Embryo-Fetal Developmental Toxicity Study in Rabbits Merck Research |4} &S EZiij-ess "
7200] Laboratories
42353 H A RIL R O AE B DR AE N NS R OBRE I B 3 2 R = _
[EFt42353.1: Intravenous Pre- and Postnatal Developmental Toxicity Study in Rats Merck Research  [#E4} &S Al "
7050] Laboratories
42354 HAER 2 R - BB -
[Efl42354.1: Exploratory Subcutaneous and Intravenous Range-Finding Toxicity and Merck Research |4} &S BEGE "
%7025] Toxicokinetic Studv in Juvenile Rats Laboratories
[&7t4.2.3.542: Subcutaneous and Intravenous Toxicity and Toxicokinetic Study in Juvenile |Merck Research  [¥&4} HRNEE & E b3
| T1jj 70901 ts Laboratories
4236 Ja B AR -
[&Ft4.23.6.1: Bovine Comeal Opacity and Permeability Test 5t FENEE B2EGE i3
%{7802] (BCOP)
[&Fr4.2.3.6.2: Acute Dermal Irritation/Corrosion in Rabbits iy 8 fENEE BEGF 3
7803]
B.4_2_3_7 Z D OE R -
42371 FURHERER U EERL
42372 Pk AR A Ay -
[E#t42372.1: Local Lymph Node Assay in Mice (LLNA) b2 FHNEE BEEF i
7804]
42373 EERBOEFIZEE S 28R BX 7L
42374 EFERRR U EERL
42375 RS O EERBR U EERL
42376 it DEMERER -
[&#}42.3.76.1: MICROBIAL MUTAGENESIS ASSAY Merck Research |24} FHENEE B2EGR i3
2.8074_. 8080] Laboratories

-10-
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[&#}4.2.3.7.6.2: Exploratory Microbial Mutagenesis Assay Merck Research  |#E4+ B R BB flig
%82051 Laboratories
[&114.2.3.7.6.3: Microbial Mutagenesis Assay Merck Research  |#E4+ B R BB flig
%80881 Laboratories
[&114.2.3.7.6.4: Microbial Mutagenesis Assay Merck Research  |#E4+ B R BB flig
%80891 Laboratories
[&1}4.2.3.7.6.5: Microbial Mutagenesis Assay Merck Research  |#E4+ B R BB i
%80931 Laboratories
[&714.2.3.7.6.6: MICROBIAL MUTAGENESIS ASSAY Merck Research |4+ FENERE SEER pii3
1[. 80621 Laboratories
4.23.7.7 Z DL DR -
[&#}4.2.3.7.7.1: One-Month Intravenous Toxicity Study in Monkeys with a 4-Week Recovery —|Merck Research  |##4} FENEEE SELRL e
TTEM97361 Period Laboratories
[&714.2.3.7.7.2: Exploratory Single-Dose Intravenous Tolerability and Toxicokinetic Study in  |Merck Research  |{f#4} FENE R SZ B i
TTEM1133] Female Rats Laboratories
[&714.2.3.7.7.3: Exploratory Single-Dose Intravenous Tolerability and Toxicokinetic Study in  |Merck Research  |{f#4} FENEE SZ B i
TTEE1138] Female Rats Laboratories
[&714.2.3.7.7.4: Exploratory 9-Day Intravenous Rising-Dose Tolerability Study in Monkeys Merck Research |4+ FEPN R SEER i3
TTEE1118] Laboratories
[&714.2.3.7.7.5: Exploratory Subcutaneous 4-Day Tolerability and Toxicokinetic Study in Merck Research |4+ FEP R SEER i3
TTE70331 Rabbits Laboratories
[&F}4.2.3.7.7.6: Exploratory One-Month Intravenous and Subcutaneous Toxicity Study in Merck Research  |#E4+ FENE R SELRL i
TTE 70601 Rabbits Laboratories
[&F+4.2.3.7.7.7: FOURTEEN-DAY INTRAVENOUS INFUSION TOXICITY STUDY IN Merck Research ¥4+ FENE R SELRL i
TTE 10451 RHESUS MONKEYS Laboratories
[&714.2.3.7.7.8: Exploratory 7-Day Subcutaneous Tolerability Study in Female Rats Merck Research |4+ FEPN R SEEER i3
TTE 10481 Laboratories
[&714.2.3.7.7.9: Exploratory 7-Day Intravenous/Subcutaneous Tolerability Study in Female Rats|Merck Research  |{f#4} FEPN R SEEER i3
TTE25011 Laboratories
[&F}4.2.3.7.7.10: One-Month Intravenous and Intravenous/Subcutaneous Toxicity Study in Rats |Merck Research {5} FENEEE SELRL e
TTEm10351 With Functional Observational Battery (FOB) Laboratories
[&FH4.2.3.7.7.11: Exploratory 11-Day Intravenous and Intravenous/Subcutaneous Tolerability ~ [Merck Research |4} AR SEER i3
TTE25061 Study in Cannulated Female Rats Laboratories
[&7}4.2.3.7.7.12: Exploratory 9-Day Intravenous and Subcutaneous Toxicokinetic Study in Merck Research |4+ HAEER ZEER i3
TTEE1129] Monkeys Laboratories
[&7}+4.2.3.7.7.13: Exploratory Single- Dose Subcutaneous/Intravenous Tolerability Study in Merck Research |4+ AR ZEER i3
TTEM 10661 Monkeys Laboratories
[&F+4.2.3.7.7.14: Exploratory 9-Day Intravenous/Subcutaneous Rising-Dose Tolerability Study ~|Merck Research  |##4} FENEEE SELRL e
TTEm10131 in Monkevs Laboratories
[&F}4.2.3.7.7.15: One-Month Intravenous and Intravenous/Subcutaneous Toxicity Study in Merck Research  |#4+ FENE R SELRL i
TTE 10341 Monkeys Laboratories
[&F}4.2.3.7.7.16: Exploratory Intravenous/Subcutaneous Pharmacology Study in Rhesus Merck Research  |#E4+ FENE R SELRL i
T 1248] Monkeys Laboratories
[&F+4.2.3.7.7.17: One-Month Intravenous/Subcutaneous Toxicity Study in Rhesus Monkeys Merck Research | #E4+ B SEE R B
Laboratories
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[&£14.3: 014] Intravenous Infusion Study in Cynomolgus Monkeys TT #.-9024 Merck Research |- AR - -
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5 H5H (B2 —/V5) : FREBREREE -
5.2 R R -
5.3 i PR eI o 1 -
5.3.1 AW A AR -
53.11 SAAT AT EVT 4 (BA) AR TR
5.3.1.2 LEEBAGER M OV 2R [FSEPE (BE) Al & N ERRL
5.3.1.3 In Vitro-In Vivo® B & it U 7= shBrif i £ BRI L
53.14 TR S OB E A S0 T i i o -
[&#}5.3.1.4.1: Final Bioanalytical Study Report |i - ok FENERE ZEER pii3
04NVWN] Quantitative Determination of MK-7655, Cilastatin, and Imipenem in Human
Plasma from Study MK-7655-003 Using Turbo lon Spray LC/MS/MS
[&#}5.3.1.4.2: Bioanalytical Report ok FENERE SEER pii3
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[&#}5.3.1.4.3: FINAL BIOANALYTICAL STUDY REPORT ﬁ - ok FENER SEER pii3
04TRR6] Quantitative Determination of MK-7655, Cilastatin, and Imipenem in Human

Plasma from Study MK-7655A-013-00 Using Turbo Ion Spray LC/MS/MS
[&F}5.3.1.4.4: DM-965 Merck Research {5+ FENE R} SEER pii3
03DSHK] Analytical Procedure for the Determination of MK-7655, Cilastatin, and Laboratories

Imipenem in Human Plasma
[&#}5.3.1.4.5: Analytical Procedure for the Determination of MK-7655, Cilistatin, and Merck Research  |#E4+ B R SE G piis
03DSY4] Imipenem in Stabilized Human Plasma (HPLC-MS/MS) (Assay Development |Laboratories

Report: DM-965)
[&#}5.3.1.4.6: DM-965A Merck Research |4+ FENER SEER pii3
03DSS5] Analytical Procedure for the Determination of MK-7655, Cilastatin, and Laboratories

Imipenem in Human Plasma
[&#}5.3.1.4.7: Analytical Procedure for the Determination of MK-7655, Cilastatin, and Merck Research  |#E4+ B R SE G piis
03DTJ7] Imipenem in Stabilized Human Plasma (HPLC-MS/MS) (Assay Modification |Laboratories

Report: DM-965A)
[&#}5.3.1.4.8: BP-0005 Merck Research |4+ FENER SEER pii3
03TOTD] Analytical Procedure for the Determination of MK-7655 -), Laboratories

Cilastatin _-), and Imipenem )in

Human Plasma
[&#}5.3.1.4.9: PPDM VALIDATION REPORT Merck Research {5+ AR ZEER i3
043BPJ] Validation Report for the Determination of MK-7655, Cilastatin, and Laboratories

Imipenem in Human Plasma (UPLC-MS/MS)
[&#}5.3.1.4.10: DM-990 Merck Research ¥4+ FENEEE BB Gk pil3
03DT8V] Analytical Procedure for the Determination of MK-7655, Cilastatin, and Laboratories

Imipenem in Human Urine
[&£}5.3.1.4.11: DM-1025 Merck Research  [¥E4+ FENE R SELRL i
03DVG4] Analytical Procedure for the Determination of MK-7655, Cilastatin, and Laboratories

Imipenem in Human Dialysate
[&£15.3.1.4.12: DM-1019 Merck Research  [¥E4+ FENE R SELRL i
03DVG3] Analytical Procedure for the Determination of MK-7655 and Imipenem in Laboratories

Human Epithelial Lining Fluid
[&£15.3.1.4.13: DM-1020 Merck Research  [¥E4+ FENE R SELRL i
03DVG5] Analytical Procedure for the Determination of MK-7655 and Imipenem in Laboratories

Human Alveolar Cells
[&£15.3.1.4.14: The Chiral Integrity of MK-7655 _) in Human Post-Dose Plasma |Merck Research — |#E4}+ FENE B SEE R B
040DLDI Samples Laboratories

53.2 b ARREEL 2 IV 72 S Bl HE B e o0 B R 5 N ERRL
53.3 BRARSEENRE (PK) SRR -
5.3.3.1 BEFERERA (= 45 1T % PRI OV A el i o 75 -

[&#}5.3.3.1.1: P001] |A Study to Evaluate the Safety, Tolerability and Pharmacokinetics of Merck Sharp &  |##4+ B R SE G H

Intravenous Single Doses of MK-7655 and Intravenous Single and Multiple Dohme Corp., a

Doses of MK-7655 Dosed in Combination with PRIMAXIN® IV subsidiary of

Merck & Co., Inc.
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[&#}5.3.3.1.2: P007] |A Study to Evaluate the Intrapulmonary Pharmacokinetics of Multiple Merck Sharp &  |##4+ B R SE G H
Intravenous Doses of MK-7655 Dosed in Combination with Dohme Corp., a
Imipenem/Cilastatin in Healthy Subjects subsidiary of
Merck & Co., Inc.
5332 A 1T D PR O DA Ve i o 35 UL
5333 PP 2 2 i L 7 PRI o 2 -
[#&#}5.3.3.3.1: P002] |A Study to Evaluate the Safety, Tolerability, and Pharmacokinetics of Single  |Merck Sharp & |5} FENE R SELRL f
Doses of MK-7655 Dosed in Combination with PRIMAXIN® IV in Healthy ~ [Dohme Corp., a
Elderly Male, Elderly Female and Young Female Subjects subsidiary of
Merck & Co., Inc.
[&#}5.3.3.3.2: P005] |A Single-Dose Study to Investigate the Pharmacokinetics of MK-7655 in Merck Sharp &  |##4+ B R SE G H
Subjects With Impaired Renal Function Dohme Corp., a
subsidiary of
Merck & Co., Inc.
[&#}5.3.3.3.3: P012] |A single- and multiple-dose clinical trial to study the safety, tolerability and Merck Sharp &  |[E N P& R AT & fH
pharmacokinetics of MK-7655 in healthy Japanese subjects Dohme Corp., a
subsidiary of
Merck & Co., Inc.
5.3.3.4 SMAPETE 2 i L 72 PRERBR R i 2 -
[&#}5.3.3.4.1: P019] |A Randomized, Two-Period, Crossover Study to Examine the Effect of Merck Sharp &  |#E4+ R SEZ B el
Probenecid on the Pharmacokinetics of Relebactam (MK-7655) Administered |Dohme Corp., a
as MK-7655A (500 mg Imipenem/500 mg Cilastatin/250 mg Relebactam) in  |subsidiary of
Healthy Adult Subjects Merck & Co., Inc.
5335 REalL—3 3 VPR -
[&#}5.3.3.5.1: IMIPENEM/RELEBACTAM Merck Research  [#E4+ FENEE SEZ B el
04VPMH] MODELING & SIMULATION REPORT Laboratories
Population Pharmacokinetic Analysis of Relebactam in combined Phase 1,
Phase 2 and Phase 3 studies and probability of target attainment using
simulations in adult population.
[&#}5.3.3.5.2: IMIPENEM/RELEBACTAM Merck Research  |{fE5+ FENE R} SEER H
05BCPG] MODELING & SIMULATION REPORT Laboratories
Population Pharmacokinetic Analysis of Imipenem and Relebactam in
combined Phasel, Phase 2 and Phase 3 Studies in the Adult Population for the
sNDA of HABP/VABP indication
[&#}5.3.3.5.3: MK-7655A Merck Research  |Vg4+ R BB e
05CWLR] POPPK MODELING & SIMULATION ANALYSIS REPORT (JAPANESE |Laboratories
PATIENTS)
Population Pharmacokinetic Modeling and Simulation Analysis of Imipenem
and Relebactam in combined Phasel, Phase 2 and Phase 3 Studies in the Adult
Japanese Patient Population
[&k5.3.3.5.4: IMIPENEM/RELEBACTAM Merck Research |4} FENE R BEGEE A
04VG3D] Exposure Response to Assess the Relationship Between IMI/REL Laboratories

Pharmacokinetics and Efficacy
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[&#}5.3.3.5.5: IMIPENEM/RELEBACTAM Merck Research {5+ FENE R} SEER H
05BMGM] EXPOSURE RESPONSE ANALYSIS Laboratories
Exposure Response Analysis of Imipenem / Relebactam (MK-7655A) in
patients with Hospital Acquired Bacterial Pneumonia/Ventilator Associated
Bacterial Pneumonia (HABP/VABP)
534 MRS )% (PD) BB -
5.3.4.1 TR (235 1 5 PD etk 2 USPK/PD R 5 25 -
[4%#}5.3.4.1.1: P009] |A Single Dose Study to Assess the Effect of MK-7655 on the QTc Interval in  |Merck Sharp & |4} R FFA Ak el
Healthy Adult Subjects Dohme Corp., a
subsidiary of
Merck & Co., Inc.
5.3.4.2 A2 HPD Bk % U'PK/PD sl il i %N AR L
53.5 AR OV ek B i 2 -
5.3.5.1 FH 9 2 M AE LS B3 2 Helort BEEAIR B 1y 2 -
[&#}5.3.5.1.1: P003] |A Phase II, Randomized, Active Comparator-Controlled Clinical Trial to Study [Merck Sharp &  |##4}+ FENERE FEAT R H
the Safety, Tolerability, and Efficacy of MK-7655 + Imipenem/Cilastatin Dohme Corp., a
Versus Imipenem/Cilastatin Alone in Patients with Complicated Urinary Tract |subsidiary of
Infection Merck & Co., Inc.
[&#}5.3.5.1.2: P004] |A Phase II, Randomized, Active Comparator-Controlled Clinical Trial to Study |Merck Sharp & |4 R FFA Ak el
the Safety, Tolerability, and Efficacy of MK-7655 + Imipenem/Cilastatin Dohme Corp., a
Versus Imipenem/Cilastatin Alone in Patients with Complicated Intra- subsidiary of
Abdominal Infection [cIAI] Merck & Co., Inc.
[&#}5.3.5.1.3: PO13] |A Phase III, Randomized, Double-Blind, Active Comparator Controlled Merck Sharp &  |##4+ FENERE FEAT R H
Clinical Trial to Estimate the Efficacy and Safety of Dohme Corp., a
Imipenem/Cilastatin/Relebactam (MK-7655A) Versus Colistimethate Sodium +|Subsidiary of
Imipenem/Cilastatin in Subjects with Imipenem-Resistant Bacterial Infection |Merck & Co., Inc.,
NJ, USA (MSD)
[&#}5.3.5.1.4: P014] |A Phase I1I, Randomized, Double-Blind, Active Comparator-Controlled Merck Sharp & AL P& R AT & R fH
Clinical Trial to Study the Safety, Tolerability, and Efficacy of Dohme Corp., a
Imipenem/Cilastatin/Relebactam (MK-7655A) Versus Piperacillin/Tazobactam |Subsidiary of
in Subjects with Hospital-Acquired Bacterial Pneumonia or Ventilator- Merck & Co., Inc.,
Associated Bacterial Pneumonia NJ, USA (MSD)
5.3.5.2 ot BRI i -
[4#}5.3.5.2: P017]  |A Phase IIT Non-randomized, Non-controlled, Open Label Clinical Trial to MSD K K. W N SEAME H
Study the Safety and Efficacy of Imipenem/Cilastatin/Relebactam (IMI/REL
[MK-7655A]) in Japanese Subjects with Complicated Intra-Abdominal
Infection (cIAI) or Complicated Urinary Tract Infection (cUTI)
5353 HEE D FRBR Rl 2 B ClET L 7o il 3 -
[&#}5.3.5.3.1: Summary of Pooled Safety Data for Clinical Pharmacology Merck Sharp & |- FENEE - el
050BVW] Dohme Corp., a

subsidiary of
Merck & Co., Inc.
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[&#}5.3.5.3.2: Integrated Summary of Safety for J-CTD MSD K.K - N E R - B
Phase2 JISS]
[&#}5.3.5.3.3: IMIPENEM-RELEBACTAM Merck Research |4+ FENERE ZEER pii3
04WBXC] MODELING & SIMULATION REPORT Laboratories
Development of a Translational Pharmacokinetic and Pharmacodynamic Model
for Imipenem-Relebactam
[&#}5.3.5.3.4: MK-7655A [IMIPENEM/RELEBACTAM] Merck Research  |#E4+ FEPNE R SZ B i
05873G] MODELING & SIMULATION REPORT Laboratories
Analyses of PK/PD from Mouse Thigh Infection Model of
Imipenem/Relebactam
[&#}5.3.5.3.5: MK-7655A [IMIPENEM/RELEBACTAM] Merck Research |4+ FENER SEER pii3
058X5B] MODELING & SIMULATION REPORT Laboratories
Additional Analyses of PK/PD from Mouse Lung Infection Model of
Imipenem/Relebactam
53.54 Z DO R R SR 2 -
[&#}5.3.5.4.1: MK-7655A P014 Japanese Subgroup Analysis Report MSD K.K - FENERE -
P014 J list]
[&#}5.3.5.4.2: PD039] [Quality Control Testing for Merck Phase IIT MK-7655A-013 Clinical Trial ok B R SE G
[&#}5.3.5.4.3: PD041] |Imipenem/Relebactam Disk and Meropenem Broth Microdilution Testing on 24N B SEE R B
Isolates from the Merck Phase III MK-7655A-013 Clinical Trial
[&#}5.3.5.4.4: PD046] |Performance of Quality Control Testing During Susceptibility Testing of ok B R SE G piis
Bacterial Isolates Recovered in Phase Il MK-7655A-003 and Phase II MK-
7655A-004 Merck Clinical Trial
[&#}5.3.5.4.5: Quality Control Testing for Merck Phase IIl MK-7655A-014 Clinical Trial ok NG BEE R %
 2493QC]
[&#}5.3.5.4.6: INTEGRATED DISK DIFFUSION REPORT - 4N FENE R SELRL i
04ZZYF]
53.6 i OEHTRESR I B9~ 2 s & -
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