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AUC Area under the concentration-time curve I AR R B — R R ARR T R

BLI B-lactamase inhibitor B-7 7 # ~—EHEH

CI Confidence interval fEH X

clAI Complicated intra-abdominal infection REHENE NG e N R

Ceftolozane Ceftolozane sulfate 7 haY UREEE (JAN)

Cnax Maximum concentration e M PSR

cUTI Complicated urinary tract infection FREHENE PR R G E

CYP Cytochrome P450 F 7 v Lk P450

ESBL Extended-spectrum beta-lactamase SERRMILEN B-F 7 2~ —F

EU European Union YONPENES

FDA Food and Drug Administration KEE A EK R

GLP . (2 8 5t D22 A2 B 2 SRR R R oD FE i
Good laboratory practice D HLE

ICH International Conference on (2 S LI A R (= R 2
Harmonisation

MK-7625A Tazobactam/ceftolozane AV VN el N RNV v Bl N = /a2 U7}

iz

OAT Organic anion transporter ET = N T AR—F—

QIDP Qualified Infectious Disease Product PO E S Y I [ 3R b

QTc Corrected QT interval MHIE L7= QT KR

Tazobactam Tazobactam sodium 2Ry E LT MY A (JAN)

tin Elimination half-life {H 250
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1.5 EEXIEROZBERUVHAEDRERE

1.5.1 ERXIEFERDERE

MK-7625A (KA &, flikiREEEEZ AT 2HMOE 7 7y e AR Y VRHAEKETH D
Ceftolozane (v 7 b u W U ffifgth : = 7 b )2 B-7 7 ¥ ~—EEA| (BLI) T % Tazobactam

(B NI ELFT NIV DL BRI EL) ZREG LEENHAEGHI TS, AFIL, —#o 7
7 N R O s 77 A2MER [Bacteroides fragilis (B. fragilis) 1 \ZIETEEZH LT\ 5, 7z,
W5WET 7 NEMER [Escherichia coli (E. coli) N DL Enterobacteriaceae], W ONT A1 /L3
NRRLFR, BT 7 RAR) R TAFRF ) mn RKOT R 7 ) 3y RRAEEICIE (£
HIMiE 2 S te) DorBErE %2 & e Pseudomonas aeruginosa (P aeruginosa) \ZIEVEEZ BT 5,

1.5.1.1 €I bRV URUE VNI B LORREORER

7 bud R, BT 7 AR CROFEEKT, Bt AR RRIE T r 7 7
ANPFHFITHRET SN TEYD . FLE AT MABRET, IEERR)THY | 7=, ZetE7m
Tr7ANDBRIUFTHLZ LD RFEIZOTEVERTIAS HNGNTWD IEREOSEIEIZ LD |
TERDFIHIE TII RGBSR DBBF OISRV 2OH 545 BIZB N TH, B = KO
ROFROET7 7m0 ZARY URHEE (B7 NIV THRY o 27280 72 OVL%) 1HK
RE LTSN TWA[EES.4:10], [BES4:11], 7 bad i, oty 2R V%
PLEEE L [RERIC =V VA HEH  (penicillin-binding protein : PBP) ZH5& L. HMilaEES pk & BH.
FHLMREZ G| S 2 2 & TREFENZ R, £72. ¥ 7 be¥ 358772 PBP 3SHERTH
V. P aeruginosa ORIRIEES K, AR R OSIRL O AEAFIZZH 723X ToD PBP (1b, 1c XT3)
WXL TETZ7HZ VAL EWBRIMEE T2 Z LRSI TVAH[2.6.2.2.1.1 IH],

BIRG B NE, TTAI R ekt D 7 T A AR D7 T ACDP-T7 7 H~v—FIZ
KT HBARAERTHY . T b OEERZ RN ALRNCRNEMAL S 2R, A OBEER G
RS % L17[2.6.2.2.1.2 1],

ST, BT b2y N ZAERICHWZSGE, BT 7 4~ —BICkT o5
A LAOHEFERICEY BT ha B Ok @ENRYIT b, REREEIER B-7 7 4 ~—F
(ESBL) PEA E. coli. Klebsiella pneumoniae (K. pneumoniae) N O Ot ? Enterobacteriaceae
%< . B. fragilis % DHEMERE I LT HHEEN 2777,

BHEME R BREGSE  (cUTD 1%, A7 —7 )V ORE, JREEPAZE, R TOIREMH LZ oMo
PREE DHERERY - ff PR BT Lo 7o | R Z Rt UTTFIE S B D ER 21 O IREEGLIZ L 5%
BEZRERAEMEREC, B X B EoeFIEREZIZIC D, [IIEHE, &k OEE
FEA ORI O RPTER DR Hiv D, cUTI O ERJRREIL, AR E L TE. coli Th 5
M. Klebsiella J&. Citrobacter J&. Enterobacter J&. Serratia J&. Proteus J&. P aeruginosa %, Lo
HEMES T AR b @IS TV DB R4 12], cUTI O ERIBEEIXI 7 LA a %
IR yREOE 7 7 r AR VRIEETREICOIZ VIR BRI TS H00, Zhb Dkt
PFEIZ 6 LTIt 2 7~ T O MBI K0 WE I ER = — XD+ 72 S TW RN O BLIR
Th o,
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BHEVENEENRIYE  (cIAD (FEERRGETH D | IR O OV E A MM 2 1 5
f5"E 2R LA DB L IR E ThR & ZREYYEN & £, 18 EOPIHERIC & » Tl & e/ ©
BTIADD ZENTET, BN GIR OS2 B2 TR L, EEIRE & & XN 2 REME
BB ST OVE AUMERERR AR A 5] & 2 2 9 [&RES .42 13], WU R E A B - 7256, 2 b DG o7
BT W, FIRICBIT 2T, fHBRERENES L, REEEH AT MG D HIHE S
DR SNTIZH 0 b 5T, BERK O RNEVEYE TH H[EES.4: 14], cIAl DOJFIA
I TEIPRADNEAR Z L > TR D, RBZBOONDERNEL E coli T, £ OM—RHI72
Enterobacter J&, Serratia J&, Acinetobacter J&, P aeruginosa }2 O\ B. fragilis % T H[&£}5.4: 15],
[EH5.4: 12], cIAl (FEERERO -S> THY, FHRARLR I ENZNTZOHEY LRI TAR

(empiric therapy) Z P/ T D2 MENRH D, FINEMOFRKREICEKSE, X=2U V&,
BT rARY VR, DANRNREFR, B AT EZLARNFI=2—F ) 0 U REOGE I HELE
SNTWAB[EES4: 12], L2 L7256, ESBL BEA E. coli, K. pneumoniae N ONZHItE P
aeruginosa DOENNIFE, EHAMED R BT 2872 e AR D TV H[EEES 4: 16], [&E
#£h5.4: 17],

cUTL KO clAL OARREASEAL LAFALNE N D & BUILIE 2 FE V. T2 Offgs A2 (RERAE, &
PERFIR S5 ESEGRE, LS NEEEEGERES) 280 LEICEDHEa1H 5, £z, BUEDFE R
DIRIE IA 2N e FLE BRI OBIEIC L 0 20T LEIE(LT 5 & WMUliEMEY 2 v 71285
AIREMEN H U | JERDEVIFE EBIEERENE L 72D 2 £ )26, empiric therapy & U Ciit) Ze Hrig 3
BRINT 5 Z LN EEETH H[EENS.4: 18], [E£15.3.5.3.1: Sepsis], FUMIE D JRIK & 72 2 &
GuiAr i, PELER, PREG. REEN. BORS - WGERMER%. o (7 —7 A Bl EETr) R ENE L,
FTH Ut T ARRIUNAE DKI25% & HEE S 4v, & HICEERBUE XIXMEES = » 7 o
9%~31%% D 5 & I TV D [EENS.4: 19], [EBF5.4: 20], RN E X, 3867 R0 EKE (MRSA,
MSSA). E. coli, P aeruginosa, Enterobacteriaceae Cd» 5 [E&¥}5.4: 21], IIMIEIT S EHE(LT
2 AIREMEDS & D 7o 80 YL M OVRLIR B 2 R E BT DITTA R 2 BIAG§ 2 B 6 5, —fIRAYIC
JRISHE AT SV EATD B-TF 7 X LRI 7V A X ) o RZOEFNHER SN TV LG
#+5.4: 201,

1.5.1.2 AFIRFEDRER

7 buH AR 20014E3 ISR TS (BL7 27 7 ZARUERS ) ROk
FHRASHIZ L o T, Z Y7 Z A%, 19834FICRIBEE S LKA TRIR S 7z, RAFNE,
20074E(Z Calixa Therapeutics. Inc. CK[E) 27 A7 7 AWK AN ST budF T4
AEPFL, 2N 2N T FunFrORER & L THTE LKA AL L7z, cUTLEE
Zxtge & U758 WHEG R RER 2 5264 (20094) |2 Cubist Pharmaceuticals, Inc. CKEF = X |
#1) 7% Calixa Therapeutics. Inc.Z B L, ke L CERRREBR 2 L T\, D%, 20154
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.A. CK[H
Att) POREF 2 R MEEZBEINL 72720, AKFTIE MSD MRS ARA ORFIRBI T 2 86 %
ZEiZloTm,
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AEIOUEI T OEFARBRFE T cUTI B M O clAL BB % %I U M EE R R S £ S v, <

DOFER. cUTLIZxTT D ARAOH NGRS Hiv, XHRETH D LR 7 w4010 L THESHME
MWRENT, 6T, WEGHOAHEDOZOMMI%CT O FIRIZ0AZHE 2 TH Y, MK-7625A
DLRT7 X T HEMEL RSN, 2, ALK L TEA b=y —LE off
AT CORBNOAIMENHR SN KRIETH D A 7R ATKT DIEL DR S iz AT,
it B B G & B Do LR e OV & B ) T GMIE ISR T~ D B S X FF S, KERMERLF
(FDA) 12XV cIAl KON cUTI D i iZ 55 < FERYYEEIES  (Qualified Infectious Disease
Product : QIDP) |ZH5/E SHiz, & 51T, FDA 2> HEIAREA M RERKLICHIEE S, 2014
FE12 K E K UR0154E9 HICHRIES (EU) 12T, cUTI M OX cIAI IZkf9 Hia5ER & L CkRR
WS L7,

AFTH, cUTI KT clALIZxH T 2IBHIE L L TRk A eI ERKR S T2 DD, ESBL
ZHEAT DT T AREMRIT, KRS L TRAMIERICEN S 2 HUE IS 2 KD & D —>
ThHY, WERIZER=—ANFITH-SNTELT, 2o DREKEEICHROWELE 2R~
AR D BN TS, AFNT, ESBL PEAREZIE U & 2 HE R AE RS DRk L
LT, o770 AR VRAEKRTH LT F e U BLI THH Y Y NI X AEEE L
THEATHY | 5 MET T AR (E. coli S M DAL Enterobacteriaceae) # b —HdD 7
LGMEE K OZAME P aeruginosa N N B. fragilis 5 OBEKPER IR L TIEEZ R T Z &b,
IV OMIE G T DI O BRI & IR 5 & & B ICERIRE 22 A ARG S 5,

152 AP TORFBORERE
AKFNZBT 2 5E ., FEERR K ORI OB E 2 LI NS T, o, AHI OB ORHEZ[X
1.5-10 2R,

1.5.2.1 mBEHBROME

MK-7625A 1 X131 7OV 2RO H IRy (Z Y7 257 B 7 LAROE T bW Ufg
#) #E5A T 5 EERAITH H[2.3.P2 H],

JFITHHET bV UmBgEOZEERRE LT, BEYRGFRR (20+£5°0) KO EH S
7RSI (5£3°C) T36fEAM (NYTF—ra ey MTiEENEh36fE A K&k 06 A )
WONZE, 1BEE, b, 7BV BEOBRMEIC X D WESRBR O ENE LN TS, ZRETIC
BoNTEZENRRBROMBRICESE, 7 ha P URBED U 7 X MR Z Y F-25~-15°C T
W& A CBE LT2[23.8.7 H), R TH DL 80 8 5F R LSO TSR ER R  4
ST 5,

A Oz e RERIT, TR & RS OR st %2 AW CER Lz RIRGARBR (5+£3°C) &
OIN#EAER (25 +2°C/60 + 5%RH) T36fEH M (NUF—a U Hlmy M TEEhEN36fEH M
JO6ME A ) I NS K 2 Wi OER B E LN TV D, ZIVE TITHE DT L EMRR D
FERATHED & | A O A Zh I & F2~8°C T36f4 A IZFXE L 72[2.3.P.8 HH],

1.5 EEJFUSUEFE L OREHE M UVBA 8 Dt
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15.2.2 FEERPREXER D BIRE
15.2.2.1 A ER

HRANFRPAEABR & LT, —3# D in vitro/in vivo ikERZ EfE L., 7 Fur UMK E KO 7 b
g e X NT B AER LB OEBNEE 2 RE Lz, 2D ORBR T, EEREKHEEN
VERFER . MHPERBLO ATREME, THMERET . R ETENE, MR, PUETEME A2 RV K DVin vivo
~ 7 AJRYYEE TV CORNEE AN L7z, W5+ D33,000% 8 2 5 BRI 7 BERE  (2008~20124F)
IR LT, BEEREDZ VR Z 5 (4pg/ml) ZHWCTEZ badfy /2R & AORES MR
B 5l Uiz, 200 ORGMERER ClE, KIET20084 (ZER-HL L 724,000% #8 2. % /0 BfERE,. 20114F
e OR20124F 2 BRI L 7210,000 % 88 2. 2 4 BfERE . RONGES (EU) T20114E R ON20 1245 (2 BRI L 72
11,000 8 % 2 0 BER 25 L7-, HARTH., FIC20124E0> 5201342 [H N Tl - [FE Sz
HI630D EGEIR /3 BIERK . 20164FIZ 43 B - [RI7E S AU72492,050 D i R 73 BIERE 2 FH VN C2-0 0D sz el &
FARICEM L=, £/, AR~ RABYYETT LEHWT, E7 b k07 haify )/
KRG B D in vivo (BT B A M Z T L7,

RIRAISRBEABR & LC, &7 huWo, ZY NI ZARRE VN7 X AOTEENRHY ML) D
RSN 7 (RIBORE DS AR, /1 L) T4 DI 23R4 L 72,

AR L LT, invitro W invivo (7> RO X) TOLIME R, R R K
OMERRICKTT 57 et o o8 % R ORI T 5 IR SR O S 0 H % (GLP)
FC, ICH S7TA KON ICH S7B IZHEHL U 72 3R 2 S0t L CREAm L 72,

KBy ORERIT, 7 AT 7 2B, Calixa Therapeutics 1, K[EF = B2 ME, Xdk
EARMOERFEIC L0 Eh Sz, £7o. BAREN O RSBk 2 TR M 2 5541 L 722
ARBRIE, KEF 2 b2 bEK O MSD gt [ - &R L CER L
7=

15.2.2.2 EWEhREEAER

BT B LOIFERIEDENREITBEICF S, AR INTWD 2 &b, &7 kBl
RIZE SN B LT haW 2O LTZERO invivo EWENRE, 4546, A OHE 2 3 F4fH
DT DOIEFERRRZ E L7, # Y "7 Z LK T ha ¥ O in vivo EY B REITFMERER T
FHLZEWE (7 A, Ty b, AX) ZHOTHEHLEZ, B7 ¥ 0 in vivo Y EIHE K
OSCONWTIR T E TORA Lz, FY NI X L BRI X AOTERBWTHD MK
Ot 7 ha P AZOW TR L OEY) N T > AR —2 —% ) LT- 3 BAEHBR % in
vitro TEMi L7z, i, Y A\7 Z 5 MUREIEL, 20 Z LD B-T 7 & LEEDOINKIFIZ
Ko TAERRE L, FEEEMEIT R S 220,

FREIEHR R BN RERBR T, GLP FCIXEM Lo, My axxT 7 ARBRICIT,
GLP FCHEM L-MBRAEEN D, FRBR T, N T —v 3 VEHEAOOHEE AV,

1.5 EEJFUSUEFE L OREHE M UVBA 8 Dt
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15.2.2.3 HHEHR

A TOHMABEARRER (0133888 OBtAE Clo, TEA2FEERBRE LT, &7 bu o Hil
BehHoHDNIE N ZNERARE LT~ A Ty RO XORREIFRNE S (B &
PERBR, 7 v B RO X OEFIRNE: 53R (R8I S) . BindrERi [HE 4 H
WA IR SRS AR L IR 2 W I e R R BR, ~ U R Y 7 4 —~ Tk (MLA) R
B, ~UALOT v MERBER, WONZT » FIFTO in vitro/in vivo N EH DNA &hkalBr]. £
TR AR (T v FOZIBEROEKR E TOMIREAEICET 2Rk, ~7AKOT v FD
IR - JRIRFEAICEE T 288, AR O AR O AN N RHADOEREIC BT 25k, W)
B E AR . 7y bostEtRBrEe e T Lis, 20 A B oS TEOE A ER G E
PRSI AT (B8HS) HrsEE S (F48) & ol C B0 5. AFloRE
IRGEAKRH R E TICE Y e U OB FRRERFREOFELFIT 22 L2 HE L
WY A T AMERSH D L OB AEZIT T, Fy A =— AN LAZ—IIRME -
Hprt #0388} OY MLA ekl 4 i L7z, BEEREMERBIIVFI b, GLP N TFEMm L7,

1.5.2.3 B PR S ER D B RS

AFTO MK-7625A OEFRBAREICHOWT, 20 A P i EE OBTERER T UE (5540 8)
¢ I - N - > . [
OAH O 0 VSRS, I ARBE 2. B R
e Mo OB HENE R BIRYLIE O B A NBEIZE T 5 MK-T625A OERIRIN 512 X 2 B9 & OV 2k
ZRREtT B S hiak LA, JFEMR. IR, BUAERER (01458088) & OV HEMEREIZE NIRYWIE O B A
NBFIZBIT D A hu=4 Y — L HEED MK-7625A OE RN 512 X 5 A 201 & OV 22
Ao Sk kR, JEEM. JERHIR. SEIIAEAER (01355k) A Sk L 7-.

ABNOEERT — H /%3y &r—1%[2.5.1.43 IR L, L FIZZENENOEGKRER O % FH)
T2,

1.5.2.3.1 % I HRROBE

20084 & 0 ¥t T 1 AHEER 10305 2 320 L . (R M OV HREfR 2 2 50, 87 B
a . BRI H LR MK-T625A & ¥ 5 U0 et AR, KWEhRE i OSSR S% % 5
fiL7=e ZHHDORBRTIER, Y N\7 Z ARt T ka0 EAR R ERER M (B K
OBAER ), NIRMHEZER ORE (Bl E KON | SMNRMEER OFE CEYMRAER) ., A
oA (i L RBEIR P ~ORBATIE) RO % (QTe M) A ket L7z,

RGBS M OB RERE E T 2 X RIic, &7 ¥ 250mg~2g) ., ¥V N7 XA (250 mg
~1g) KO MK-7625A (750 mg~4.5 g) ZH[A[ X% MK-7625A K3 g & 8IFH Z & IZHRE10H
MIE RS LT-BEORE R ORFEIIM L CRIFCH o7, TXTOFE IHRABRZEBEL T, A
FREOREIIWT N OREIFEETHY . SECHNT o To, BRI G R O 55
DT ra BN ZEROE VST H DAREI ML Chax TN AUC 12, W06 &L
B A R LT, IEHRGEEO 2 VR0 & KOt 7 b a o ol i SR D)

1.5 EEJFUSUEFE L OREHE M UVBA 8 Dt
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ST, T2, BT buaHF U D Il HBICRE LTE2E s b o Tz, BEMUIOEFHEE L
EEDEI NI HZ LR T haF OB T X=X 1F, TRENOEME S O ES
THEIL TR Y, EMOEWBREN M AEERITRD b o7,

WIRPEZER & LT, AR OBHEEEEICOW TR Lz, BARAN, TEAKREA AMEERER
FaxtR & LT ERE L EGABR (CXA-EB-13-0535%) Tix, HARAN1061, HE A K HE A
10651 DIEFEREBR & R 512, MK-7625A 1.5 g K U3 g & HRIEHIRN&E G L72BS. AR CHd )
RE7u7 7 A VTELLTRY ., AFICE 2 AEFREIIAEL MW L, £o, BsEmRES %
w7233 (CXA-101-02, CXA-201-02}% O CXA-REN-11-017888) OFEEMN G| BB HEEE
EEEEFIIS L THEREIIRE CTh L0, PEEBRHERERE CIIREEL 1210, EEEHE
REMEERE CIIE G EZ VAIHET A HNENRH Y | MENT 2% TV 2 KB R B8 T,
AfHEE L1200 GEZHERG%, MRFAEE L TUI00E 5 &L 8FEH I L Ik 575
&L BITRICIE, BT THRESCHICRG 2T L L LT,

SMAIMEELR & U CL R BAER 2 it U723k (CXA-DDI-12-10388%) Tid., F k7 = A P450
(CYP) 1A2% X CYP3IAADIE IR NCHHKT =4 h T AR —%— (OAT) 1K%Y OAT3IC
K o Tk 4 5 3K L BRIRAIICER O & 2 W EER 2 B/ ERITR Z HenZ LR Sh,

AR ~DOBATIERER (CXA-ELF-10-0335) TiX, # Y\ ZLKOET7 brdF o iindi
b ifi E BRI~ RAFICRAT L, BRI AIMEN RSN D LB X DNAREICEEL TV D Z
LIRS T,

QT/QTc iR (CXA-QT-10-02588k) Tix, AKBHGFEHEL V3EFEHED MK-7625A 5
IZX 5 QTc MBRZE &1 LEX /T A — X IZHRIIZERO & 5 EEITRD LR -o7z,

1.5.2.3.2 FIHEABROME
20095-~20114:122> D5 M AHBFIRER &2 550 L 7=, LA T2 DR O %2 7~ 9,

1) VS AR — & B 2k & & Do AR R IR YE —  (CXA-101-0330%) [2.7.6.3.5 H]

JVTF=r e 7T T ANRS0 mL/min LLE T, BB KA S MR B GYE O
BRPR A SUIER 2 7 U, TRBRIE ORI B1E 5RO SRR IR ()01 8% 5-RiT48 I LA I BR D)
AT H18~90i% DIEHARANABERF 129612 %G1z 7 badr (1 g 28K 2 L) OFf
IRNEEGIZ LD AIMER Ve E e 7 2 oV N (1 g Z8RH T L) L - Ritd 5%
Mgk bR, “HEEMR, BEAL, 5 IR A ML 72 (RBRIEE S5 HIH : 7~10A ),
ZOFEE, mMITT 'O TOC B S OB EE, &7 oo BET83.1% K 0 7
2DV LRECT63% Cdh o7, 72, MEEF’D TOC KA OME 2R EIE. 7 had
VEET85.5% M N T X UV ARET2.6% & . WO SE IS B 1T D Wi 5 HE TR
BICEWARIRIVRENT, AFOBRMET SR BIFTh o2, HEERORIEE

1 BEZBETT S, 5B L TIRBREL B SN TXTOHRE MITTHEMH) OS5, X—2A T A4 VRO RBE
D&M AT RREA R SN T T oS (CXA-101-0355),

2 mMITT 8£M D 5 B, BEBL L2 G OEMEERIKEYIEDOBE, WIEA BT SHIGBRIEZ 5B L H& G, &5 0M5F, %)
BAHED =8 D TOC B 5T ORI T RE/R REEB RN B 5 = & e OB PRI B2 % K IF 1R8I LIS O TR 3R % 1%
HLTWRWZ EEOFRIIHE LI MR- T X TOHEBRE (CXA-101-037ER) .

1.5 R T3 R ORGSR M OBE 58 DR
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X, B 7 FaF U BETATI% R N 7 2 DU ABET38.1%E . BT Fa U TRORE o
2500, R UEAAEEL I 7 XD VLARLEREBETHY 7 ha P U+ x
FERIIRD LN -T2,

2)  ESNES TARRRIER — EMEMERE R N EYE —  (CXA-TAL-10-013805%) [2.7.6.3.6 HH]

1RBEE DR EI G- DRI 24RF R LANIC . SMEHOIT LS K0 IEEPN YL & 2k S 417218~
905 DIEH ARNBF12261 %2 X5 A b a =4 — VHEFHRED MK-7625A (1.5 g % 8IFfH =
&) EEIRNE G LEEBOFMER VR 2L A ux b (1g 28R T &) &bk - B
Ao SRR, CEEMR, EER G, 5 IR A £ Lz (RBRIER 5« 4~7
HIE), ZOfE%E, mMITT KO ME [0 TOC B A OEKRS S (EEFMHEA) OF
F X, mMITT 4R TIE MK-7625A ££83.6% & UM A 12~ A H£96.0% ., ME 4 [ Tlx MK-7625A
BE88.7% K DN A 1 R AREIS 8% & . WTNOEMTA u XR AFOFENEN-T2H D
O, WEGEEE B HENEDIS%UCT OIEITA TR DA LN, AFNOBFEMEIT AN
B Choto, HEHEROBIEAIL, MK-7625A F£T50.0% K% DA 1~ LARET48.8% &
[FIFEE CTH -7,

1.5.2.3.3 FEMAERABROME
1.5.2.3.3.1 BN REAER
2011HE-~20134F 122> D 3 ARG IR R 2 580 L 7=, LA FIZENE Lo O 2 =7,

1) VSN A RS — B B 2% % & o AMEME R IR RYIE —  (CXA-cUTI-10-04/05585%) [2.7.6.3.3
IE]
TR B Lo HENE IR MR GIE D ERIR B 7SR HBIR e R— 2 T A VB D JREE IR
Kaf L, SR G L D PHIEOIRR A2 B9 5185 L EOIE A AR NBHE & xR,
MK-7625A (1.5 g #8K§f] &) OFARNEGIC L 2RO ZeEE LR 7t
(750 mg Z 245 = &) & Lbilg - BRETT A sk k. —EER, BIEAL, 5 IR
ZFNE L7 (GRBREER WM - 7HM) . ARBRERITIZ1,08341 250 4 AdL S, 5434173
MK-7625A B, 540073 L AR 7 o X4 o UERICIEEAICHI D T oo lcb oD, T—F D
S BERFED K6 GCP MiANGR D O AL IR MR (1hiRR) (S AANL HALTZ6
B (MK-7625A BE3GI M VLR 7 a0 o U BE3B) & 9 X T O S8 2> HERA L .
107761 (MK-7625A BES4061], LR 7 a4 URES37HI) T L7- (TT4ER), = DR
. ME [0 TOC WA OMEFI0%h 5 (EEEER) Tlk. MK-7625A (84.7%) ¢

3 MITT 4£H (JAEZEIHT S, B EIZOPDOLTIRRIEZE G SN XTOHRE) OO 6, BENEGEO = BT v
Z%AL (Al DEFITITZY LAeWEAE2ET), IRBREICHT2EZEICH0b 5T, _R—=2 T A VEHTEERNIZR
RE AR SN2 TR TOHBRE (CXA-TAI-10-01785k)

4 MITTEMD 5 B, clAl OZ Wi 2 G Failc e Lo MR- L, HE LBV IRRIEER 542 %), TOC R s OEGKRHR %
P 5 72D OMFERERPG BN TV D, BRFHE AR T X CTOHERE (CE4£R) O b, N—R T 1 VIR
SR 2 R TIRINE DSEEN ISR SN2 T X TOWERE (CXA-IAI-10-017R5) .

5 TOC R0 CE4EM D 5 & 1RBRE i EE O FIEZ #5F L, TOC KR CE U UUE S 7o JREG BRI K OG- 7T 58 72 JR 55
BREREFT 5T XTOEHRE (CXA-cUTI-10-04/05:85) ,

1.5 R T3 R ORGSR M OBE 58 DR
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VAV BN i DRy NNV L B N =B N -3 - E - |
1.5 IR 3 B oS OBRFE ORE

LARZaxty (754%) ICx U CIELETH D Z ERMAES Lz (Mif199% CI: 1.54,
17.12), £72. mMITT D TOC K04 5 1%h 5 (EE@EINK%W@IEE) TH.
MK-7625A 1Z LA 7 a4 A2 L CHELMETH L Z LR R I Nz, EHIZ, ME 4
H K O mMITT 2 H D TOC s Ol E FHIZ RN T, MK-7625A D LR 7 Bkt
ZRHT D EEMES R S T, RAIOBFETERNCRGF ThH T, B LT-AEER
1% MK-7625A BET343% K N AR 7 0 592 URET3MA% L RIRRETH Y . B b= FE
FROFEH, FBBEE K ORI GHE THLELL T\,

2) VSN AR AR — HEMEMEREE N YE —  (CXA-cIAI-10-08/0976k) [2.7.6.3.4 H]
1R BREEAN B4 5- D R 1% 24RF [F DL IS AMBFRO ST A DS F2lile S AU 72 SUTFHI S T D, #
PEREIE N YLE & 2T S AU72 185 LA EDIE A RN 2 x5, MK-7625A (1.5 g % 8IRffH]
TL) + Abur=FY—)L (500 mg % 8H L) 0)%%%???%5 2 L DB MR O
AR A (1g 28R T &) &bk - M 2 Sk k., B, EERL, F
MAHGRBR 2 20 L 7= (TRBREEEE G - 4~10 A M) . ABBRIZIT993BIA KA AL DAL, 487
B3 MK-7625A HE, 506f78 2 0 R AFRIZEAEBICRI D fHT ozl bon, 77— 0
WERFED 025 GCP BLANGR S DT IBBRFE i R (M%) 1THA AN B iz
2317;‘& (MK-7625A+ A b =&Y — VEELBI L OV A B SR AREL2M) %3 T OfENT x5
LN BRI L, 97061 (MK-7625A+ A b0 =& — )LEEAT6M1, A 10~k LEE494%51]) T
fight L7= (ITT M), ZOfEHE, CE£H » TOC A 0K R (EEIEEE) <k
MK-7625A+ A hur =XV —/L (94.1%) DA BXRL (94.0%) (ZR L CIELHETH D Z
LA S AL (HiI99% CI: -4.16,4.30), F7=. ITT 4£H D TOC WS O EER R (FH
REREHEEE) b, FEFHMEEE & R MK-7625A+ A hR =4 Y — /LD A 23
DK T DIEHEDR R E NI, KB OZRMEIZEBOIC BRI T, BB LA FHFRGIL
MK-7625A+ A b =4V —/LEETA3.9% K N A B _XRLRFETA2.9% L [FRETH D | 72
LN B HEFROREE, BEEIE K OREITHEE L T\,

LIE 220D/ B AHFRER OFE FAZ X 0 | cUTI B KON clAl BBE 2% 5 MK-7625A (1.5 g)
DYIFFH] & & OFIRNE GITA R TR TH D Z L NEMFT b7,

1.5.2.3.3.2 E N R PR ER
20165 ~201 741222 D [E N 3 AR G AR R 2 920t L 7=, LA FIZE 2 ORIk OIS % 779,

1) [EPNE AR — e R B YE —  (014388%)  [2.7.6.3.1 IH]

6 ITT £ (RRIEZRGOHFMIZH2b LT, MEA(LINTZTRTOHEBRE) O 25, BRI DLTIRBRIENEE SN
=T _RTOWERE (MITT £H]) T, =27 A VEEO JRBRED SRR E SR S 723 X ToOPERHE (CXA-cUTI-10-04/05
7 ITT £ (BRIEELGOFRIZHND LT, BIEAL SN T X TOHERE) OS5, IBRENHE LB L S, IRRE
Jiti T S CHLUE T D A MEMEREIE NI GE O RS Wi RS YE 2T 72 U YR BRI FHIE E O FNE A SE U, HE ST kR O FF
KNI TOC KR OFHIFE R 26 2 T X T O (CXA cIAI-10-08/0975R) ,
8 IR 5 ORI b BT, BMIEALSINIZ TR TOWHRHE (CXA-cIAI-10-08/0955%) .
1.5 R IUTRE A ORGSR M OB DRk
- 11 -

C cConfidential



VAV BN i DRy NNV L B N =B N -3 - E - |
1.5 IR 3 B oS OBRFE ORE

R (BEAGME SOHEMENE) U BHEME I 2 D B R AEIR S S OB IR 2B L
MOR—=R T A URFICIREEERIRZ A L, IREEEGVE D EE W THARNE 512 K D HIEHED
1A Z ET 518 LD BARNEF 11562 K412, MK-7625A (1.5 g Z8KffH] 2 &) O
RN P 512 & DA R OV &k 2 Mty 2 Zliax dhF, JEER. JEXR, SRR
FhE L7- (GRRIESR SR : 7AR) ., £ OfE. ME £ TOC BHROME 2R (=
FEHHE H ) OFZNERIL, 80.7% T - 7o, KB CHRO LA HEF G ORELEIE1358.8%
ThY., MEHORIAEEIX75% Tholz, £z, BELAFFZOBIEIE1311.4%T
Holmtb DD, BERBEHKOETCIZE>T-AEFRITRD N0 o T,

2)  [EWE AR — RN IEE — (0133R8Bk)  [2.7.6.3.2 IH]
TRERIEW] B4 5 D R 24REFI LAPNIZAVEHEO S A DY i & 4072 LR S 41T S M
HE e PN RYLIE D 1858 LL_E oD B A AR 10041 % 52212 MK%%A@ﬂﬂ%%%ik)+%
fr =% —)L (500 mg Z8WF#Z L) DOFIRPEL G2 K 54N VZ e 2 RE+ 2
Ll dLE, FEEMR. FERTIR, BIMERER A e L7z (RBIEE 5410 - 4~140 1), =
DOfEF, CE M0 TOC BrR OBRFNE (EEFMRER) OFHRIT2.0% TH o7, &
R TRD DN FEFLORIAEE1362.0%TH Y . BIEHORIREE1X19.0% THh - 7=,
HERAEFROBIEEIX100% THo72b DD, WO FES HIRHIE L ORER%
72 L EHIE SN, o, OVFEAMTKHMIEE B MMt VBRI E > T B EFR

DIBERD LT H DD, {RERIEE OREBMRIT L L & HE SN,

2O DENE MAHERARGER (0143808 & QR0133805R) (T35 C, FAMNIRER S0 & il & C Ui e 2
EFR L TR0 o7 b OO JUME RIS BT OF G VR EMEIC DWW CTHRZ ISR Lz
[E#+5.3.5.3.1: Sepsis], & DG F M FRIZNER DA NHIL100% & 5 < | BEREER DA 2h=1357.1%
(8/14%1) & BRI ZNENZED HT2[2.7.3.3.2.2.3 1H], BUMEFGSEEICRD bN-FE
HLORBERILT78.6% Th 0 | BITEF DRBEIL i%&ﬂﬁﬂﬂwfé L TRAFTHY

AHEFEH OFEEERITIRD SN2 o7, 7B, NLIFERZREZE L T DBENlifR B % 55
& Lo ARANOENRNIZ L K 2L 2R OAE DI DN T A BR A S 5 Shax A

AL, —EHER, FBIREEILFERE (00855) <, @mHE Qg TOMUMAEHGxH 54
(BT AR R RMEZFHE L T D,

YL b, 20D ERNFE AR O FI2 L0 | cUTI BE KON clAL BE 1255 MK-7625A (1.5 g)
D8 = & (R F14H M) OFIRNEGIIAD TLRETH D Z ENEMNT bz, BLEORRR
BROFERZEEE 2. A TORMIERFARBBHE LTI Z & & L,

9 WUNT IR IEA BRI S v, 5% 9 2 REERFICHE T & D IRIEERH R EH T2 CEEM BRFIEZ BT L, BUE S iz kb
B _uxéﬁé%[‘mﬂ#@&uﬁ?ﬂ%@ft% CHIERREZBR<) 2875 mMITT £ (E83EA 1R L&EE Sh, ~—2
T A ¥ D JRIBAR T IR B IEGIE D SRR B AN 1O LA BRI BB D0 D i ] D3 o0 SR I D i (0145K08R) ,
10 REAFNEA AT U, MUE S 4072 SRR N 3% 2 3 5 KRBT DS IR 2 R OFE R CHIE AR B 72[‘%0 HT5HMITT £ (R
BEIE~DIEZVEZ D BT, "= A U TIOU L OEERNFERESFE SN2 L2 XD Al &HE S L, AN
NHNIZT X CTORERE) OMOEHOHERE (01355H),
1.5 GERJF 3 TE RO K ONBH S D
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HEINRZHE LT N OL T ha UomEE R
1.5 IR TS B ORI OB % D% ks

1.5-1 FAXEDREE

Sz A w4
v b oy | ERL
N i & &7
LR ERAT
B
MK-7625A g ER
S I
SHE P AR Rl 3
S
SEBNE AR
B[]
e R
R
Z D,

CXA-EB-13-05 : HAAN, o
EEPNNEPN 3 3T =gy
1M G L U BRI 5 R BR
GEMEEE) | CXA-QT-10-02 : FEH A A f
HEwRE 25 L L
QT/QTc #-fili iR
CXA-101-01 : 3E H A A fHEHE
WelrE A x4 & LT B

figh A
I3 L[] M O A # G-
gz; CXA-201-01 : 3E H A A fdHE

BelE 2 b5 & Lo =i

ER i HL A N OV I 3 G-
(BEEE) | CXA-MD-11-07 : FE H A A fi&

FEY SRS 2 x5 L Lo i
CXA-ELF-10-03 : 3 H A A fit
FEHE SR 25t 5 & Uiz fifis
DRBATHERBR

1.5 R TS B ORI OB 0% ks
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2SN R AFNY AT N e U R
1.5 EFE U R ORGE R OB Of &

BRI H

R4

1A
(ZHEEH)

CXA-101-02 : FE H A NHRJE B H e 4
gl Uiz BRI G R BR

CXA-201-02 : FE H A NHBREE K OV % & %
FEREREE &kt G & U - B 5 R 5R

CXA-REN-11-01: 3 H A A H J B pE R &
F R OB & B &3 5 R R4
WSRE A RS L U RS RAR

CXA-DDI-12-10 : 3 H A A fEREHE R # %t
X0 R Y

HIOA
(ZHEEH)

CXA-101-03 : Vg4t 55 T ARAABR-BE & R %
B Lo MR IR R E

CXA-IAI-10-01) : WESEF T FRERIR - MEPE
I P PRk i

EAILE
(FPATG )

CXA-cUTI-10-04/CXA-cUTI-10-05 : ¥E5H 55
AR BABR- S 3B A & 1 T UMEE IR BRIk e
hiE

CXA-cIAI-10-08/CXA-cIAI-10-09 : {4+ 55 I
AR AR5 82 IS N R E

01455k : [E PN AR 5RIBR -6 e P PR 6 ke e
i

0137 [ PNER AR SRR -5 e PE NG e P sk

1.5 R TS B ORI OB 0% ks
14
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VAV BN i DRy NNV L B N =B N -3 - E - |
1.6 SMENZR T D EARNEICET 2 &k

H ik

B B et 2
1.6 AMENCE T DRI BT T DR oo 3
16,1 AMENCIS T DA FIRIIES oo 3
1.6.2  BMEI D UAT SR oo 4
1.6.2.1 SME DTS SCEDBEIE (FUFR) oo 4
1.6.2.1.1 KETSAT SCEOBEZE (FOFR) oo 4
1.62.1.2 EU AT SCEDBEZE (FUER) oo 13
1.6.2.2 AMEIDUAT ST (JFIL) ot 21
1.6.2.2.1 KETSAT SCE JFIL) e 21
1.6.2.2.2 EU DOTRAF S (JFIL) oot 22

1.6 SENCHT DERRIEFCET 2 &k
-1 -
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VAV BN i DRy NNV L B N =B N -3 - E - |
1.6 SMENZR T D EARNEICET 2 &k

*®

MO M

1.6-1
1.6.2-1

1.6.2-2
1.6.2-3
1.6.2-4

1.6.2-5
1.6.2-6

1.6.2-7
1.6.2-8

HEIL T O TR TEFRIRTIL oo 3
JVTF = 7 YT T AS50 mL/min DEFIZEBITH ZERBAXA LS g
(ceftolozane 1 g/tazobactam 0.5 g) DG TTVE (oo, 6
EHRERE B I51T D ZERBAXA DFE G- T71E o 6
FHELITIE oot 6
NR— 25 A B DOBEERER D cIAL O 55 MAHFRER 0 R BT 28 (MITT ££H])
........................................................................................................................................... 7
HIARBR TR S NZEIER (ZERBAXA & %5 L7-WBR#E T1%Ll ) ... 9
JVTF =7 )T T A>50 mL/min O BE BT D HIRNE G 715 (&
TIETI) oottt 13
J VT F = 7 VT T A<SS0 mL/min O BEFIZBIT DEARNE S 1k .. 14
i R B T 537~ ceftolozane/tazobactam D EIEHA (N=1,015) oeovvveeeee. 19

1.6 SENCHT DERRIEFCET 2 &k
-2 .

C cConfidential



VAV BN i DRy NNV L B N =B N -3 - E - |
1.6 AMEICE T 2RI 58 R

1.6 HSNEIZEITHERKREICET 2EH
1.6.1 SNEIZE TS ERKRE
201849 A HIfE, MK-7625A I3 K[E., EU Z & 1266 D[E M Ol TER SN T\ 5, KEK EU

TORGBIRMEZ [ 1.6-1ITRT,

& 1.6-1 BN TOELEDRE

oy . o .
e | owoen | AL - 4R S - R AL - R
KE | ZERBAXA | 20144 | 12341 7 )L ceftolozane 1 g | -« #EMEMEREEN | ZERBAXA 1.5 g (ceftolozane
12H19 (ceftolozane sulfate & LT | JEYE 1 g/tazobactam 0.5 g) % 1FFfH]
A 1.147 g) KU tazobactam0.5 | - BEE XK ZE | 7T T8 Z & ITHRIRIN %
g (tazobactam sodium & LT | L BMEMEIR K | 57 5,
0.537g) ZGATOESA | BE <5 >
MMM N YET © 4~14
H [H
B &R A TR IR R
JEYYE - THM
A m=4—1500mg (8
W] & SIS HRIRN I 5 & fF
i
EU | ZERBAXA | 2015 4 | 1234 7 /LH | ceftolozane - EHEMEREEN | ZERBAXA 1.5 g (ceftolozane
9 H 18 | sulfate (ceftolozane & LT | JEYiE 1 g/tazobactam 0.5 g) % 1HFfH]
H 1 g) MU tazobactam sodium | + @MEBHLE R | 2T T8 Z & ITHRIRIN X
(tazobactam & L 0.5 g) - BHEMEIR SRS | 592,
TS AT DI YuiiE <5 >
BV N RGWIE ™ « 4~14
H [H
5 HEE R BRI G iE R OV
BHREX THM
FHSMER R B N BN D
ElEA b=y — L&
JiE i B s

1.6 SMENZR T D EARREICET &k

-3 .
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yjﬂyyAf%)?A/t7%u$y%@ﬁ TEHH
1.6 SMENZR T D EARNEICET 2 &k

162 HSNEORFGXE
KEKONEU ORAMCELZELH L, JRXE2IRMNT 5,

1.6.2.1 HNEORNIXEOHE (FIER)

KE KON EU OB CEOMEZ TR D, Woehk oesttd, A - S8, 6 - 2R
Wit - &, e, B Bl LoEE. EWMEAEER, BHER. BEEEH~0kL, E&kE
HZOWTRLHET 5,

1.6.2.1.1 KEFMAXEDHE (F1ER)
st/ Rse sttt
58 4 : ZERBAXA

—4=

e tt4 : Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J.,

A - E g

ZERBAXA 1.5 g (ceftolozane/tazobactam) [, HE~IHEDMEN AR T, HEHR G AT
IVDEFFITEH D, 1734 T /LH | ceftolozanel g (ceftolozane sulfate & L C1.147 g) & TN tazobactam
0.5 g (tazobactam sodium & LC0.537g) #&HT D,

2hiee -
ZERBAXA (ceftolozane/tazobactam) Di)ir L, 185LL EDBFITIIT B, AN PEDRE %
HIZEDLLT OBRGHYETH 5,

MEVE R I PN R

ZERBAXA |34 hr =2 — /L EOHHAT, UTO7 T ABEREEK DT T AGIEREIC X 5 H8HE
PEREENIRIYIE  (cTAD) (x4 2 2 BfS LT B,

Enterobacter cloacae.

Escherichia coli.

Klebsiella oxytoca,

Klebsiella pneumoniae.

Proteus mirabilis.

Pseudomonas aeruginosa,

Bacteroides fragilis .

Streptococcus anginosus.

Streptococcus constellatus.,

Streptococcus salivarius

1.6 SENCHT DERRIEFCET 2 &k
- 4 -
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VAV BN i DRy NNV L B N =B N -3 - E - |
1.6 SMENZR T D EARNEICET 2 &k

T o % i o LM PR B SR G

ZERBAXA [T, AT D7 T LAEMERIC X 2B &R 2 S OEHEMEIREEYYE (cUTD (234 %
WIS EZ R LT D,

Escherichia coli.,

Klebsiella pneumoniae.

Proteus mirabilis.

Pseudomonas aeruginosa

2hie - ZhRICEIET 2 LR

KA OFEBLA B IE L. ZERBAXA K OMLOFTEIE DN R AMEFF 32725, ZERBAXA I
AENEZMEORRFEICE DL O LRI TWDE, 1< Bb DIRYIEICK L TORERT
5L, HEREROEZEREOT — 2 BHE LN TV DLIGEITIE., PIE KO IZE E O
ICENDEBEICT D, TOLIRT—FNRWNES, ik 36 1) % 5 A ) B Oz 14
IRY — NZHESWTRERAIIRIEIE & 8 IR T D,

Mk - &
HELE ] &
IER 7B ITREOEERERELZA T 218U EOBFE DY A ZERBAXA 15¢
(ceftolozane 1 g/tazobactam 0.5 g) % 1IRF[E 2T CT8IFH & L IZEFARN R 595, & 5 M3 EYE
DR, JERYLIAL, B DR E K U5l B ARG (5D EHIr 5 (R 1.6.2-1],

1.6 SMENZR T D EARREICET &k
- 5 -
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AN ELNFN) AT e URREEE SR
1.6 AMEICE T 2RI 58 R

= 1.6.2-1 DQLT7F=2 T3 2R>50mUmin DEZFIZEH TS ZERBAXA1.5g
(ceftolozane 1 g/tazobactam 0.5 g) D5 A%
T E kh5&E 5 kg B 505 =541
TEHEPE e PN R 15g SHF = & 1E7 4~14H [
B R B R E O O R IR EYE 15¢g SIFRN = & 1H5RH 7H R
A bm =&Y —)500mg (8] = L ICHIRMIESE) & OHFH

R ek R
JVTF=r 7 UT T A (Cler) 7550 mL/min L FOBFIZHOWTCIHERAG N LETH
%, BHRERFRF CORERMICOVWTII[FE 162204307252 &, BHEOCEHINA LN
LHEBEDOYE . CLheg 2072 < EH1AEJIE L, ZOWUEMIEVCHERET T2 2 & (TRE
Fl~#5 ) RO TERRIEH) O (BISCERSD 21),

& 1.6.2-2 ERAEFEREICH TS ZERBAXA D5 A%
#E7E CLeg (mL/min) HELEFYE - A&
ZERBAXA 1.5 g (ceftolozane 1 g/tazobactam 0.5 g) *
30~50 750 mg (ceftolozane 500 mg/tazobactam 250 mg) % 8IffH = & I AR 5-
15~29 375 mg (ceftolozane 250 mg/tazobactam 125 mg) % 8IffH = L I F AR 5-

MEEHT T ORYIBE R4 | ARTHAEL L T750 mg (ceftolozane 500 mg/tazobactam 250 mg) # Bi[a[#k5 L, #*
DITHEFFHE L L T150 mg (ceftolozane 100 mg/tazobactam 50 mg) % 8Iffi & &
WG (BT 2 BB THEH TR 52 Bigh)

CLcr : TVrF=r e UT?:/X

fCockceroft-Gault 212 & W #£7 L 7= CLex

WPho R IR TR S,

R O FH %L
ZERBAXA [ZHEER # AT 2R FEFNTE TN TV, AFIO SR B SR 5,

AL ik

INA T AT TR K ST K E S 70.9%1E 5 A BRI 10 mL 2 2 TREO M ICiREE L, I
IR 2 R 25, EMREBOREITNIAmL &5, FE  BRIEEZEERE LW &,
FHEOTFR AT DB, [ L623NEWVMEEEZ NSA T ANGIREIEY | KEHKF
J70.9% 54 F AR BRI UK ESE R )75% 7 R U BES100 mL O A - 728k > 712 % 5,

#= 1.6.2-3 EEELYpr

ZERBAXA PNATANLDORERY &
1.5 g (ceftolozane 1 g/tazobactam 0.5 g) 11.4mL (2&)
750 mg (ceftolozane 500 mg/tazobactam 250 mg) 5.7mL
375 mg (ceftolozane 250 mg/tazobactam 125 mg) 2.9 mL
150 mg (ceftolozane 100 mg/tazobactam 50 mg) 1.2mL
1.6 AHENZFIT HEAIRILEICEE 2 &8
-6 -
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VAV BN i DRy NNV L B N =B N -3 - E - |
1.6 SMENZR T D EARNEICET 2 &k

AFN O RNRL LA D2 B THERR T %, ZERBAXA TESHEIZHE A ~Eq A DO
B2IRTd %, (s ZOFPAN THAUT RIS EIT 20,

Bl A2 b
ZERBAXA & A& OBEEZIIIARIHATH 5, ZERBAXA Z D FEAN &R0, 3K
B 2 SRR L 72N 2 &,

L TR IR D AR AT

ST K 30.9% 354 F A BE R M TR L 72 ZERBAXA VAFRIIE, 1RERICANICERR N » 7
~ELTHIRT D2 L,

0.9% 15 AR BRAHEIE X 1E5% 7 R O BB CAfR% O ZERBAXA JEHKRIL, EiRRF T24
HE, 2~8°C (36~46°F) DOHMEitfr CTHHZE TH D,

ViR 1% O ZERBAXA VAR X7 R4 O ZERBAXA TESHE 2 Wil S ¥/ 2 &)

i

P eoy=h
2RI

u{

RN

ZERBAXA D%y (ceftolozane/tazobactam) . piperacillin/tazobactam X IXflLod B-T 7 # LR
Tk 5 HEOWBUEDBEERE O &H 5 BF TOMEMITEEZTH D,

SR O E oy

NR—2 7 A VIFIZBIT 5D CLer 23530~50 mL/min D BE TOHIMEDKT -

clAl B Z xR & LI IHRER O E S HMFT Tld, ~N— AT A U IFIZ CLeg 7350 mL/min
FE D A & el L CL CLeg £330~50 mL/min C& - 72 BF O EGRPITERR IR - 72[# 1.6.2-4],

Z OEFTORERIIER RO TIL, ZERBAXA+A h =&Y — LD FR A m X AREL Y
HEE Cholz, FEROMBMIT cUTI BFEZXHRE LI BRTHLRO b, BHREDZB) N7
bNDBEEDEAE. Cler 2072 < EB1HIEMIE L, ZORIEMICEVCHAERTTT52 L (TH
%5 - HE] oFE (WM CEIRD) 3R),

& 16.24 R—R 54 VEEDOBHEER D clAl DFEMHEAROBRKMAAETE (MITT £H)
R— 2T A RO BEHERE ZERBAXA+A hu =%~ —L PRI WA
wN (%) /N (%)
TE P R RE MR T B I
(CLeg>50 mL/min) 312/366 (85.2) 355/404 (87.9)
S R B R
(CLcg 30~50 mL/min) 11/23 (47.8) 9/13 (69.2)

1.6 SMENZR T D EARREICET &k
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W UE S

B-7 7 Z ARPFEIEOEHIC LY EERBHEUE (7 F 74 7% —) UGREOH LA TEY,
FECHIbHE STV D,

ZERBAXA O 5. ZBRMGT 5R1IC, ot 7 70 2R Y U RHEEK, <=2V U RPEE T
o> B-7 7 & LAZRHUESIT KT 2 @BUER IS OBEFEEIZ DWW T2 2172 2 8, 7 7R
ARY R, NX=v U CRUIMMMD B-T 7 F ARPUEIEIIIZEZICER RO G b7, 2
BOPLEIRICKT 2T LT —OREEREN & 5 BEITIIAR 2 EEICR 5925 Z &, ZERBAXA
ZXT T T T 4 TFR T USBRBN T HA I RS2 L, WURLEEZTTO 2 L,

C. difficile B T H#IfE

ZERBAXA Z ElZIET X TOHEIE T, MEEDO R EEIZLD C dificile BIE T FHED H
HINTEY, ZORELBRED NN LEMIRKIBER E TR THh D, TIEEOEEIZLY
AEPNHIEE N e b, THUT XY C difficile D RFEHETENE LT L 72D,

C. difficile 1%, C. difficile BE# FHIEDFIED—K L 725 F¥ > A KDNB 2 EAET 5, HLAHK
DG DOBE I TRNA LN E., C difficile B THFIE D ATREM: 2 a4 5 2 &, HlE KD
502525 AL B T B C difficile B FTREARE SALTWD Z &b BEEREIZ SN T
EEICMZEIT) 2 &,

C. difficile BI3E FHRIEDSHER SN T-5E. AR CThHIUL. C. difficile (233 2 HLAIE LS O F 5-
AT 528, REREAEIR, REEKOEREEHRLITV., BHERBIEZHK L. C difficile
DOPIHEIEIEREZT =2 ) 7 L, BREAICHETHISHRRHMG 2 £+ 5 2 &,

SERAI it D 38 3],
ZERBAXA ([ZJEZMOEREIZCL D H D LRI TV DD, 58 < Bl 5 JEYE LIS AH
ERELTH, BEICRX 7 4 v bBELND ATREMEITELS . TMEE OB Y 27 RNEmL b,

EH

UToOERERAWERIX, M85 KOEH EOEE] OHETHEMICEET S

o WEBUERIS (MEEROMER FoE] omE (RIESCER) 281).

«  C difficile BE THIE (M5 LKOMER EoEE ] oW (I CERT) S8).,

[Eo|

AR RER T Ofl R BR

FEARRERIT, SRS T CEBESND 2D, & 25 3K O FEERER T ORIVER S HMEE &
L DOIAN DR R T D RIEHRBUMEE & 2 B c& 2, £72, KRB CORIER
FBBARE T, FEBROZIFIZHB W TIRD b5 RIWEHISBUBEE 2 K L 72 W ATREMED B 5,

clAL B3 Je O cUTI B Z %G & U 7o 55 TIAR Sk IR 1T 35 T ZERBAXA 41,0156, %
MR 21,0320 e R 14 B e G- L7, b REEIE, cUTI ABFE TIXL A 7 2 X432 0750 mg Z1H1
[\, cIAI BBE TIIA BN R A g Z8HEH T & & L7n, SBGRER OEEISEZE U, 1RBREO B
1.6 %En%ﬁ@ﬁf%%%h%f@gﬂ

C cConfidential



yjﬂyyAf%)WA/t7hm$VMMﬁ TEHH
1.6 SMENZR T D EARNEICET 2 &k

5% 52T T2 R O YRR 1348 ~505%  (#iPH : 18~92i%) Th-o72, WTNOMIGIETH, #
BRI DKI25%7365i% LA E T o7z, cUTI EROHEERFE D KERSr (75%) 1TLMETH Y | clAL kR
DHEERFE DS8%ITHMETH -T2, WTHNOBEIGIE TS, #RHE ORIy (70%8) 1FRI—a v
NTHBAANDIL, BATH-TZ,

FIFHFER T ZERBAXA Z 25 U 7o B (S m B TRE O B VT2 EWE (W3 410 D3 IR T5%
LIE) &, B, T, SR M OB TH - 72, BIFHRER T ZERBAXA %5 L 72458 T1%
UL EIZERO 5N BER 2 [ 1.6.2-511R T,

i 1.6.2-5 FMAAEBRTEROONT-BIEA (ZERBAXA &5 L =#ERE T 1%L L)
TEHEPE NG N R BT R 2 B oA M R IR R E
Acan ZERBAXA' A TR ZERBAXA' LR 7 uFHh
S (N=482) (N=497) (N=533) (N=535)
n (%) n (%) n (%) n (%)
Ml 38 (7.9) 29 (5.8) 15 (2.8) 9 (1.7)
G 12 (2.5) 9 (1.8) 31 (5.8) 26 (4.9)
THI 30 (6.2) 25 (5) 10 (1.9) 23 (4.3)
FEEL 27 (5.6) 20 (4) 9 (1.7) 5(0.9)
Y 9 (1.9) 6(1.2) 21 (3.9) 17 (3.2)
FHRE 17 (3.5) 11 (2.2) 7(1.3) 14 (2.6)
Mg - 16 (3.3) 20 (4) 6 (1.1) 6(1.1)
&4 U U AiigE 16 (3.3) 10 (2) 4(0.8) 2 (0.4)
ALT 40 7 (1.5) 5(1) 9 (1.7) 5(0.9)
AST il 5(1) 3 (0.6) 9 (1.7) 5(0.9)
1. 7(1.5) 5(1) 2(0.4) 5(0.9)
i RN 9(1.9) 5(1) 2(0.4) 2(0.4)
N 6(1.2) 2(0.4) 4 (0.8) 2(0.4)
ENS 9 (1.9) 7(1.4) 1(0.2) 4(0.7)
FEEOE W 4(0.8) 5(1) 6 (1.1) 1(0.2)
K if JE 8 (1.7) 4 (0.8) 2(0.4) 1(0.2)
D FEANE 6 (1.2) 3 (0.6) 1(0.2) 0
B 8 (1.7) 7 (1.4) 5(0.9) 2(0.4)

TZERBAXA 131.5g O M BT Z L ICHARANE S L, BRI U TR EMRAI L7, Al BEZ5%E LR Tk
ZERBAXA & A ba =X Y —VEOHHES L,

&5$¢K§otﬁ%$%mmmmmAﬁum(mnmwm\ﬁ%ﬁm%(mnmwmLﬁ
Doz, BEHRIRICE - ZEHRERE (BHERE, BAekO02aEBErE2280) |
ZERBAXA #£0.5% (5/1,015%1]) (258 Hiv, ®HREETIHFEO Lo T,

OGN

cIAl [BF kg L L=k (BB 0 KR OMIAH) T, SELCIE ZERBAXA BED2.5% (14/564%1), A
2R ARED1.5% (8/536f1) IR LAz, BRI A TH Y | JEIYE DB UL A HE, FIl
JOSLRER B N G Tz,

1.6 SMENZR T D EARREICET &k
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FEBUBE DM RITEH
ZERBAXA % $¢5- LT BRFH 1 1% A0 OB TRRed b L cBEM &2 LT ISR,

Lol SR, PROME
H IR BR, M. WIEARR, S5, BREMEA LD X
—fi% - RHEER LR ORE  EABMRG
JEYWIE B K OV A HUE H P HNE (FRWREE S Y BE K DIt b
HHE) . BB PR B R
B IR AR AT Mgy -7V IV KT AT F =R, I
BT NIRRT 7 Z2—PHIN, 7 — b Z R
R L O AEhaE B, AR~ 7 * U AMUE, KDY ERME
TR Y Bt Joe 4 i 2
B I L OURKKBEE REREE . AR
NRIR 2R, MERIs K OVERR I ERSE:
B ¥ OV R ARk R 55 E AR
i pR F IR A E
S FE B AEH

R ERE 160 25052 & U 7= iR #R C. ceftolozane K TN tazobactam | ZEWFH AAEFIZER O B
2oz, In vitro KON in vivo iRERDFE R 5 1RFEIEK O M 8% Hh 3Ky E 0 ZERBAXA |X CYP D
HER NN T VAR—=Z— L ERINCEWRD H 5 YA ER Z R~ T mfeetEldrneEE2 65,

TR R

Invivo TlX, ZERBAXA % CYP OHEE TlI7en&E 2 b5, L7z~ T, ZERBAXA |3 CYP
DOFRFRENIFH LI & IR ERO O 2 FEMH A 24 aiethidrn e Ex 65,

In vitro TlX. ceftolozane. tazobactam } U tazobactam O ML, TEREEL D (A g 3K W) i B
T, CYPIA2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 X CYP3A4(Zxtd 2% BAEEH
IR ST, CYPLA2, CYP2B6X|E CYP3A4ITX T 2K 8/ b0 bhvieholz, b MMRATH
N in vitro DFEEER T, ceftolozane, tazobactam & (N tazobactam DS TH 5 M1i%, & M)
RIFHIIE T CYPLA2 X OY CYP2B6DEEFTE M K OV mRNA L~V &K T &, {EFI A % 5 4
IR LT CYP3A4D mRNA L~V KT &7, F7, IREIRA 8 2 2 Mg 3y <,
tazobactam DX TH 5 M1 CYP3A4DIEME KT &7, & N COIEYMHAEIEHRERETDH,
ZERBAXA X CYPIA2 X)L CYP3A4Z I LT-BAFEEA AR SR B bz,

R T v AR—H—

In vitro Tl BRI O MG SR IR E 12350 T ceftolozane M N tazobactam |3 P-## 2 F'E (P-gp)
AT AR MR A8 (BCRP) O FVE Tl 72 < | tazobactam [IH D T4 b T o AR —%— (OCT)
1.6 AHENZFIT HEAIRILEICEE 2 &8
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2OIE TIE 2o T2,

Tazobactam (%, in vitro TEMT =42 F T AR —4%— (OAT) 1T OAT3IDEE TH %,
Tazobactam & OATIK O OATIFHEIK TH A 7 X3y ROFFHIZ L Y . tazobactam @ t,,1%71%
FER L7z, OATI XX OAT3DRHEIRKZHHT 5 & tazobactam D MAEHIREE N E5H-3 5 AJREMED
Do

Invitro TlX, ceftolozane 1%, TRk M AFEHFHRYIRE 23T, P-gp. BCRP, HHET =4 i
AR Y ATF K (OATP) 1B1, OATPIB3, OCTl. OCT2, ZAlMtHERSEE A (MRP), JHVHEE b
7 v AR —%— (BSEP), OATl, OAT3, multidrug and toxin extrusion (MATE) 1X{X MATE2-K
DOFEEH ARSI 2ol

In vitro T, tazobactam } U\ tazobactam > MIEH#IZ, THEEIKD ML FIEMIREEIZ BV T,
P-gp. BCRP, OATP1B1, OATP1B3, OCT1, OCT2 X (% BSEP O BHEEH %7~ & 727> 7=, Tazobactam
%, in vitro Tt b OAT1} (N OAT3ZFHE L. 50%FLERE (ICs) fEIX. TN ZI118 ug/mL &
W47 pg/mL Th-o72, & N TOEYMEAEIEMARER T, ZERBAXA I3 OAT1 XX OAT3 %4 L 7=
BRARMIICER OO DMEMFEMEZRI RN EZ X BN,

R~

fEtm~DF 5

FEHFIE R SERREE S F Y - 7 2 U —B

IR TR Dl N1 ceftolozane X 1% tazobactam % % 5- LU 72 U] 2> D+ /3 10 BE S L 72 BRI T 580
TR, B COATRBARR) O FTOREZFICT R TE 20T TIERWeD, IR
U, At fERMEZ LR 5552 D7 ZERBAXA 595 Z &,

Ceftolozane Z#5- L7~ 7 A KT v FOR - JBIEFEAIZEET 23R T, ceftolozane % Z i
Z I K2,000 % TN,000 mg/kg/ H F THARNEE G- LCTH, IR IRIRA~OREILRD o7,
IO OMEIZE T LM RiREE (AUC) (X, MR AICEKAETH S ceftolozane 1 g
Z1H3EEG LK O AUC ORKTE (w7 2) kU4 (7 v b) IZHE L, BT
ceftolozane 73 E#E 2 18I 3 5 NI A TH 5,

Ceftolozane Z ¥ 5- L1727 v b O AR K O AR DR AEIZEE S 2 5B Tl af ik &k O #LH (4
k6 A ~#2#L20 ) OEEI)IC ceftolozane Z FEARPIF G- L 72 #6 8. 300 mg/kg/ H LA Lo $e5-THER%
60 H DR AE VIR MRS RS OIR T AR bz, EHMEE TH 72100 mgkg/HE T v b
G Lo g g & (AUC) (., fEFERNICERRHE TH 5 ceftolozane 1 g A1 H 3
B LUT-FED - AUC OFI0.ME Y LT,

Tazobactam Z 5 L 727 v MO - R B AEIZEIT 5 3BR TIL. tazobactam % fx KX 3,000 mg/kg/
A (AR CHRARHERE A &M £ THIRNEREG LR R., BEWicEE (BEE K
OMREIEINEORD) 358D biv/eid, - IBIRFEMEITEEO b hho72, 7 » b Tl tazobactam
DR 2 EiE T D 2 L 23R &7z, Tazobactam O R VT H iR B I REENMY O I 4E R IR EE D 10%LL T T
HoTo,

Tazobactam Z #¢5- L7 7 v N OHAERTR AR ORAEIZEET 538 Tk, RGN 57

1.6 SMENZR T D EARREICET &k
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B GEIR17H ~FEH21 0) OREMIC tazobactam Z JEENR G (1H20E) L7Zf5%, 1,280 mg/ky/
B (R mFEHE CHIRHELE H EOR8ME) OG5 CREMWIZITIR®E M OB & & ORE &
B ONZFERE VAL DA BRGSO BTz, FINARORE . WrBRE, FE ) LA
BRICS BN IRR O B o 72208, 32038131,280 mg/kg/ H &2 % 5- L= REE S A /- FIHAR
OREIL, A%2DNBICHEICKEZ R L, F2HROBNICIE, BRET LT X CTOHE TR I
BN -T-, FIHERICA DN REED 720, MEHEM 8340 mg/kg H (RE AR T
Fa AR HELE B O036%) B2 b,

B3im~0 5
Ceftolozane X X tazobactam 23 & N Fit+HICBATT 2 MIARHTH 5, < OFANTE ML+
ICBATT D728, 3R ~D ZERBAXA O¥EIZIXEET D Z L,

NE~DES-
NI LT O e R O ZIPETHESL L THhZRuy,

g~ 5

ARV T ZERBAXA # 5 SN721,015610 5 B, 25061 (24.6%) H365m%LL ETH
DL 1341 (11.1%) 275 ECTho7c, W OMEIETH, BRARRER COREFGRBHE
X, WThoEGRECTHElE (6552 F) TRorodz, clAl BFZxIG & LR B Ci, @il
# (651 LA |) TORGRIIARZIL, ZERBAXA+ A k1 =4 — LEE69% (69/10041) | xt FRAES2.4%

(70/85%1) T -7z, mlineE OESEMTOZ OFF R, cUTI BEZx5% L LR TR
Lo Tz,

ZERBAXA [ZFICEBHMEN D Z LD BREEE RS CIXEWEHOREY 27 1N EHT 25
AIREMEN & B, Wl B TITEHREDNME T L TWA Z e HERIICIIEEEZL S 2 &,
Fo. BHEOT=4V b AHEZE 2 OND, Ml CIIBHERIZS U CHEZME T2 2
EOLTHYE - AR KO TERRRIEEL) o (RASCERSD) SR,

AR RE R R
FEEEE (CLer 30~50 mL/min) MIZEE (CLer 15~29 mL/min) O FERERR & B3 & O %

Prh ORMIE A 2EE TIIHERES S LETHD [Tk AR, TSRO EoER] KU
MEgRSEE ) oI (RFSCERID 2,

dr

5
i

#

RS G- O5 613 ZERBAXA Ofch-Z ik U, SHEMRIEZAT O 2 &, ZERBAXA (&I
FVRETLHZ LN TEDH, Ceftolozane DKI66%, tazobactam DFJ56%. tazobactam L) M1
FIS1% DN MHENTIZ L 0 BRE S, BERGOWLE & U TSN 086 S v &0 5 1FHIE
BFHITNRY,

1.6 SMENZR T D EARREICET &k
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1.6.21.2 EU RIXEDOHME (FER)

Wit Roeettss
56 44 : Zerbaxal g/ 0.5 g AUl FHIRAE AR AR BLA
Jeft4 © Merck Sharp & Dohme Ltd.

5 =

AR - 5 &
SRR R (RRERAHR)
HE~H O ER,

151 7 JVH | ceftolozane sulfate (ceftolozane & L C1g) MK TN tazobactam sodium (tazobactam &
LT05g) =&aHT 5,

10 mL DA RIE TGRSR DA T A ORAEIZI14mL T, 88 mg/mL @ ceftolozane M Y
44 mg/mL @ tazobactam % & AT 5,

1A 7 d F Y 7 A10mmol (230mg) #EH T 5, MAKEZI mgmL (0.9%) 15 AR
A0 mL TEM L72F, XA 7uEF R U 7 A11L5mmol (265mg) 2 &4AT 5,

HOWIA & LTTAF =2 ROEK Y = e GHT %,

ZHEE - BhE
AFNTRNZ BN TLL T ORBGEIC T 252 /T 5 -
1. HEHEVEREENIRGYE (cIAD)

2. AMERERER

3. MR ISEYYE (cUTI)
PEE OB IEF I >N TIE, ARIA X A2 EZEETHZ L,

L - A&
JVTF e 7 )T T A>50 mL/min O EE I T D HELEEHARN R 507 1K1T . FYYIE OFRSEIC
Lo T[FE 1.62-6)lc7"T LBV THD,

#* 1.6.2-6 QLTF7FZ=2 -2 1)F7Z2R>50mlmin DEBFIZE T HERNIRE HE
(RERER)
JERYLE DFERH Fh- & Bl | RGEFRH e 5[]

1 Zﬁﬁﬁﬁﬁﬂ NG E ceftolozanel g/
tazobactam(.5 g

T HEVE R IS FUE ceftolozanel g/ IR
SRR B tazobactam0.5 g 8INFH] = & LT 7HI

R MERIRE N DN AESITE, A he=X Y — VBRI T A D L,

SHEf] = & 1HRFfH] 4~14H

1.6 SENCHT DERRIEFCET 2 &k
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i< Sl
wilin g (65mLl k)
FlOH & B & LIZAFI O A EMRETIIAETH D,

B RE R RS
BREOBMREEERE HWEs L7 F =« 7T 7 A>50 mL/min) (ZIEAH O H &3 E X

ANETH D, W% THEE OB Re R E B & O E AT § O KW R 2 BE TR
1.6.2-71D LBV HEMH 1T 2 &,

*x 1.6.2-7 YQULT7F=2 1) TS5 2RS50mLmin QEF(ZH (T 55IkAESHE
gz L7 F=r - 7Y T T A (mL/min) T ARIOHEREE G LV A v
(Ceftolozane/tazobactam) **

30~50 Ceftolozane500 mg / tazobactam250 mg i+
8IRFfH = &

15~29 Ceftolozane250 mg / tazobactam125 mg i+
8IRFfH = &

MIEERT TR ORI A4 Ceftolozane500 mg / tazobactam250 mg % Hi[r| 4%

HE L. o iTMFHNELLT
Ceftolozane100 mg /tazobactam50 mg % 8¢ =
Lokl (MEZEdT o B, migEITe 7%
TELHRETHSLICEET D L),

"L rF=r - 7 VT T A% Cockeroft-Gault 2u% 18 > THEE L 7=,
FERKNDFT R TOREITIRH T TOFIRNKEE TH Y | X TOBIEICHERE X415, HEHRIZ[FR 1.6.2-6]

DOHELZIZNES Z &

PR RE R B
ATHERERR & B8 COMEMEIIAETH D,

INRBA~DFE-
JINR e OV 83 AR D AR AAEF 1T I3 1T 5 ceftolozane/tazobactam D Z2 M M OV Zh 13 EST S T

WRUW, T —Z R,

B 551k
AFNLRTEFFIRNEE S HTH 5,
SO B AR P G-I AKN g/0.5 ¢ TIRFITH 5,

WA FoEE
AHFN M OIF EIRFIL 20N &y

1.6 SMENCIS T L RIS I B 2 &k
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NATNVEHERSATH S,
AFNOEF BRI BRI D 2 &

L S YaRES

INA T AT TES K XU30.9% 73 54 F A= FR A

HEIR10 mL &2 002 CRESCDNC IR U VAR % Fi B
T 5, W% O EITA.4 mL & 725, JEI35132 mg/mL (88 mg/mL ceftolozane M 1’44 mg/mL
tazobactam) T&H 5,
R Wi e g G LienwZ &

Ceftolozanel g/ tazobactam0.5 g D HEDIEH K Z RS 1%, 2& (W1l4mL) 2>V o T%
DTS TP BHREIY | 0.9%EH HAEBEERUI5% 7 BV FHER 100 mL DA - 72
N ZITIMA %,
U T I B i ne e

EEHIT OMERAECHS -

Ceftolozane500 mg / tazobactam250 mg O H & DFER K AT HEEIX, 5.7 mL Z 341 T bk
EHLY . 0.9%ES A B ST S35% 7 B O BHESRHE100 mL DA - 728§ S v 71T A %,

Ceftolozane250 mg / tazobactam125 mg M H & D iE 5K %
EWY . 0.9%iEH A B,

TR HEIT. 2.9 mL 2831 T Bk
M X 135% 7 R RS 100 mL O A - -8k S v 212z 5,

Ceftolozane100 mg / tazobactam50 mg O FH & DFHE A TR T DB E, 1.2 mL 2341 T bk &
HLY o 0.9%EH A AT I35% 7 B U BHERHE100 mL O A - 72l@ii N 712 A %
ARANEFHR T B~ DB RIRIETH D, ANz

y N @ﬁullﬁf oY AN Ewak il
A O EF S AT EFEYE L, SR DL TIEICIE D T

P2 AN

iy
Bl

K%’ODﬁfJJE}Z P SATIRANAN 6f Lt

BREUE ORI D & 5 B
7 7a AR FROBIEEK

(% L sBBOE OBEFER DS & 5 B
o> -7 7 & LRGIEHE (N= U R

TIIVINRR LRI E) 121 A EEORBUE (7
FTT7 4 T FX— i, BEOKERG:E) OBEROH 5 B
A R OME ] B DR
WEURE SO

HETENICBIEN 208

WIE (7774 7F%v—) RibEZEITRAEEND S,
Ceftolozane/tazobactam ¥ 5-FIZEHEDO T L L X — SN X 7284813, BEHEZFIE UEb) g
21192 &,

L6 AMEICET D HAMKILEIZ B 2 &8
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77 RARY R, R=U U R IO B-T 7 AR OPUEHIT R L BEOE O BEEEE O
BB EAEIL, ceftolozane/tazobactam |2 & IBBUE Z L Z 3 FIHEMEDR & 5,
Ceftolozane/tazobactam | ceftolozane, tazobactam, X It 7 7 1 AR U NZIEBUEDREEED & %
BEICIEZTH D,
Ceftolozane/tazobactam [XE 72, D B-T 7 Z LARFUEIE (R=V R, DIARRLRRLY)
(X LEEOMBUE (777 4 7% =i, BEOKERIGHRE) ObLEBEIERTH D,
Ceftolozane/tazobactam [XX =3/ U L RZOMD B-T 7 # AZRHUE IRk LIBBUE OB D & % &
FIIIEEICERGT D 2 L,

ERERE~ DR

Ceftolozane/tazobactam Z ¥ 5- S N 7- BEIZTBEHEEDIK TR A LT,

s RelE S

Ceftolozane/tazobactam D &%, BHEREFEE ORRELIIC U CTMEI 42 (THIE - F&E) O (R
LERL) M),

BRIREBR Tl N—R T A R BHEREIEE OREN P EE DB X, EF UTRE DB & I
i U CREIRANE IR DME N o 7o, X=X T A VIRFICEREERE R O b 7o BE 13, &S5 HET
X EEDOLEENZ DOWTHEENZ T =X U 7 L, KBTS U ceftolozane/tazobactam O A & % 5l &l
THI L,

BRIR T — & DR
TN B N OV EE D 4 PRI E B T RRAGAER ) B RS S T 5,

BHEPE R N GE B OFRBRIZ W T I b 2V 3 il 22 7L ST th T S5 PR [420/970
il (43.3%) 1 T, 2D 5 B137/42061 (32.6%) (F_—RA T A VRHZOVE AMMIRE ZH L Tuiz,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ZERBAXA® (ceftolozane and tazobactam) for injection, for
intravenous use
Initial U.S. Approval: 2014

INDICATIONS AND USAGE

ZERBAXA (ceftolozane and tazobactam) is a combination product

consisting of a cephalosporin-class antibacterial drug and a

beta-lactamase inhibitor indicated for the treatment of the following

infections caused by designated susceptible microorganisms:

. Complicated Intra-abdominal Infections, used in combination with
metronidazole (1.1)

. Complicated Urinary Tract Infections, including Pyelonephritis
(1.2)

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

----------------------- DOSAGE AND ADMINISTRATION ---=s=n=ssmnnmanamnnnns

e ZERBAXA 1.5 gram (g) (ceftolozane 1 g and tazobactam 0.5 g)
for injection, every 8 hours by intravenous infusion administered
over 1hour for patients 18 years or older with creatinine
clearance (CrCl) greater than 50 mL/min. (2.1)

e Dosage in patients with impaired renal function (2.2):

Estimated CrCl Recommended Dosage Regimen for

(mL/min)* ZERBAXA (ceftolozane and tazobactam)'

30 to 50 ZERBAXA 750 mg (500 mg and 250 mg)
intravenously every 8 hours

1510 29 ZERBAXA 375 mg (250 mg and 125 mg)

intravenously every 8 hours

End-stage renal
disease (ESRD) on
hemodialysis (HD)

A single loading dose of ZERBAXA 750 mg
(500 mg and 250 mg) followed by a
ZERBAXA 150 mg (100 mg and 50 mg)
maintenance dose administered
intravenously every 8 hours for the remainder
of the treatment period (on hemodialysis
days, administer the dose at the earliest
possible time following completion of dialysis)

* CrCl estimated using Cockcroft-Gault formula
T All doses of ZERBAXA are administered over 1 hour.

--------------------- DOSAGE FORMS AND STRENGTHS ----------------—----

e ZERBAXA 1.5g (ceftolozane and tazobactam) for injection
supplied as a sterile powder for reconstitution in single-dose vials
containing ceftolozane 1g (equivalent to 1.147 g ceftolozane
sulfate) and tazobactam 0.5 g (equivalent to 0.537 g tazobactam
sodium) (3)

CONTRAINDICATIONS

e ZERBAXA is contraindicated in patients with known serious
hypersensitivity to the components of ZERBAXA (ceftolozane and
tazobactam), piperacillin/tazobactam, or other members of the
beta-lactam class. (4)

----------------------- WARNINGS AND PRECAUTIONS -------------==mm-mmem-

e Decreased efficacy in patients with baseline CrCl of 30 to
<50 mL/min. Monitor CrCl at least daily in patients with changing
renal function and adjust the dose of ZERBAXA accordingly. (5.1)

e Serious hypersensitivity (anaphylactic) reactions have been
reported with beta-lactam antibacterial drugs. Exercise caution in
patients with known hypersensitivity to beta-lactam antibacterial
drugs. (5.2)

. Clostridium  difficile-associated diarrhea (CDAD) has been
reported with nearly all systemic antibacterial agents, including
ZERBAXA. Evaluate if diarrhea occurs. (5.3)

ADVERSE REACTIONS
The most common adverse reactions (5% in either indication) are
nausea, diarrhea, headache and pyrexia. (6.1)

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.

----------------------- USE IN SPECIFIC POPULATIONS ---=-sn=-ssnnsanamnnnns

e Dosage adjustment is required in patients with moderately or
severely impaired renal function and in patients with end-stage
renal disease on hemodialysis (HD). (2.2, 8.5, 8.6, 12.3)

e Higher incidence of adverse reactions was observed in patients
aged 65years and older. In complicated intra-abdominal
infections, cure rates were lower in patients aged 65 years and
older. (8.5)

e ZERBAXA has not been studied in pediatric patients. (8.4)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 10/2016
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1 INDICATIONS AND USAGE

ZERBAXA® (ceftolozane and tazobactam) for injection is indicated for the treatment of patients
18 years or older with the following infections caused by designated susceptible microorganisms.
1.1 Complicated Intra-abdominal Infections

ZERBAXA used in combination with metronidazole is indicated for the treatment of complicated
intra-abdominal infections (clAl) caused by the following Gram-negative and Gram-positive
microorganisms: Enterobacter cloacae, Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae,
Proteus mirabilis, Pseudomonas aeruginosa, Bacteroides fragilis, Streptococcus anginosus,
Streptococcus constellatus, and Streptococcus salivarius.
1.2 Complicated Urinary Tract Infections, Including Pyelonephritis

ZERBAXA is indicated for the treatment of complicated urinary tract infections (cUTI), including
pyelonephritis, caused by the following Gram-negative microorganisms: Escherichia coli, Klebsiella
pneumoniae, Proteus mirabilis, and Pseudomonas aeruginosa.
1.3 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of ZERBAXA
and other antibacterial drugs, ZERBAXA should be used only to treat 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

21 Recommended Dosage

The recommended dosage regimen is ZERBAXA 1.5 gram (g) (ceftolozane 1 g and tazobactam
0.5 g) for injection administered every 8 hours by intravenous infusion over 1 hour in patients 18 years or
older and with normal renal function or mild renal impairment. The duration of therapy should be guided
by the severity and site of infection and the patient’s clinical and bacteriological progress (Table 1).

Table 1: Dosage of ZERBAXA 1.5 g (ceftolozane 1 g and tazobactam 0.5 g) by Infection in
Patients with Creatinine Clearance (CrCl) Greater than 50 mL/min

Infection Dose Frequency Infusion Time Duration of
(hours) Treatment
Complicated
Intra-abdominal Infections™ 159 Every 8 Hours 1 4-14 days
Complicated Urinary Tract
Infections, including 159 Every 8 Hours 1 7 days
Pyelonephritis

* Used in conjunction with metronidazole 500 mg intravenously every 8 hours

2.2 Patients with Renal Impairment

Dose adjustment is required for patients whose creatinine clearance is 50 mL/min or less. Renal
dose adjustments are listed in Table 2. For patients with changing renal function, monitor CrCI at least
daily and adjust the dosage of ZERBAXA accordingly [see Use in Specific Populations (8.6) and Clinical
Pharmacology (12.3)].



Table 2: Dosage of ZERBAXA in Patients with Renal Impairment

Estimated CrCl (mL/min)* Recommended Dosage Regimen for ZERBAXA 1.5 g
(ceftolozane 1 g and tazobactam 0.5 g)'r

30 to 50 750 mg (500 mg and 250 mgq) intravenously every 8 hours

15t0 29 375 mg (250 mg and 125 mgq) intravenously every 8 hours

End-stage renal disease (ESRD) | A single loading dose of 750 mg (500 mg and 250 mg) followed
on hemodialysis (HD) by a 150 mg (100 mg and 50 mg) maintenance dose
administered every 8 hours for the remainder of the treatment
period (on hemodialysis days, administer the dose at the
earliest possible time following completion of dialysis)

* CrCl estimated using Cockcroft-Gault formula
T All doses of ZERBAXA are administered over 1 hour.

2.3 Preparation of Solutions

ZERBAXA does not contain a bacteriostatic preservative. Aseptic technique must be followed in
preparing the infusion solution.
Preparation of doses:

Constitute the vial with 10 mL of sterile water for injection or 0.9% Sodium Chloride for Injection, USP
and gently shake to dissolve. The final volume is approximately 11.4 mL. Caution: The constituted
solution is not for direct injection.

To prepare the required dose, withdraw the appropriate volume determined from Table 3 from the
reconstituted vial. Add the withdrawn volume to an infusion bag containing 100 mL of 0.9% Sodium
Chloride for Injection, USP or 5% Dextrose Injection, USP.

Table 3: Preparation of Doses

ZERBAXA (ceftolozane and tazobactam) Dose | Volume to Withdraw from Reconstituted Vial
1.5g(1gand0.59) 11.4 mL (entire contents)

750 mg (500 mg and 250 mg) 5.7 mL

375 mg (250 mg and 125 mg) 2.9 mL

150 mg (100 mg and 50 mg) 1.2mL

Inspect drug products visually for particulate matter and discoloration prior to use. ZERBAXA
infusions range from clear, colorless solutions to solutions that are clear and slightly yellow. Variations in
color within this range do not affect the potency of the product.

2.4 Compatibility

Compatibility of ZERBAXA with other drugs has not been established. ZERBAXA should not be
mixed with other drugs or physically added to solutions containing other drugs.
2.5 Storage of Constituted Solutions

Upon constitution with sterile water for injection or 0.9% sodium chloride injection, reconstituted
ZERBAXA solution may be held for 1 hour prior to transfer and dilution in a suitable infusion bag.

Following dilution of the solution with 0.9% sodium chloride or 5% dextrose, ZERBAXA is stable for
24 hours when stored at room temperature or 7 days when stored under refrigeration at 2 to 8°C (36 to
46°F).

Constituted ZERBAXA solution or diluted ZERBAXA infusion should not be frozen.

3 DOSAGE FORMS AND STRENGTHS

ZERBAXA 1.5 g (ceftolozane and tazobactam) for injection is supplied as a white to yellow sterile
powder for reconstitution in single-dose vials; each vial contains ceftolozane 1 g (equivalent to 1.147 g of
ceftolozane sulfate) and tazobactam 0.5 g (equivalent to 0.537 g of tazobactam sodium).



4 CONTRAINDICATIONS

ZERBAXA is contraindicated in patients with known serious hypersensitivity to the components of
ZERBAXA (ceftolozane and tazobactam), piperacillin/tazobactam, or other members of the beta-lactam
class.

5 WARNINGS AND PRECAUTIONS

5.1 Decreased Efficacy in Patients with Baseline Creatinine Clearance of 30 to <50 mL/min

In a subgroup analysis of a Phase 3 clAl trial, clinical cure rates were lower in patients with baseline
creatinine clearance (CrCl) of 30 to <50 mL/min compared to those with CrCl >50 mL/min (Table 4). The
reduction in clinical cure rates was more marked in the ZERBAXA plus metronidazole arm compared to
the meropenem arm. A similar trend was also seen in the cUTI trial. Monitor CrCI at least daily in patients
with changing renal function and adjust the dosage of ZERBAXA accordingly [see Dosage and
Administration (2.2)].

Table 4: Clinical Cure Rates in a Phase 3 Trial of clAl by Baseline Renal Function (MITT Population)

Baseline Renal Function

ZERBAXA plus metronidazole
n/N (%)

Meropenem
n/N (%)

Normal/mild impairment

312/366 (85.2)

355/404 (87.9)

(CrCl >50 mL/min)

Moderate impairment

(CrClI 30 to <50 mL/min) 11/23 (47.8)

9/13 (69.2)

5.2 Hypersensitivity Reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in
patients receiving beta-lactam antibacterial drugs.

Before initiating therapy with ZERBAXA, make careful inquiry about previous hypersensitivity
reactions to other cephalosporins, penicillins, or other beta-lactams. If this product is to be given to a
patient with a cephalosporin, penicillin, or other beta-lactam allergy, exercise caution because cross
sensitivity has been established. If an anaphylactic reaction to ZERBAXA occurs, discontinue the drug
and institute appropriate therapy.

5.3 Clostridium difficile-associated Diarrhea

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

C. difficile produces toxins A and B which contribute to the development of CDAD. CDAD must be
considered in all patients who present with diarrhea following antibacterial use. Careful medical history is
necessary because CDAD has been reported to occur more than 2 months after the administration of
antibacterial agents.

If CDAD is confirmed, discontinue antibacterials not directed against C. difficile, if possible. Manage
fluid and electrolyte levels as appropriate, supplement protein intake, monitor antibacterial treatment of C.
difficile, and institute surgical evaluation as clinically indicated.

5.4 Development of Drug-Resistant Bacteria

Prescribing ZERBAXA in the absence of a proven or strongly suspected bacterial infection is

unlikely to provide benefit to the patient and risks the development of drug-resistant bacteria.

6 ADVERSE REACTIONS

The following serious reactions are described in greater detail in the Warnings and Precautions section:
e Hypersensitivity reactions [see Warnings and Precautions (5.2)]
e Clostridium difficile-associated diarrhea [see Warnings and Precautions (5.3)]
6.1 Clinical Trial 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 also may not reflect rates observed in practice.



ZERBAXA was evaluated in Phase 3 comparator-controlled clinical trials of clAl and cUTI, which
included a total of 1015 patients treated with ZERBAXA and 1032 patients treated with comparator
(levofloxacin 750 mg daily in cUTI or meropenem 1 g every 8 hours in clAl) for up to 14 days. The mean
age of treated patients was 48 to 50 years (range 18 to 92 years), across treatment arms and indications.
In both indications, about 25% of the subjects were 65 years of age or older. Most patients (75%) enrolled
in the cUTI trial were female, and most patients (58%) enrolled in the clAl trial were male. Most patients
(>70%) in both trials were enrolled in Eastern Europe and were White.

The most common adverse reactions (5% or greater in either indication) occurring in patients
receiving ZERBAXA were nausea, diarrhea, headache, and pyrexia. Table 5 lists adverse reactions
occurring in 1% or greater of patients receiving ZERBAXA in Phase 3 clinical trials.

Table 5: Adverse Reactions Occurring in 1% or Greater of Patients Receiving ZERBAXA in
Phase 3 Clinical Trials

Complicated Intra-abdominal Complicated Urinary Tract Infections,
Infections Including Pyelonephritis
Preferred Term ZERBAXA* Meropenem ZERBAXA* Levofloxacin
(N=482) (N=497) (N=533) (N=535)
n (%) n (%) n (%) n (%)

Nausea 38 (7.9) 29 (5.8) 15 (2.8) 9(1.7)
Headache 12 (2.5) 9(1.8) 31 (5.8) 26 (4.9)
Diarrhea 30 (6.2) 25 (5) 10 (1.9) 23 (4.3)
Pyrexia 27 (5.6) 20 (4) 9(1.7) 5(0.9)
Constipation 9(1.9) 6 (1.2) 21 (3.9) 17 (3.2)
Insomnia 17 (3.5) 11 (2.2) 7 (1.3) 14 (2.6)
Vomiting 16 (3.3) 20 (4) 6 (1.1) 6(1.1)
Hypokalemia 16 (3.3) 10 (2) 4(0.8) 2(0.4)
ALT increased 7 (1.5) 5(1) 9(1.7) 5(0.9)
AST increased 5(1) 3(0.6) 9(1.7) 5(0.9)
Anemia 7 (1.5) 5(1) 2(0.4) 5(0.9)
Thrombocytosis 9(1.9) 5(1) 2 (0.4) 2(0.4)
Abdominal pain 6 (1.2) 2(0.4) 4(0.8) 2(0.4)
Anxiety 9(1.9) 7 (1.4) 1(0.2) 4(0.7)
Dizziness 4(0.8) 5(1) 6 (1.1) 1(0.2)
Hypotension 8(1.7) 4 (0.8) 2 (0.4) 1(0.2)
Atrial fibrillation 6 (1.2) 3(0.6) 1(0.2) 0
Rash 8(1.7) 7 (1.4) 5(0.9) 2(0.4)

*The ZERBAXA for injection dose was 1.5 g intravenously every 8 hours, adjusted to match renal function
where appropriate. In the clAl trials, ZERBAXA was given in conjunction with metronidazole.

Treatment discontinuation due to adverse events occurred in 2.0% (20/1015) of patients receiving
ZERBAXA and 1.9% (20/1032) of patients receiving comparator drugs. Renal impairment (including the
terms renal impairment, renal failure, and renal failure acute) led to discontinuation of treatment in 5/1015
(0.5%) subjects receiving ZERBAXA and none in the comparator arms.



Increased Mortality

In the clAl trials (Phase 2 and 3), death occurred in 2.5% (14/564) of patients receiving ZERBAXA
and in 1.5% (8/536) of patients receiving meropenem. The causes of death varied and included
worsening and/or complications of infection, surgery and underlying conditions.

Less Common Adverse Reactions
The following selected adverse reactions were reported in ZERBAXA-treated subjects at a rate of less
than 1%:
Cardiac disorders: tachycardia, angina pectoris
Gastrointestinal disorders: gastritis, abdominal distension, dyspepsia, flatulence, ileus paralytic
General disorders and administration site conditions: infusion site reactions
Infections and infestations: candidiasis including oropharyngeal and vulvovaginal, fungal urinary tract
infection
Investigations: increased serum gamma-glutamyl transpeptidase (GGT), increased serum alkaline
phosphatase, positive Coombs test
Metabolism and nutrition disorders: hyperglycemia, hypomagnesemia, hypophosphatemia
Nervous system disorders: ischemic stroke
Renal and urinary system: renal impairment, renal failure
Respiratory, thoracic and mediastinal disorders: dyspnea
Skin and subcutaneous tissue disorders: urticaria
Vascular disorders: venous thrombosis

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category B.

There are no adequate and well-controlled trials in pregnant women with either ceftolozane or
tazobactam. Because animal reproduction studies are not always predictive of human response,
ZERBAXA should be used during pregnancy only if the potential benefit outweighs the possible risk.

Embryo-fetal development studies performed with intravenous ceftolozane in mice and rats with
doses up to 2000 and 1000 mg/kg/day, respectively, revealed no evidence of harm to the fetus. The
mean plasma exposure (AUC) values associated with these doses are approximately 7 (mice) and 4
(rats) times the mean daily human ceftolozane exposure in healthy adults at the clinical dose of 1 gram
thrice-daily. It is not known if ceftolozane crosses the placenta in animals.

In a pre-postnatal study in rats, intravenous ceftolozane administered during pregnancy and
lactation (Gestation Day 6 through Lactation Day 20) was associated with a decrease in auditory startle
response in postnatal Day 60 male pups at maternal doses of greater than or equal to 300 mg/kg/day.
The plasma exposure (AUC) associated with the NOAEL dose of 100 mg/kg/day in rats is approximately
0.4 fold of the mean daily human ceftolozane exposure in healthy adults at the clinical dose of 1 gram
thrice-daily.

In an embryo-fetal study in rats, tazobactam administered intravenously at doses up to
3000 mg/kg/day (approximately 19 times the recommended human dose based on body surface area
comparison) produced maternal toxicity (decreased food consumption and body weight gain) but was not
associated with fetal toxicity. In rats, tazobactam was shown to cross the placenta. Concentrations in the
fetus were less than or equal to 10% of those found in maternal plasma.

In a pre-postnatal study in rats, tazobactam administered intraperitoneally twice daily at the end of
gestation and during lactation (Gestation Day 17 through Lactation Day 21) produced decreased maternal
food consumption and body weight gain at the end of gestation and significantly more stillbirths with a
tazobactam dose of 1280 mg/kg/day (approximately 8 times the recommended human dose based on
body surface area comparison). No effects on the development, function, learning or fertility of F1 pups
were noted, but postnatal body weights for F1 pups delivered to dams receiving 320 and 1280 mg/kg/day
tazobactam were significantly reduced 21 days after delivery. F2-generation fetuses were normal for all
doses of tazobactam. The NOAEL for reduced F1 body weights was considered to be 40 mg/kg/day
(approximately 0.3 times the recommended human dose based on body surface area comparison).



8.3 Nursing Mothers

It is not known whether ceftolozane or tazobactam is excreted in human milk. Because many drugs
are excreted in human milk, exercise caution when administering ZERBAXA to a nursing woman.
8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Of the 1015 patients treated with ZERBAXA in the Phase 3 clinical trials, 250 (24.6%) were
65 years or older, including 113 (11.1%) 75 years or older. The incidence of adverse events in both
treatment groups was higher in older subjects (65 years or older) in the trials for both indications. In the
clAl trial, cure rates in the elderly (aged 65 years and older) in the ZERBAXA plus metronidazole arm
were 69/100 (69%) and in the comparator arm were 70/85 (82.4%). This finding in the elderly population
was not observed in the cUTI trial.

ZERBAXA is substantially excreted by the kidney and the risk of adverse reactions to ZERBAXA
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. Adjust dosage for elderly patients based on renal function [see Dosage and Administration (2.2)
and Clinical Pharmacology (12.3)].

8.6 Patients with Renal Impairment

Dosage adjustment is required in patients with moderate (CrCl 30 to 50 mL/min) or severe (CrCl 15
to 29 mL/min) renal impairment and in patients with ESRD on HD [see Dosage and Administration (2.2),
Warnings and Precautions (5.1) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In the event of overdose, discontinue ZERBAXA and provide general supportive treatment.
ZERBAXA can be removed by hemodialysis. Approximately 66% of ceftolozane, 56% of tazobactam, and
51% of the tazobactam metabolite M1 were removed by dialysis. No information is available on the use of
hemodialysis to treat overdosage.

11 DESCRIPTION

ZERBAXA (ceftolozane and tazobactam) is an antibacterial combination product consisting of the
cephalosporin antibacterial drug ceftolozane sulfate and the beta-lactamase inhibitor tazobactam sodium
for intravenous administration.

Ceftolozane sulfate is a semi-synthetic antibacterial drug of the beta-lactam class for parenteral
administration. The chemical name of ceftolozane sulfate is 1H-Pyrazolium, 5-amino-4-[[[(2-
aminoethyl)amino]carbonyllamino]-2-[[(6R,7R)-7-[[(22)-2-(5-amino-1,2,4-thiadiazol-3-yl)-2-[(1-carboxy-1-
methylethoxy)imino]acetyl]Jamino]-2-carboxy-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-en-3-ylJmethyl]-1-
methyl-,sulfate (1:1). The molecular formula is C,3H3:N1,05S,"*HSO, and the molecular weight is 764.77.

Figure 1: Chemical structure of ceftolozane sulfate
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Tazobactam sodium, a derivative of the penicillin nucleus, is a penicillanic acid sulfone. Its chemical
name is sodium (2S,3S,5R)-3-methyl-7-ox0-3-(1H-1,2,3-triazol-1-ylmethyl)-4-thia-1-
azabicyclo[3.2.0]heptane-2-carboxylate-4,4-dioxide. The chemical formula is C4oH{1N4NaOsS and the
molecular weight is 322.3.



Figure 2: Chemical structure of tazobactam sodium
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ZERBAXA 1.5 g (ceftolozane and tazobactam) for injection is a white to yellow sterile powder for
reconstitution consisting of ceftolozane 1 g (equivalent to 1.147 g of ceftolozane sulfate) and tazobactam
0.5 g (equivalent to 0.537 g of tazobactam sodium) per vial, packaged in single-dose glass vials. The
product contains sodium chloride (487 mg/vial) as a stabilizing agent, citric acid (21 mg/vial), and
L-arginine (approximately 600 mg/vial) as excipients.

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
ZERBAXA is an antibacterial drug [see Clinical Pharmacology (12.4)].

12.2 Pharmacodynamics

As with other beta-lactam antibacterial agents, the time that the plasma concentration of
ceftolozane exceeds the minimum inhibitory concentration (MIC) of the infecting organism has been
shown to be the best predictor of efficacy in animal models of infection. The time above a threshold
concentration has been determined to be the parameter that best predicts the efficacy of tazobactam in in
vitro nonclinical models. The exposure-response analyses in Phase 2 trials support the recommended
dose of ZERBAXA.

Cardiac Electrophysiology

In a randomized, positive and placebo-controlled crossover thorough QTc study, 51 healthy
subjects were administered a single therapeutic dose of ZERBAXA 1.5 gram (ceftolozane 1 g and
tazobactam 0.5 g) and a supratherapeutic dose of ZERBAXA 4.5 gram (ceftolozane 3 g and tazobactam
1.5 g). No significant effects of ZERBAXA on heart rate, electrocardiogram morphology, PR, QRS, or QT
interval were detected. Therefore, ZERBAXA does not affect cardiac repolarization.

12.3 Pharmacokinetics

The mean pharmacokinetic parameters of ZERBAXA in healthy adults with normal renal function
after single and multiple 1-hour intravenous infusions of ZERBAXA 1.5 gram (ceftolozane 1 g and
tazobactam 0.5 g) administered every 8 hours are summarized in Table 6. Pharmacokinetic parameters
were similar for single- and multiple-dose administrations.



Table 6: Mean (CV%) Plasma Pharmacokinetic Parameters of ZERBAXA (ceftolozane and
tazobactam) After Single and Multiple Intravenous 1-hour Infusions of ZERBAXA 1.5 g
(ceftolozane 1 g and tazobactam 0.5 g) Every 8 Hours in Healthy Adults

ZERBAXA 1.5 g (ceftolozane 1 g and tazobactam 0.5 g) every 8 hours
Ceftolozane Tazobactam
PK parameters
Day 1 Day 10 Day 1 Day 10
(n=9)* (n=10) (n=9)* (n=10)
Ciax (mcg/mL) 69.1 (11) 74.4 (14) 18.4 (16) 18 (8)
tmax ()T 1.02 (1.01, 1.1) 1.07 (1, 1.1) 1.02 (0.99, 1.03) 1.01(1,1.1)
AUC (mcgeh/mL)* 172 (14) 182 (15) 24.4 (18) 25 (15)
ty, (h) 2.77 (30) 3.12 (22) 0.91 (26) 1.03 (19)

* N=9, one outlier subject excluded from descriptive statistics

T Median (minimum, maximum) presented

* AUC for Day 1 = AUC,,st and AUC for Day 10 = steady state AUC (AUC+ ss). Daily AUC at steady state
is calculated by multiplying the Day 10 AUC values by three (e.g., 546 mcgeh/mL for ceftolozane and
75 mcgeh/mL for tazobactam)

N=8, one subject excluded from descriptive statistics as the concentration-time profile did not exhibit a
terminal log-linear phase and t,, could not be calculated

The C,ax and AUC of ZERBAXA increase in proportion to dose. Plasma levels of ZERBAXA do not
increase appreciably following multiple intravenous infusions of ZERBAXA up to 3 g (ceftolozane 2 g and
tazobactam 1 g) administered every 8 hours for up to 10 days in healthy adults with normal renal function.
The elimination half-life (1,,) of ceftolozane is independent of dose.

Distribution

The binding of ceftolozane and tazobactam to human plasma proteins is approximately 16% to 21%
and 30%, respectively. The mean (CV%) steady-state volume of distribution of ZERBAXA in healthy adult
males (n = 51) following a single intravenous dose of ZERBAXA 1.5 g (ceftolozane 1 g and tazobactam
0.5g) was 13.5L (21%) and 18.2L (25%) for ceftolozane and tazobactam, respectively, similar to
extracellular fluid volume.

Elimination

Ceftolozane is eliminated from the body by renal excretion with a half-life of approximately 3 hours.
Tazobactam is eliminated by renal excretion and metabolism with a plasma half-life of approximately 1
hour.

Metabolism

Ceftolozane is not a substrate for CYP enzymes and is mainly eliminated in the urine as unchanged
parent drug and thus does not appear to be metabolized to any appreciable extent. The beta-lactam ring
of tazobactam is hydrolyzed to form the pharmacologically inactive tazobactam metabolite M1.

Excretion

Ceftolozane, tazobactam and the tazobactam metabolite M1 are excreted by the kidneys. Following
administration of a single ZERBAXA 1.5 g (ceftolozane 1 g and tazobactam 0.5 g) intravenous dose to
healthy male adults, greater than 95% of ceftolozane was excreted in the urine as unchanged parent
drug. More than 80% of tazobactam was excreted as the parent compound with the remainder excreted
as the tazobactam M1 metabolite. After a single dose of ZERBAXA, renal clearance of ceftolozane (3.41
— 6.69 L/h) was similar to plasma CL (4.10 to 6.73 L/h) and similar to the glomerular filtration rate for the
unbound fraction, suggesting that ceftolozane is eliminated by the kidney via glomerular filtration.
Tazobactam is a substrate for OAT1 and OAT3 transporters and its elimination has been shown to be
inhibited by probenecid, an inhibitor of OAT1/3.




Specific Populations

Patients with Renal Impairment

ZERBAXA and the tazobactam metabolite M1 are eliminated by the kidneys.

The ceftolozane dose normalized geometric mean AUC increased up to 1.26-fold, 2.5-fold, and
5-fold in subjects with mild, moderate, and severe renal impairment, respectively, compared to healthy
subjects with normal renal function. The respective tazobactam dose normalized geometric mean AUC
increased approximately up to 1.3-fold, 2-fold, and 4-fold. To maintain similar systemic exposures to
those with normal renal function, dosage adjustment is required [see Dosage and Administration (2.2)].

In subjects with ESRD on HD, approximately two-thirds of the administered ZERBAXA dose is
removed by HD. The recommended dose in subjects with ESRD on HD is a single loading dose of
ZERBAXA 750 mg (ceftolozane 500 mg and tazobactam 250 mg), followed by a ZERBAXA 150 mg
(ceftolozane 100 mg and tazobactam 50 mg) maintenance dose administered every 8 hours for the
remainder of the treatment period. On HD days, administer the dose at the earliest possible time following
completion of HD [see Dosage and Administration (2.2)].

Patients with Hepatic Impairment

As ZERBAXA does not undergo hepatic metabolism, the systemic clearance of ZERBAXA is not
expected to be affected by hepatic impairment.

No dose adjustment is recommended for ZERBAXA in subjects with hepatic impairment.

Geriatric Patients

In a population pharmacokinetic analysis of ZERBAXA, no clinically relevant trend in exposure was
observed with regard to age.

No dose adjustment of ZERBAXA based on age is recommended.

Pediatric Patients
Safety and effectiveness in pediatric patients have not been established.

Gender

In a population pharmacokinetic analysis of ZERBAXA, no clinically relevant differences in AUC
were observed for ceftolozane (116 males compared to 70 females) and tazobactam (80 males compared
to 50 females).

No dose adjustment is recommended based on gender.

Race
In a population pharmacokinetic analysis of ZERBAXA, no clinically relevant differences in
ZERBAXA AUC were observed in Caucasians (n = 156) compared to all other races combined (n = 30).
No dose adjustment is recommended based on race.

Drug Interactions

No drug-drug interaction was observed between ceftolozane and tazobactam in a clinical study in
16 healthy subjects. In vitro and in vivo data indicate that ZERBAXA is unlikely to cause clinically relevant
drug-drug interactions related to CYPs and transporters at therapeutic concentrations.

Drug Metabolizing Enzymes

In vivo data indicated that ZERBAXA is not a substrate for CYPs. Thus clinically relevant drug-drug
interactions involving inhibition or induction of CYPs by other drugs are unlikely to occur.

In vitro studies demonstrated that ceftolozane, tazobactam and the M1 metabolite of tazobactam
did not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 and did not induce
CYP1A2, CYP2B6, or CYP3A4 at therapeutic plasma concentrations. In vitro induction studies in primary
human hepatocytes demonstrated that ceftolozane, tazobactam, and the tazobactam metabolite M1
decreased CYP1A2 and CYP2B6 enzyme activity and mRNA levels in primary human hepatocytes as
well as CYP3A4 mRNA levels at supratherapeutic plasma concentrations. Tazobactam metabolite M1
also decreased CYP3A4 activity at supratherapeutic plasma concentrations. A clinical drug-drug
interaction study was conducted and results indicated drug interactions involving CYP1A2 and CYP3A4
inhibition by ZERBAXA are not anticipated.
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Membrane Transporters

Ceftolozane and tazobactam were not substrates for P-gp or BCRP, and tazobactam was not a
substrate for OCT2, in vitro at therapeutic concentrations.

Tazobactam is a known substrate for OAT1 and OAT3. Co-administration of tazobactam with the
OAT1/OAT3 inhibitor probenecid has been shown to prolong the half-life of tazobactam by 71%. Co-
administration of ZERBAXA with drugs that inhibit OAT1 and/or OAT3 may increase tazobactam plasma
concentrations.

In vitro data indicate that ceftolozane did not inhibit P-gp, BCRP, OATP1B1, OATP1B3, OCT1,
OCT2, MRP, BSEP, OAT1, OAT3, MATE1, or MATE2-K in vitro at therapeutic plasma concentrations.

In vitro data indicate that neither tazobactam nor the tazobactam metabolite M1 inhibit P-gp, BCRP,
OATP1B1, OATP1B3, OCT1, OCT2, or BSEP transporters at therapeutic plasma concentrations. In vitro,
tazobactam inhibited human OAT1 and OAT3 transporters with ICsy values of 118 and 147 mcg/mL,
respectively. A clinical drug-drug interaction study was conducted and results indicated clinically relevant
drug interactions involving OAT1/OAT3 inhibition by ZERBAXA are not anticipated.

12.4 Microbiology

Mechanism of Action

Ceftolozane belongs to the cephalosporin class of antibacterial drugs. The bactericidal action of
ceftolozane results from inhibition of cell wall biosynthesis, and is mediated through binding to
penicillin-binding proteins (PBPs). Ceftolozane is an inhibitor of PBPs of P. aeruginosa (e.g., PBP1b,
PBP1c, and PBP3) and E. coli (e.g., PBP3).

Tazobactam sodium has little clinically relevant in vitro activity against bacteria due to its reduced
affinity to penicillin-binding proteins. It is an irreversible inhibitor of some beta-lactamases (e.g., certain
penicillinases and cephalosporinases), and can bind covalently to some chromosomal and
plasmid-mediated bacterial beta-lactamases.

Resistance

Mechanisms of beta-lactam resistance may include the production of beta-lactamases, modification
of PBPs by gene acquisition or target alteration, up-regulation of efflux pumps, and loss of outer
membrane porin.

Clinical isolates may produce multiple beta-lactamases, express varying levels of beta-lactamases,
or have amino acid sequence variations, and other resistance mechanisms that have not been identified.

Culture and susceptibility information and local epidemiology should be considered in selecting or
modifying antibacterial therapy.

ZERBAXA demonstrated in vitro activity against Enterobacteriaceae in the presence of some
extended-spectrum beta-lactamases (ESBLs) and other beta-lactamases of the following groups: TEM,
SHV, CTX-M, and OXA. ZERBAXA is not active against bacteria that produce serine carbapenemases [K.
pneumoniae carbapenemase (KPC)], and metallo-beta-lactamases.

In ZERBAXA clinical trials, some isolates of E. coli and K. pneumoniae, that produced
beta-lactamases, were susceptible to ZERBAXA (minimum inhibitory concentration <2 mcg/mL). These
isolates produced one or more beta-lactamases of the following enzyme groups: CTX-M, OXA, TEM, or
SHV.

Some of these beta-lactamases were also produced by isolates of E. coli and K. pneumoniae that
were not susceptible to ZERBAXA (minimum inhibitory concentration >2 mcg/mL). These isolates
produced one or more beta-lactamases of the following enzyme groups: CTX-M, OXA, TEM, or SHV.

ZERBAXA demonstrated in vitro activity against P. aeruginosa isolates tested that had
chromosomal AmpC, loss of outer membrane porin (OprD), or up-regulation of efflux pumps (MexXY,
MexAB).

Isolates resistant to other cephalosporins may be susceptible to ZERBAXA, although
cross-resistance may occur.

Interaction with Other Antimicrobials

In vitro synergy studies suggest no antagonism between ZERBAXA and other antibacterial drugs
(e.g., meropenem, amikacin, aztreonam, levofloxacin, tigecycline, rifampin, linezolid, daptomycin,
vancomycin, and metronidazole).
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Antimicrobial Activity
ZERBAXA has been shown to be active against the following bacteria, both in vitro and in clinical
infections [see Indications and Usage (1)].

Complicated Intra-abdominal Infections

Gram-negative bacteria:
Enterobacter cloacae
Escherichia coli
Klebsiella oxytoca
Klebsiella pneumoniae
Proteus mirabilis
Pseudomonas aeruginosa

Gram-positive bacteria:
Streptococcus anginosus
Streptococcus constellatus
Streptococcus salivarius

Anaerobic bacteria:
Bacteroides fragilis

Complicated Urinary Tract Infections, Including Pyelonephritis

Gram-negative bacteria:
Escherichia coli
Klebsiella pneumoniae
Proteus mirabilis
Pseudomonas aeruginosa

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 minimum inhibitory concentration (MIC) less than or
equal to the susceptible breakpoint for ceftolozane and tazobactam against isolates of similar genus or
organism group. However, the efficacy of ZERBAXA in treating clinical infections due to these bacteria
has not been established in adequate and well-controlled clinical trials.

Gram-negative bacteria:
Citrobacter koseri
Morganella morganii
Proteus vulgaris
Providencia rettgeri
Providencia stuartii
Serratia liquefaciens
Serratia marcescens

Gram-positive bacteria:
Streptococcus agalactiae
Streptococcus intermedius

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide cumulative reports of in vitro
susceptibility test results for antimicrobial drugs used in local hospitals and practice areas to the physician
as periodic reports that describe the susceptibility profile of nosocomial and community-acquired
pathogens. These reports should aid the physician in selecting an antibacterial drug for treatment.
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Dilution Techniques:

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations
(MICs). Ceftolozane and tazobactam susceptibility testing is performed with a fixed 4 mcg/mL
concentration of tazobactam. These MICs provide estimates of the susceptibility of bacteria to
antibacterial compounds. The MICs should be determined using a standardized test method (broth,
and/or agar).”* The MIC values should be interpreted according to the criteria in Table 7.

Diffusion Techniques:

Quantitative methods that require measurement of zone diameters can also provide reproducible
estimates of the susceptibility of bacteria to antimicrobial compounds. The zone size should be
determined using a standardized test method.?* This procedure uses paper disks impregnated with
30 mcg of ceftolozane and 10 mcg of tazobactam to test the susceptibility of bacteria to ceftolozane and
tazobactam. The disk diffusion should be interpreted according to the criteria in Table 7.

Anaerobic Techniques:

For anaerobic bacteria, the susceptibility to ceftolozane and tazobactam can be determined by
standardized test method.®> The MIC values obtained should be interpreted according to criteria provided
in Table 7.

Table 7: Susceptibility Test Interpretive Criteria for Ceftolozane/Tazobactam

Minimum Inhibitory Disk Diffusion
Pathogen Concentrations (mcg/mL) Zone Diameter (mm)
S I R S I R

Enterobacteriaceae <2/4 4/4 >8/4 =21 18-20 <17
Pseudomonas aeruginosa <4/4 8/4 >16/4 >21 17-20 <16
Streptococcus anginosus

Streptococcus constellatus and <8/4 16/4 >32/4 --- ---
Streptococcus salivarius

Bacteroides fragilis <8/4 16/4 >32/4 - -

S = susceptible, | = intermediate, R = resistant

A report of Susceptible (S) indicates that the antimicrobial is likely to inhibit growth of the pathogen
if the antimicrobial drug reaches the concentration usually achievable at the site of infection. A report of
Intermediate (I) indicates that the result should be considered equivocal, and if the microorganism is not
fully susceptible to alternative clinically feasible drugs, the test should be repeated. This category implies
possible clinical applicability in body sites where the drug is physiologically concentrated or in situations
where a high dose of the drug can be used. This category also provides a buffer zone that prevents small
uncontrolled technical factors from causing major discrepancies in interpretation. A report of Resistant (R)
indicates that the antimicrobial is not likely to inhibit growth of the pathogen if the antimicrobial drug
reaches the concentrations usually achievable at the infection site; other therapy should be selected.
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Quality Control

Standardized susceptibility test procedures require the use of laboratory controls to monitor and
ensure the accuracy and precision of supplies and reagents used in the assay, and the techniques of the
individuals performing the test."*** Standard ceftolozane and tazobactam powder should provide the
following range of MIC values provided in Table 8. For the diffusion technique using the 30 mcg
ceftolozane/10 mcg tazobactam disk, the criteria provided in Table 8 should be achieved.’

Table 8: Acceptable Quality Control Ranges for Ceftolozane/Tazobactam

Quality Control Strain

Minimum Inhibitory
Concentrations (mcg/mL)

Disk Diffusion
(Zone Diameters in mm)

Escherichia coli

.12/4-0.5/4 24-32
ATCC 25922 0.12/4-0.5/ 3
Escherichia coli*
ATCC 35218 0.06/4-0.25/4 25-31
Pseudomonas aeruginosa

.25/4-1/4 25-31
ATCC 27853 0.25/4-11 53
Staphylococcus aureus Not Applicable 10-18
ATCC 25923 PP
Staphylococcus aureus :
ATCC 29213 16/4-64/4 Not Applicable
Haemophilus influenzae'

.5/4-2/4 23-2
ATCC 49247 0.5/4-2/ 3-29
Klebsiella pneumoniae*
ATCC 700603 0.5/4-2/4 17-25
Streptococcus pneumoniae

.25/4-1/4 21-2
ATCC 49619 0-25/4-11 o
Bacteroides fragilis 0.12/4-1/4 Not Applicable
ATCC 25285 (agar and broth) ' PP
Bacteroides thetaiotaomicron

16/4-128/4 Not Applicabl
ATCC 29741 (agar) ot Applicable
Bacteroides thetaiotaomicron
' fotaom 16/4-64/4 Not Applicable

ATCC 29741 (broth)

ATCC = American Type Culture Collection

* Store E. coli ATCC 35218 and K. pneumoniae ATCC 700603 stock cultures at -60°C or below and
prepare working stock cultures weekly.

T This strain may lose its plasmid and develop susceptibility to beta-lactam antimicrobial agents after
repeated transfers onto culture media. Minimize by removing new culture from storage at least monthly
or whenever the strain begins to show increased zone diameters to ampicillin, piperacillin, or ticarcillin.

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies

ceftolozane, or tazobactam.

in animals have not been conducted with ZERBAXA,

ZERBAXA was negative for genotoxicity in an in vitro mouse lymphoma assay and an in vivo rat
bone-marrow micronucleus assay. In an in vitro chromosomal aberration assay in Chinese hamster ovary
cells, ZERBAXA was positive for structural aberrations.
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Ceftolozane was negative for genotoxicity in an in vitro microbial mutagenicity (Ames) assay, an in
vitro chromosomal aberration assay in Chinese hamster lung fibroblast cells, an in vitro mouse lymphoma
assay, an in vivo mouse micronucleus assay, and an in vivo unscheduled DNA synthesis (UDS) assay.

Tazobactam was negative for genotoxicity in an in vitro microbial mutagenicity (Ames) assay, an in
vitro chromosomal aberration assay in Chinese hamster lung cells, a mammalian point-mutation (Chinese
hamster ovary cell HPRT) assay, an in vivo mouse bone-marrow micronucleus assay, and a UDS assay.

Ceftolozane had no adverse effect on fertility in male or female rats at intravenous doses up to
1000 mg/kg/day. The mean plasma exposure (AUC) value at this dose is approximately 3 times the mean
daily human ceftolozane exposure value in healthy adults at the clinical dose of 1 gram thrice daily.

In a rat fertility study with intraperitoneal tazobactam twice-daily, male and female fertility
parameters were not affected at doses less than or equal to 640 mg/kg/day (approximately 4 times the
recommended clinical daily dose based on body surface comparison).

14  CLINICAL STUDIES

14.1 Complicated Intra-abdominal Infections

A total of 979 adults hospitalized with clAl were randomized and received study medications in a
multinational, double-blind study comparing ZERBAXA 1.5 g (ceftolozane 1 g and tazobactam 0.5 g)
intravenously every 8 hours plus metronidazole (500 mg intravenously every 8 hours) to meropenem (1 g
intravenously every 8 hours) for 4 to 14 days of therapy. Complicated intra-abdominal infections included
appendicitis, cholecystitis, diverticulitis, gastric/duodenal perforation, perforation of the intestine, and
other causes of intra-abdominal abscesses and peritonitis. The majority of patients (75%) were from
Eastern Europe; 6.3% were from the United States.

The primary efficacy endpoint was clinical response, defined as complete resolution or significant
improvement in signs and symptoms of the index infection at the test-of-cure (TOC) visit which occurred
24 to 32 days after the first dose of study drug. The primary efficacy analysis population was the
microbiological intent-to-treat (MITT) population, which included all patients who had at least 1 baseline
intra-abdominal pathogen regardless of the susceptibility to study drug. The key secondary efficacy
endpoint was clinical response at the TOC visit in the microbiologically evaluable (ME) population, which
included all protocol-adherent MITT patients.

The MITT population consisted of 806 patients; the median age was 52 years and 57.8% were
male. The most common diagnosis was appendiceal perforation or peri-appendiceal abscess, occurring
in 47% of patients. Diffuse peritonitis at baseline was present in 34.2% of patients.

ZERBAXA plus metronidazole was non-inferior to meropenem with regard to clinical cure rates at
the TOC visit in the MITT population. Clinical cure rates at the TOC visit are displayed by patient
population in Table 9. Clinical cure rates at the TOC visit by pathogen in the MITT population are
presented in Table 10.

Table 9: Clinical Cure Rates in a Phase 3 Trial of Complicated Intra-Abdominal Infections

. . ZERBA.XA plui Meropenem' Treatment Difference
Analysis Population metronidazole o o i
nIN (%) n/N (%) (95% CI)
MITT 323/389 (83) 364/417 (87.3) -4.3 (-9.2, 0.7)
ME 259/275 (94.2) 304/321 (94.7) -0.5 (-4.5, 3.2)

* ZERBAXA 1.5 g intravenously every 8 hours + metronidazole 500 mg intravenously every 8 hours
T gram intravenously every 8 hours
* The 95% confidence interval (Cl) was calculated as an unstratified Wilson Score CI.
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Table 10: Clinical Cure Rates by Pathogen in a Phase 3 Trial of Complicated Intra-abdominal

Infections (MITT Population)

Organism Group Pathogen

ZERBAXA plus
metronidazole
n/N (%)

Meropenem
n/N (%)

Aerobic Gram-negative

Escherichia coli

216/255 (84.7)

238/270 (88.1)

Klebsiella pneumoniae

31/41 (75.6)

27/35 (77.1)

Pseudomonas aeruginosa

30/38 (79)

30/34 (88.2)

Enterobacter cloacae 21/26 (80.8) 24/25 (96)
Klebsiella oxytoca 14/16 (87.5) 24/25 (96)
Proteus mirabilis 11/12 (91.7) 9/10 (90)

Aerobic Gram-positive

Streptococcus anginosus

26/36 (72.2)

24/27 (88.9)

Streptococcus constellatus

18/24 (75)

20/25 (80)

Streptococcus salivarius

9/11 (81.8)

9/11 (81.8)

Anaerobic Gram-negative

Bacteroides fragilis

42/47 (89.4)

59/64 (92.2)

Bacteroides ovatus

38/45 (84.4)

44/46 (95.7)

Bacteroides thetaiotaomicron

21/25 (84)

40/46 (87)

Bacteroides vulgatus

12/15 (80)

24/26 (92.3)

In a subset of the E. coli and K. pneumoniae isolates from both arms of the clAl Phase 3 trial that
met pre-specified criteria for beta-lactam susceptibility, genotypic testing identified certain ESBL groups
(e.g., TEM, SHV, CTX-M, OXA) in 53/601 (9%). Cure rates in this subset were similar to the overall trial
results. In vitro susceptibility testing showed that some of these isolates were susceptible to ZERBAXA
(MIC = 2 mcg/mL), while some others were not susceptible (MIC >2 mcg/mL). Isolates of a specific
genotype were seen in patients who were deemed to be either successes or failures.

14.2 Complicated Urinary Tract Infections, Including Pyelonephritis

A total of 1068 adults hospitalized with cUTI (including pyelonephritis) were randomized and
received study medications in a multinational, double-blind study comparing ZERBAXA 1.5 g (ceftolozane
1 g and tazobactam 0.5 g) intravenously every 8 hours to levofloxacin (750 mg intravenously once daily)
for 7 days of therapy. The primary efficacy endpoint was defined as complete resolution or marked
improvement of the clinical symptoms and microbiological eradication (all uropathogens found at baseline
at 210° were reduced to <10* CFU/mL) at the test-of-cure (TOC) visit 7 (+ 2) days after the last dose of
study drug. The primary efficacy analysis population was the microbiologically modified intent-to-treat
(mMITT) population, which included all patients who received study medication and had at least 1
baseline uropathogen. The key secondary efficacy endpoint was the composite microbiological and
clinical cure response at the TOC visit in the microbiologically evaluable (ME) population, which included
protocol-adherent mMITT patients with a urine culture at the TOC visit.

The mMITT population consisted of 800 patients with cUT], including 656 (82%) with pyelonephritis.
The median age was 50.5 years and 74% were female. Concomitant bacteremia was identified in 62
(7.8%) patients at baseline; 608 (76%) patients were enrolled in Eastern Europe and 14 (1.8%) patients
were enrolled in the United States.
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ZERBAXA demonstrated efficacy with regard to the composite endpoint of microbiological and
clinical cure at the TOC visit in both the mMITT and ME populations (Table 11). Composite
microbiological and clinical cure rates at the TOC visit by pathogen in the mMITT population are
presented in Table 12.

In the mMITT population, the composite cure rate in ZERBAXA-treated patients with concurrent
bacteremia at baseline was 23/29 (79.3%).

Although a statistically significant difference was observed in the ZERBAXA arm compared to the
levofloxacin arm with respect to the primary endpoint, it was likely attributable to the 212/800 (26.5%)
patients with baseline organisms non-susceptible to levofloxacin. Among patients infected with a
levofloxacin-susceptible organism at baseline, the response rates were similar (Table 11).

Table 11: Composite Microbiological and Clinical Cure Rates in a Phase 3 Trial of Complicated
Urinary Tract Infections

Analvsis Population ZERBAXA* Levofloxacin' Treatment Difference
y P niN (%) niN (%) (95% CI)*

mMITT 306/398 (76.9) 275/402 (68.4) 8.5 (2.3, 14.6)

Levofloxacin resistant

baseline pathogen(s) 60/100 (60) 44/112 (39.3)

No levofloxacin

resistant baseline 246/298 (82.6) 231/290 (79.7)

pathogen(s)
ME 284/341 (83.3) 266/353 (75.4) 8.0 (2.0, 14.0)

* ZERBAXA 1.5 g intravenously every 8 hours
750 mg intravenously once daily
The 95% confidence interval was based on the stratified Newcombe method.

Table 12: Composite Microbiological and Clinical Cure Rates in a Phase 3 Trial of Complicated
Urinary Tract Infections, in Subgroups Defined by Baseline Pathogen (mMITT Population)

Pathogen ZERBAXA Levofloxacin
n/N (%) n/N (%)
Escherichia coli 247/305 (81) 228/324 (70.4)
Klebsiella pneumoniae 22/33 (66.7) 12/25 (48)
Proteus mirabilis 11/12 (91.7) 6/12 (50)
Pseudomonas aeruginosa 6/8 (75) 7/15 (46.7)

In a subset of the E. coli and K. pneumoniae isolates from both arms of the cUTI Phase 3 trial that
met pre-specified criteria for beta-lactam susceptibility, genotypic testing identified certain ESBL groups
(e.g., TEM, SHV, CTX-M, OXA) in 104/687 (15%). Cure rates in this subset were similar to the overall trial
results. In vitro susceptibility testing showed that some of these isolates were susceptible to ZERBAXA
(MIC =2 mcg/mL), while some others were not susceptible (MIC >2 mcg/mL). Isolates of a specific
genotype were seen in patients who were deemed to be either successes or failures.
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

ZERBAXA 1.5 g (ceftolozane and tazobactam) for injection is supplied in single-dose vials
containing ceftolozane 1 g (equivalent to 1.147 g of ceftolozane sulfate) and tazobactam 0.5 g (equivalent
to 0.537 g of tazobactam sodium) per vial. Vials are supplied in cartons containing 10 vials.

(NDC 67919-030-01)
16.2 Storage and Handling

ZERBAXA vials should be stored refrigerated at 2 to 8°C (36 to 46°F) and protected from light.

The reconstituted solution, once diluted, may be stored for 24 hours at room temperature or for
7 days under refrigeration at 2 to 8° C (36 to 46°F).

17  PATIENT COUNSELING INFORMATION

Serious Allergic Reactions

Advise patient that allergic reactions, including serious allergic reactions, could occur and that
serious reactions require immediate treatment. Ask patient about any previous hypersensitivity reactions
to ZERBAXA, other beta-lactams (including cephalosporins) or other allergens [see Warnings and
Precautions (5.2)].
Potentially Serious Diarrhea

Advise patient that diarrhea is a common problem caused by antibacterial drugs. Sometimes,
frequent watery or bloody diarrhea may occur and may be a sign of a more serious intestinal infection. If
severe watery or bloody diarrhea develops, tell patient to contact his or her healthcare provider [see
Warnings and Precautions (5.3)].
Antibacterial Resistance

Counsel patient that antibacterial drugs including ZERBAXA should only be used to treat bacterial
infections. They do not treat viral infections (e.g., the common cold). When ZERBAXA 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 ZERBAXA or other
antibacterial drugs in the future [see Warnings and Precautions (5.4)].

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

Manufactured by: Steri-Pharma, LLC
Syracuse, NY 13202, USA

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

Copyright © 2015 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

uspi-mk7625a-iv-1610r002
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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

Zerbaxa 1 g/0.5 g powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains ceftolozane sulfate equivalent to 1 g ceftolozane and tazobactam sodium equivalent
to 0.5 g tazobactam.

After reconstitution with 10 mL diluent, the total volume of the solution in the vial is 11.4 mL, which
contains 88 mg/mL of ceftolozane and 44 mg/mL of tazobactam.

Excipient with known effect
Each vial contains 10 mmol (230 mg) of sodium.

When the powder is reconstituted with 10 mL of sodium chloride 9 mg/mL (0.9%) solution for
injection, the vial contains 11.5 mmol (265 mg) of sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for concentrate for solution for infusion
(powder for concentrate).

White to yellowish powder.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Zerbaxa is indicated for the treatment of the following infections in adults (see section 5.1):

- Complicated intra-abdominal infections (see section 4.4);

- Acute pyelonephritis;

- Complicated urinary tract infections (see section 4.4).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
4.2 Posology and method of administration

Posology

The recommended intravenous dose regimen for patients with creatinine clearance > 50 mL/min is
shown by infection type in Table 1.



Table 1: Intravenous dose of Zerbaxa by type of infection in patients with creatinine clearance

> 50 mL/min

Type of infection Dose Frequency Infusion Duration of
time treatment

Complicated intra-abdominal 1 g ceftolozane/ | Every 1 hour 4-14 days

infection™* 0.5 g tazobactam | 8 hours

Complicated urinary tract 1 g ceftolozane/ | Every 1 hour 7 days

infection 0.5 g tazobactam | 8 hours

Acute pyelonephritis

*To be used in combination with metronidazole when anaerobic pathogens are suspected.

Special populations

Elderly (= 65 years of age)

No dose adjustment is necessary for the elderly based on age alone (see section 5.2).

Renal impairment

In patients with mild renal impairment (estimated creatinine clearance [CrCL] > 50 mL/min), no dose
adjustment is necessary, see section 5.2).

In patients with moderate or severe renal impairment, and in patients with end stage renal disease on

haemodialysis, the dose should be adjusted as listed in Table 2 (see sections 5.1 and 6.6).

Table 2: Intravenous dose of ceftolozane/tazobactam in patients with creatinine clearance

<50 mL/min

Estimated CrCL

Recommended dose regimen for Zerbaxa

(mL/min)* (ceftolozane/tazobactam)**
30 to 50 500 mg ceftolozane / 250 mg tazobactam intravenously every 8 hours
15t0 29 250 mg ceftolozane / 125 mg tazobactam intravenously every 8 hours

End stage renal disease on
haemodialysis

A single loading dose of 500 mg ceftolozane / 250 mg tazobactam
followed after 8 hours by a 100 mg ceftolozane / 50 mg tazobactam
maintenance dose administered every 8 hours for the remainder of the
treatment period (on haemodialysis days, the dose should be
administered at the earliest possible time following completion of
haemodialysis)

*CrCL estimated using Cockcroft-Gault formula
**All doses of Zerbaxa are administered intravenously over 1 hour and are recommended for all

indications. The duration of treatment should follow the recommendations in Table 1.

Hepatic impairment

No dose adjustment is necessary in patients with hepatic impairment (see section 5.2).

Paediatric population

The safety and efficacy of ceftolozane/tazobactam in children and adolescents below 18 years of age
have not yet been established. No data are available.

Method of administration

Zerbaxa is for intravenous infusion.

The infusion time is 1 hour for 1 g/ 0.5 g of Zerbaxa.

Precautions to be taken before handling or administering the product

See section 6.2 for incompatibilities.

See section 6.6 for instructions on reconstitution and dilution of the medicinal product before

administration.




4.3 Contraindications

- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1;

- Hypersensitivity to any cephalosporin antibacterial agent;

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

4.4 Special warnings and precautions for use

Hypersensitivity reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions are possible (see sections 4.3
and 4.8). If a severe allergic reaction occurs during treatment with ceftolozane/tazobactam, the
medicinal product should be discontinued and appropriate measures taken.

Patients who have a history of hypersensitivity to cephalosporins, penicillins or other beta-lactam
antibacterial agents may also be hypersensitive to ceftolozane/tazobactam.

Ceftolozane/tazobactam is contraindicated in patients with a history of hypersensitivity to ceftolozane,
tazobactam, or cephalosporins (see section 4.3).

Ceftolozane/tazobactam is also contraindicated in patients with severe hypersensitivity (e.g.
anaphylactic reaction, severe skin reaction) to any other type of beta-lactam antibacterial agent (e.g.

penicillins or carbapenems) (see section 4.3).

Ceftolozane/tazobactam should be used with caution in patients with a history of any other type of
hypersensitivity reaction to penicillins or other beta-lactam antibacterial agents.

Effect on renal function

A decline in renal function has been seen in patients receiving ceftolozane/tazobactam.

Impaired renal function

The ceftolozane/tazobactam dose should be adjusted based on renal function (see section 4.2, Table 2).

In clinical trials the efficacy of ceftolozane/tazobactam was lower in patients with moderate renal
impairment compared with those with normal or mildly impaired renal function at baseline. Patients
with renal impairment at baseline should be monitored frequently for any changes in renal function
during treatment and the dose of ceftolozane/tazobactam should be adjusted as necessary.

Limitations of the clinical data

Patients who were immunocompromised and patients with severe neutropenia were excluded from
clinical trials.

In a trial in patients with complicated intra-abdominal infections, the most common diagnosis was
appendiceal perforation or peri-appendiceal abscess (420/970 [43.3%] patients), of which 137/420
(32.6%) had diffuse peritonitis at baseline. Approximately 82% of all patients in the trial had
APACHE II (Acute Physiology and Chronic Health Evaluation II) scores of < 10 and 2.3% had
bacteraemia at baseline. In the clinically evaluable (CE) patients, the clinical cure rates for
ceftolozane/tazobactam were 95.9% in 293 patients aged less than 65 years and 87.8% in 82 patients
aged 65 years or more.

Clinical efficacy data in patients with complicated lower urinary tract infection are limited. In a
randomised active-controlled trial 18.2% (126/693) of microbiologically evaluable (ME) patients had



complicated lower urinary tract infection (cLUTI), including 60/126 patients who were treated with
ceftolozane/tazobactam. One of these 60 patients had bacteraemia at baseline.

Clostridium difficile-associated diarrhoea

Antibacterial-associated colitis and pseudomembranous colitis have been reported with
ceftolozane/tazobactam (see section 4.8). These types of infection may range in severity from mild to
life threatening. Therefore, it is important to consider this diagnosis in patients who present with
diarrhoea during or subsequent to the administration of ceftolozane/tazobactam. In such
circumstances, the discontinuation of therapy with ceftolozane/tazobactam and the use of supportive
measures together with the administration of specific treatment for Clostridium difficile should be
considered.

Non-susceptible micro-organisms

The use of ceftolozane/tazobactam may promote the overgrowth of non-susceptible micro-organisms.
If super infection occurs during or following treatment, appropriate measures should be taken.

Ceftolozane/tazobactam is not active against bacteria that produce beta-lactamase enzymes which are
not inhibited by tazobactam. See section 5.1.

Direct antiglobulin test (Coombs test) seroconversion and potential risk of haemolytic anaemia

The development of a positive direct antiglobulin test (DAGT) may occur during treatment with
ceftolozane/tazobactam. The incidence of DAGT seroconversion in patients receiving
ceftolozane/tazobactam was 0.2% in the clinical trials. In clinical studies, there was no evidence of
haemolysis in patients who developed a positive DAGT on treatment.

Sodium content

Ceftolozane/tazobactam contains 10.0 mmol (230 mg) of sodium per vial. The reconstituted vial with
10 mL of 0.9% sodium chloride (normal saline) for injection contains 11.5 mmol (265 mg) of sodium.
This should be taken into consideration while treating patients on controlled-sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction

No significant medicinal product interactions are anticipated between ceftolozane/tazobactam and
substrates, inhibitors, and inducers of cytochrome P450 enzymes (CYPs) based on in vitro and in vivo
studies.

In vitro studies demonstrated that ceftolozane, tazobactam and the M1 metabolite of tazobactam did
not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 and did not
induce CYP1A2, CYP2B6, or CYP3A4 at therapeutic plasma concentrations.

Ceftolozane and tazobactam were not substrates for P-gp or BCRP, and tazobactam was not a
substrate for OCT2, in vitro at therapeutic plasma concentrations. /n vitro data indicate that
ceftolozane did not inhibit P-gp, BCRP, OATP1B1, OATP1B3, OCT1, OCT2, MRP, BSEP, OATI,
OAT3, MATEI1, or MATE2-K in vitro at therapeutic plasma concentrations. In vitro data indicate that
neither tazobactam nor the tazobactam metabolite M1 inhibit P-gp, BCRP, OATP1B1, OATP1B3,
OCT1, OCT2, or BSEP transporters at therapeutic plasma concentrations.

Tazobactam is a substrate for OAT1 and OATS3. In vitro, tazobactam inhibited human OAT1 and
OATS3 transporters with ICs, values of 118 and 147 mcg/mL, respectively. Co-administration of
ceftolozane/tazobactam with OAT1 and OAT3 substrate furosemide in a clinical study did not
significantly increase furosemide plasma exposures (geometric mean ratios of 0.83 and 0.87 for C,.x
and AUC, respectively). However, active substances that inhibit OAT1 or OAT3 (e.g., probenecid)
may increase tazobactam plasma concentrations.



4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data on the use of ceftolozane/tazobactam in pregnant women. Tazobactam crosses the
placenta. It is not known if ceftolozane crosses the placenta.

Animal studies with tazobactam have shown reproductive toxicity (see section 5.3) without evidence
of teratogenic effects. Studies with ceftolozane in mice and rats have not shown evidence of
reproductive toxicity or teratogenicity. Ceftolozane administered to rats during pregnancy and
lactation was associated with a decrease in auditory startle response in postnatal day (PND) 60 male
pups (see section 5.3).

Zerbaxa should only be used during pregnancy if the expected benefit outweighs the possible risks to
the pregnant woman and foetus.

Breast-feeding

It is unknown whether ceftolozane and tazobactam are excreted in human milk. A risk to
newborns/infants cannot be excluded. A decision must be made whether to discontinue breast-feeding
or to discontinue/abstain from Zerbaxa therapy taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman.

Fertility

The effects of ceftolozane and tazobactam on fertility in humans have not been studied. Fertility
studies in rats showed no effect on fertility and mating after intraperitoneal administration of
tazobactam or intravenous administration of ceftolozane (see section 5.3).

4.7 Effects on ability to drive and use machines

Zerbaxa may have a minor influence on the ability to drive and use machines. Dizziness may occur
following administration of Zerbaxa (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

Zerbaxa was evaluated in Phase 3 comparator-controlled clinical trials of complicated intra-abdominal
infections and complicated urinary tract infections (including pyelonephritis), which included a total
of 1,015 patients, treated with Zerbaxa (1 g/ 0.5 g intravenously every 8 hours, adjusted to match
renal function where appropriate) for up to 14 days.

The most common adverse reactions (= 3% in pooled Phase 3 trials) occurring in patients receiving
Zerbaxa were nausea, headache, constipation, diarrhoea, and pyrexia and were generally mild or

moderate in severity.

Tabulated list of adverse reactions

The following adverse reactions have been identified during clinical trials with Zerbaxa. Adverse
reactions are classified according to MedDRA System Organ Class and frequency. Frequency
categories are derived according to the following conventions: common (> 1/100 to < 1/10),
uncommon (> 1/1,000 to < 1/100) (see Table 3).



Table 3: Adverse reactions identified during clinical trials with ceftolozane/tazobactam
(N=1,015)

Common Uncommon

System organ class | o100 o < 1/10)  1/1,000 to < 1/100)

Candidiasis including oropharyngeal and

Infections and vulvovaginal, Clostridium difficile colitis,

infestations fungal urinary tract infection
Blood an.d the lymphatic Thrombocytosis Anaemia
system disorders
M li . H 1 ia, h i
etgl{)o ism and Hypokalemia yperglycaemia, hypomagnesaemia,
nutrition disorders hypophosphataemia
Psychiatric disorders Insomnia, anxiety
Nervous system Headache, dizziness Ischemic stroke
disorders
Cardiac disorders Atrial ﬁbrlllatlon, tachycardia, angina
pectoris
Vascular disorders Hypotension Phlebitis, venous thrombosis
Respiratory, thoracic,
and mediastinal Dyspnoea
disorders
Gastrointestinal Nause;a, cﬁarr oea, Gastritis, abdominal distension, dyspepsia,
. constipation, vomiting, . .
disorders flatulence, ileus paralytic

abdominal pain

Skin and subcutaneous

: . Rash Urticaria
tissue disorders

Renal i L .
cnal and urinary Renal impairment, renal failure

disorders
General disorders and
administration site Pyrexia, infusion site reactions
conditions
Alanine aminotransferase Coombs test positive, increased serum
Investigations increased, Aspartate gamma-glutamyl transpeptidase (GGT),
aminotransferase increased increased serum alkaline phosphatase

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

There is no experience with overdose of Zerbaxa. The highest single dose of Zerbaxa used in clinical
trials was 3 g/ 1.5 g of ceftolozane/tazobactam administered to healthy volunteers.

In the event of overdose, Zerbaxa should be discontinued and general supportive treatment given.
Zerbaxa can be removed by haemodialysis. Approximately 66% of ceftolozane, 56% of tazobactam,
and 51% of the M1 metabolite of tazobactam were removed by dialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, other cephalosporins and penems, ATC
code: JO1DI54.



Mechanism of action

Ceftolozane belongs to the cephalosporin class of antimicrobials. Ceftolozane exerts bactericidal
activity through binding to important penicillin-binding proteins (PBPs), resulting in inhibition of
bacterial cell-wall synthesis and subsequent cell death.

Tazobactam is a beta-lactam structurally related to penicillins. It is an inhibitor of many Molecular
Class A beta-lactamases, including CTX-M, SHV, and TEM enzymes. See below.

Mechanisms of resistance

Mechanisms of bacterial resistance to ceftolozane/tazobactam include:
I. Production of beta-lactamases that can hydrolyse ceftolozane and which are not inhibited
by tazobactam (see below)
1i. Modification of PBPs

Tazobactam does not inhibit all Class A enzymes.
In addition tazobactam does not inhibit the following types of beta-lactamase:
I. AmpC enzymes (produced by Enterobacteriaceae)
il. Serine-based carbapenemases (e.g., Klebsiella pneumoniae carbapenemases [KPCs])
iii.  Metallo-beta-lactamases (e.g., New Delhi metallo-beta-lactamase [NDM])
iv.  Ambler Class D beta-lactamases (OXA-carbapenemases)

Pharmacokinetic/pharmacodynamic relationships

For ceftolozane the time that the plasma concentration exceeds the minimum inhibitory concentration
of ceftolozane for the infecting organism has been shown to be the best predictor of efficacy in animal
models of infection.

For tazobactam the PD index associated with efficacy was determined to be the percentage of the dose
interval during which the plasma concentration of tazobactam exceeds a threshold value
(%T>threshold). The threshold concentration required is dependent on the organism and the amount
and type of B-lactamase produced.

Susceptibility testing breakpoints

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

Minimum Inhibitory
Concentrations (mg/L)

Pathogen Susceptible | Resistant
Enterobacteriaceae <1 > 1
P. aeruginosa <4 > 4

Clinical efficacy against specific pathogens

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

Complicated intra-abdominal infections

Gram-negative bacteria
Enterobacter cloacae
Escherichia coli
Klebsiella oxytoca




Klebsiella pneumoniae
Proteus mirabilis
Pseudomonas aeruginosa

Gram-positive bacteria
Streptococcus anginosus
Streptococcus constellatus
Streptococcus salivarius

Complicated Urinary Tract Infections, including pyelonephritis

Gram-negative bacteria
Escherichia coli
Klebsiella pneumoniae
Proteus mirabilis

Clinical efficacy has not been established against the following pathogens although in vitro studies
suggest that they would be susceptible to Zerbaxa in the absence of acquired mechanisms of
resistance:

Citrobacter freundii

Citrobacter koseri

Enterobacter aerogenes

Morganella morganii

Proteus vulgaris

Serratia liquefacians

Serratia marcescens

In vitro data indicate that the following species are not susceptible to ceftolozane/tazobactam:
Staphylococcus aureus

Enterococcus faecalis

Enterococcus faecium

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Zerbaxa in one or more subsets of the paediatric population in complicated intra-abdominal infection
and complicated urinary tract infection (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

The C.x and AUC of ceftolozane/tazobactam increase approximately in proportion to dose within
ceftolozane single-dose range of 250 mg to 3 g and tazobactam single-dose range of 500 mg to 1.5 g.
No appreciable accumulation of ceftolozane/tazobactam is observed following multiple 1-hour IV
infusions of 1 g/ 0.5 g ceftolozane/tazobactam administered every 8 hours for up to 10 days in healthy
adults with normal renal function. The elimination half-life (t,,) of ceftolozane is independent of dose.

Distribution

The binding of ceftolozane and tazobactam to human plasma proteins is low (approximately 16% to
21% and 30%, respectively). The mean (coefficient of variation CV%) steady-state volume of
distribution of ceftolozane/tazobactam in healthy adult males (n = 51) following a single 1 g/ 0.5 g IV
dose was 13.5 L (21%) and 18.2 L (25%) for ceftolozane and tazobactam, respectively, similar to
extracellular fluid volume.



Biotransformation

Ceftolozane is eliminated in the urine as unchanged parent substance and thus does not appear to be
metabolised to any appreciable extent. The beta-lactam ring of tazobactam is hydrolyzed to form the
pharmacologically inactive, tazobactam metabolite M1.

Elimination

Ceftolozane, tazobactam and the tazobactam metabolite M1 are eliminated by the kidneys. Following
administration of a single 1 g/ 0.5 g IV dose of ceftolozane/tazobactam to healthy male adults greater
than 95% of ceftolozane was excreted in the urine as unchanged parent substance. More than 80% of
tazobactam was excreted as the parent compound with the remaining amount excreted as the
tazobactam M1 metabolite. After a single dose of ceftolozane/tazobactam, renal clearance of
ceftolozane (3.41 - 6.69 L/h) was similar to plasma clearance (4.10 - 6.73 L/h) and similar to the
glomerular filtration rate for the unbound fraction, suggesting that ceftolozane is eliminated by the
kidney via glomerular filtration.

The mean terminal elimination half-life of ceftolozane and tazobactam in healthy adults with normal
renal function is approximately 3 hours and 1 hour, respectively.

Linearity/non-linearity

The C.x and AUC of ceftolozane/tazobactam increase in proportion to dose. Plasma levels of
ceftolozane/tazobactam do not increase appreciably following multiple IV infusions of up to

2.0 g/ 1.0 g administered every 8 hours for up to 10 days in healthy adults with normal renal function.
The elimination half-life (t,) of ceftolozane is independent of dose.

Special populations

Renal impairment

Ceftolozane/tazobactam and the tazobactam metabolite M1 are eliminated by the kidneys.

The ceftolozane dose normalized geometric mean AUC increased up to 1.26-fold, 2.5-fold, and 5-fold
in subjects with mild, moderate, and severe renal impairment, respectively, compared to healthy
subjects with normal renal function. The respective tazobactam dose normalized geometric mean AUC
increased approximately up to 1.3-fold, 2-fold, and 4-fold. To maintain similar systemic exposures to
those with normal renal function, dosage adjustment is required (see section 4.2).

In subjects with end stage renal disease on haemodialysis, approximately two-thirds of the
administered ceftolozane/tazobactam dose is removed by haemodialysis. The recommended dose in
subjects with end stage renal disease on haemodialysis is a single loading dose of 500 mg /250 mg
ceftolozane/tazobactam followed by a 100 mg / 50 mg maintenance dose of ceftolozane/tazobactam
administered every 8 hours for the remainder of the treatment period. With haemodialysis, the dose
should be administered immediately following completion of dialysis (see section 4.2).

Hepatic impairment

As ceftolozane/tazobactam does not undergo hepatic metabolism, the systemic clearance of
ceftolozane/tazobactam is not expected to be affected by hepatic impairment. No dose adjustment is
recommended for ceftolozane/tazobactam in subjects with hepatic impairment (see section 4.2).

Elderly
In a population pharmacokinetic analysis of ceftolozane/tazobactam, no clinically relevant trend in

exposure was observed with regard to age. No dose adjustment of ceftolozane/tazobactam based on
age alone is recommended.
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Paediatric patients

Safety and efficacy in paediatric patients have not been established.
Gender

In a population pharmacokinetic analysis of ceftolozane/tazobactam, no clinically relevant differences
in AUC were observed for ceftolozane (116 males compared to 70 females) and tazobactam (80 males
compared to 50 females). No dose adjustment is recommended based on gender.

Ethnicity

In a population pharmacokinetic analysis of ceftolozane/tazobactam, no clinically relevant differences
in ceftolozane/tazobactam AUC were observed in Caucasians (n = 156) compared to all other
ethnicities combined (n = 30). No dose adjustment is recommended based on race.

5.3  Preclinical safety data
Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity or genotoxicity. Carcinogenicity studies with

ceftolozane/tazobactam have not been conducted.

Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure indicating little relevance to clinical use.

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use were as follows: ceftolozane
administered to rats during pregnancy and lactation was associated with a decrease in auditory startle
response in postnatal day (PND) 60 male pups at maternal doses of 300 and 1,000 mg/kg/day. A dose
of 300 mg/kg/day to rats was associated with a ceftolozane plasma exposure (AUC) value
approximately equivalent to the ceftolozane plasma AUC value at the human therapeutic dose.
Peri/postnatal development was impaired (reduced pup weights, increase in stillbirths, increase in pup

mortality) concurrent with maternal toxicity after intraperitoneal administration of tazobactam in the
rat.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium chloride

Arginine

Citric acid, anhydrous

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

30 months.

11



After reconstitution, chemical and physical in-use stability has been demonstrated for 4 days at 2 to
8°C. The medicinal product is photosensitive and should be protected from light when not stored in
the original carton.

From a microbiological point of view, the medicinal product should be used immediately upon
reconstitution. If not used immediately, in-use storage times and conditions prior to use are the
responsibility of the user, unless reconstitution/dilution has taken place in controlled and validated
aseptic conditions and would normally not be longer than 24 hours at 2 to 8°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Store in the original package in order to protect from light.

For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

20 mL vial (Type I clear glass) with stopper (bromobutyl rubber) and flip-off seal.
Pack size of 10 vials.

6.6  Special precautions for disposal and other handling
Each vial is for single use only.
Aseptic technique must be followed in preparing the infusion solution.

Preparation of doses

The powder for concentrate for solution for infusion is reconstituted with 10 mL of water for
injections or sodium chloride 9 mg/mL (0.9%) solution for injection per vial; following reconstitution
the vial should be shaken gently to dissolve the powder. The final volume is approximately 11.4 mL.
The resultant concentration is approximately 132 mg/mL (88 mg/mL of ceftolozane and 44 mg/mL of
tazobactam).

CAUTION: THE RECONSTITUTED SOLUTION IS NOT FOR DIRECT INJECTION.

For preparation of the 1 g ceftolozane / 0.5 g tazobactam dose: Withdraw the entire contents
(approximately 11.4 mL) of the reconstituted vial using a syringe and add it to an infusion bag
containing 100 mL of 0.9% sodium chloride for injection (normal saline) or 5% glucose injection.

The preparations that follow relate to dose adjustments for renally impaired patients:

For preparation of the 500 mg ceftolozane / 250 mg tazobactam dose: Withdraw 5.7 mL of the
contents of the reconstituted vial and add it to an infusion bag containing 100 mL of 0.9% sodium
chloride for injection (normal saline) or 5% glucose injection.

For preparation of the 250 mg ceftolozane / 125 mg tazobactam dose: Withdraw 2.9 mL of the
contents of the reconstituted vial and add it to an infusion bag containing 100 mL of 0.9% sodium
chloride for injection (normal saline) or 5% glucose injection.

For preparation of the 100 mg ceftolozane / 50 mg tazobactam dose: Withdraw 1.2 mL of the contents
of the reconstituted vial and add it to an infusion bag containing 100 mL of 0.9% sodium chloride for

injection (normal saline) or 5% glucose injection.

Zerbaxa solution for infusion is clear and colourless to slightly yellow.
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Variations in colour within this range do not affect the potency of the product.

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

7.  MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8.  MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1032/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 18 September 2015

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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Q) M7 — 2 2ARBGHEEZ R T2 E8bD
DTHEET DL L,

9. WEES
WEEGRIZIE, RAOEE A2 R L, — A7 e #
BEATH 2 &, RFNTMIKENTICE W KALLRES
%, A#HIT50mg (¥ V"7 % K250mg, 7 bW
500mg) * RKHIBEAREBHICES LRBRTIZ, ¥/ A
72 EDRI56%, XV N7 Z ARE MIOKIS1%, BT
b DR66% N EHTIC LV BRE ST,

9. WEEL

WERGICLY, EREOMBER, T MUY
AMJEZR T ZENDH D, HICEHEERERE
TEHZIOEIRERID DAL T WV, ol K
Fof g E L, MKETICXY FF5ZenT
&5,

9. BEERSL

B-T 7 & LR E B 0 K T BE K R
ml b, ERELETLMRRORBIER %S
FERZIFTZIEDEZLNDIOT, BEERELIC
WEEE SNSRI EE AT S 2 v TR
NHRETDLZ L,

1038 M Eo g
(1) s

1) AF1 A T 2> & 10mL O 75K 34 B A
HikE P> D LIEVIRETHEMT 5 (KERAEER
114mL), COBBREZEERS LAV &,

2) WERBIEECNIT, WA Y SA T bR (F
B2 T 25830 ER) 20, AEAEKY
135%7 R o BEVES I 100mL D M55 N > ZICEA
L, fRT 5,

(2) AR ORAFRE
ARENIRAFH % G F v, FAM%IF25°C DL Tix24
FRERILAN, 2~8°C TIX4B LINICHEA L, Wi S &
A AP

3) A%
L OIRA & DRGIRT D E, BATILDT —4

10. WA LokE
(1) FARIE -

1) A EEICEE L IR L CERT 5
b, . BRIRPIERNCES U IR S K,
AR XL T KU RS RICER L, 5
WICHERNT 22 &,

2) AFI2.25g XA T AITENT, I, T ik
AWK K N5% 7 K 0 HE SR 10mL (2 A iR
L7 RED ¥R O EIL. WThd
11.5mL(196mg(/iffi)/mL) & 72 %,

Fio. RFASg A T TBNT, IS T V%
AR K 5% R o B i 20mL (2 VA
e U7 BE DU RS O EIX, ThEh233k
23.4mL(193 &% UN192mg( /) i )/mL) & 72 %,

3) M EIEIC BT o T, AR AR L2

10. B EorE
(1) FHELEE © AF O HICY > Tk, 58I IEAR
L2 L afER L., WRERITESH»ITHERT
228, B, RUEGTHERRTZLE L
THHATH. FBRAF CORMUNIC, &
W AR AT CITASHERILANICHE I 92 2 &
L, v FOBAIIEEREI L CTHEMALA
WwZ &,
(2) 500
OEFEICE L i, BRI+ 28E%2 35
Tl (BEORECHANE.
QFEBIITIIFEREICED THEHAT S Z
L,
(3) BEKE : KANTHIRANICOLEE L, K TFR
RPN Lz &,
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1.7

“

RSN TWD,)

¥ 51l

ARHF O fE AR IE B R TR IR E K O o 281k
MR WIRRT D 2 &, ARE ORI I A ~F5 55 A
BHTH DL, BRI TIRBHESECR b oG
IR LRV &,

W LN FRICRDRNTZD),

4) WRIRBITHESLPICHEAT B Z L,

5) 77V av RRFAME(N T F~v A v
VEYNORBFEIZELY T I 7Y av RRIA
WMEOEMR T2 &2+ T, KA LR
LZHEBITITEN TR TEET D L,

(2) FHELEE

D Al A1k

OTRHMALEAET DL, REDIIIHT D
IERHLDOT, BELRWI &,
T A=A EN g, YT e s
HEH250mg, 7 = ¥ v ##E40mg

QTrMALEAT DL, 3HMBETELNA
MOET2REITZENDHDLDOT, BEAL
A AN
7I¥y b BEIH, ¥ NI UK, 7T
7 — )V ¥£400mg, 5-FU #250mg, * 4 7 «
U 1#250mg

@TrMALEAT DL, 3B TELNA
MOETE2EZTZERNHLOT, Zhb
DIRFN & OEHEORA & BT, MBI E
XNy 7 IV EET L L,
T U AN EREEE, EY T v ST,
EY T PR, 347 I —8iK., 7
2/ 7V — iR

@T A LEEAT S L, 3MEM®% CERREL
DROOLNDZENRDHDLIOT, BAHKITE
AT 2 &,
NUARY UEERLg, o® 7 4 VTR
lg

2) MR DLEE
K ORI 2 v 7 20k D Bl
HRBEOWMBUEREZREZFT ZLNHDID
T, AF BT ZBICIEFREEHT 27
EL EEOBEMEMRIRET D L,

(3) B G RRHE ¢ FRUR PN T B S A O A 1

T5HZ L,

(4) FIRNE G RO Z E D, BIRNERICS

@) IR KERGICEY, FhichEm. mie
MHREEZR T ENHEIDT, 2hiET
B3 2 7= DI S iR O FHEL, VESEAL . VR
FiE Ll onWTHaEEL, EH#EEL T
EHRTELLTDHE, F2, MERLH D
b HEA I, BN EZEE T 0, 5
BllLoCiE&ELEERIETH L,
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ZINRYHELF N LT Y UREEE A
1.7 [AIFEFEIZh S — SR

S TIRERERAL, EF FESICHoEREL, &
FHEEIITEINEVEABICIL, KBTS ET
RS THRL CTERNT L L,

1) $ARAEFHC L v . MR, AR ST E IR
RERZTZEBDD,

2) v MCKEOIRA Z 2 IZFFIRN R L
A, BHEEECERNLZEEZOND
BN HESNTND,

3) U X & T R AT R B R (A - 1)
B W, FERBATICHNRER B b,

Z O DIER

SAENC B W TEIMERMEEDOBEFE TERT &

U o BUER OB & & DR

b5,

BERICE Y . Xy =0 A O EER % TR
SELHLEOWERD D,

WA X e Vi KGR GFEERBR(E%2~4
AOA XIZ720mg/kg/ A 25, & 5 W IT A%
52~64H DA X124,500mg/kg/H % 7TH )T, #&
EHEOBRBERIROLONEZLOREND D,

1. Do EE
T v MCE TFTHREG LeERICB W CHEZE
fii, BT IERIBERNER L L OBREND

%)

o

A CED
TERAEH B

20184-5H &7l (BB 11AR)

201847 H 7T (B 12hK)

i 5
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1.7 [RFERh 5 —

eSS

= 1.7-2 ERERSAR—E (HZEH. IBE. o)
— LT | RN AT NI AT ha Y R TUrEYIV T NI TR AN EZAT YT | LR rXH v kY
N
R 7E4 WX T il A R e A v SERER0.75g S v v SEERL.Sg 7 7 ¥y hEEEEN Y 7500mg/100mL 7 T
) SEHEM3 g vy b Elﬁﬁ ¥k /% 27 500mg/20mL
St4 MSD Bk &4 7 7 A k&t B st
KREHH - v SEER0TSg ST v -S EiEMLSe 7 7 ¥y hEHEEEN Y 7500mg/100mL, 7 T
19944E7H 1A vy bR N > 7 500mg/20mL
aF -8 HiE 32 201248124 140 20104£10H 27H
P REAT A A - 200449 H 30 H -
H
BEAFEA - 200346 H27H -
H
L X 5 A 5 ZE 15 K A 5 28 15 3K A 5 28 5 K
feEEEX | XY NI Z LT R UL TrEVY S R T A VAR T | K
ZNa N= H  co:Na HiC o~ CHs
—N\) © \'"”'§<<'H‘ N 7 T"”
H:N  H }
W\:i\ CH3 V EL\ CHs \/ h I J\ - LH,0
H l (\‘ O e CO,H
X
N N = R ANE i AR B NF YT A
H“i/co_ﬁH NH;
HiC >_ ) H cO:Na
NH O N .
«H,S0, &{VHJ
r—l\ s hie” D‘\ CHs
H I
O
HAN
FIE - HE | HEHA 1 A 15 A
1A T i 1A T Iy 7 SAFINA T AP ENENIR DS &
HINRHE AT N A3 Tmg (XN X AELT e

500mg) /&7 baY UREEELI4Tmg (BT ke
& L T1,000 mg)
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1173 aFvvs | 2Fvrs | aFv s R 5e 4 % winy
5 #E A FIEALLSg | BEM3g 778 | VART7rXxH v BALF MY T A
4 0.75g v b | KR (HR) | 900mg. pH &l
" HR7> Y | BR7vE | BRT EHE | 512.5mg/100mL #
%0 DAVl N I B il N IV BV B Ny 7 (LARZ7 x4
% DRV U h g U 2g 500mg/ | > > & L T500
v 0.5g (/i) (71 1ih) (711 100mL | mg/100mL)

HRAMLN | BRALN | BFALA 77 | VAR7uaxYdy | pH A

7 2 L) b VAP0 il N A VN v hEC| KT (B R)

RN RV VoL lg WL | 512.5mg/20mL

0.25g (/) 0.5g (J11t) (71 1i) Ny 7 (LARZ7a x4

i) 500mg/ | > > & LT500

20mL mg/20mL)
Phee - FhER | <SR > < 3 i T A > < S A R >

AFNEEO L T ERER ., KIBE., > ey 2 —J&,
JUVTVISR., T unNsE—F, ST vRAR,
B I T < 30 B >

EE S . BB, MBI, NERENRES. MRS, TR
%

AFNCEEDO 7 RUREE, MRKE, £7 7
v T (TTnAT) e hE TV A KIGH.
Tur AR, 47NV

< i i I >

Mide. MiMRIE. BEbEZE. MEMR %

LARZaXxHh v @07 RURER, L
TEKE R, MikEkE, BERER, €777
TUNATY ATV A RIEWE., KB,
FTRAE, RNTFT7RAE, Yihans ¥ —E,
JLVITVEIE, mroTunsA—g ., BT F
TR, 7uT UG, EATFT BT =—,
TaversrryvTE, RAME, A 7AW
W, RBE., 7R IR, LUAXRT
B, 7EZE. BRFE, X PR LT
Ay HWRAE, TVRTIR.QEY yyF T (=
JYETTNANRT ), NTa—~<773IT7
(ZFIV7 - bFavwTF 4 R), MikrIIY
T I7IVT +=a—%=x) filik~v1a7
TAX(NA AT TRV« Z=a—F=T)
< 3 i i >

S8+ B R ORI S O gk Y, W%
PR OR SR 28 D GRS BEE R . B LE

%), B, HgEgk, WER, BT 7 A A
FT7AL FENEGE, TEMESE. RE, 7
NETIE, NN BRAE, Q#
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ZhaE - 2R
[l 3B
R EoR

AFNOEHICE L TIE, -7 7 ¥~—EOMENBE XL
. AANEMEORREIC L D KYIETH 2B IS
T5HZ &,

Mk - &

WHE L RAICIXLELSg (¥ Y "7 2 AL LT05g/ T
el LTlg) Z1B3[E605 ) TAMERET 5,
k. B, MEREN R, g, FIEEICR LTI,
Abao=FY—LERHREITHT D2 L,

[ifige. M. MEHEZR D854 ]
BHEBAIZANLARTZ BLF R T L T Y
Uy b wab LT, 1H6g (St Z2[EZ4y
ORI U R R T 5. k. EAERK
PIEDPF IS EIS L CHEMET DS ENT
X 5HM, 1E3g (Hffi) 184E (1H&EE LTl2g
(Nift)) Z LERET 5,

[ bk 25 D 355 &
BEBEANZANL AT Z LT R T LT By
Yo hUwab LT, 1H3g (i) Z2ENZS
TR N TE R U ST ST D,
BE/NBIZIFIAALNRI ZAF R DL T Y
Uy hU oAk LT, 1H60~150mg (Jiffi) /kg
% 3~ AN T CTREARWN S O3 i3 5,
FRARNIESHCER L ik, BRER AKX, BRA s
BIEE TR T R OBEENRICER L, BRI
BhHT 5,

B ORI LD EIRNB G ICE L Tix. iR
WL THWS,

B AV AR T e RS0 L LTLEIS500
mg Z1H1E, 605 M CHEMEBET S,

ik - A&
[l 3B
R EoR

=

(1) AANOEH ISz > Tk, THHEEO RIS 205 < 72
W, JFANE U CEZEEER L, R ORE LS
Ri/NREOMMOBRESICEEDD L,

(2) MEMES, MERENIES . MR, FEREEE 2 x5 L
L= ARANEMBE SEOFIER 2R EEL L
TR ARBR I EE L Ty (TR omES
W), MEMEe. MERENIEEE, R, FIEEICB VT,
BT DA bu=F Y — A EREORE - JHE, F
A EOEEZZ, A he=F Y — A EHKOUE T
IS 2 &,

(3) BHEREREE D H D HHE (CLer 2550mL/min LL F) 1Z%f
LTETRESECAFOHBEEZME T 52 &,
(TEEREANER] [EpBIE] 0ESR),

[Zzvry=r ] A F B B

(1) RFN ORI 7= - TIE, HEE O REBLE %
Bi<ied, B-F7 7 #~—BELEE, nOT
vl PR 2R L. KW OIRE ELE
RERADROWM O GICL LD D L,

() MEDERE DD DN EF KAz K5
D% EiE. AREI OB G R OB [ I & i
THE, MEICKRSTLIL [MHEERE) &
O TR ERE ] OS],

1. AFOME I &= - TIE, MR o3 B% % 1
Sz, JRANE L TEREZMEEZ R L. BRHROWR
W EMLBERE/NROBHOKRGEIZEED D T
L,

2. BF TR NG FTRICONTIH, LA7aX
Pyl LTE AN Y B2 A IR
AR OB G EO) 4B MEST 52 &,

3. BRIH 0D FEE Ko OV 2 o> 1 i) 12 13k, RN S 3R L
(EMA)60H M D52 HELEL TV 5, JERN
IR LG AIE, BROE5ICO VB2 &
(THRENRE | OHEBM),

4. BEMEG NN LR DA REasigy 1+
DIATH 2 &,

5. AFNTEREEICORFER TS Z &,

6. BHSREIR FHRE TIIE WM E N S
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1.7

[FIRE R i — Bk

7 V7T A

(CLer) '

30~50mL/min 1[E]750mg" % 1 H 3B #% 5-

15~29mL/min 1[E1375mg? % 1 A 3B 5-
1E150mg) % 1 A 3E& 5, 7272

1L 98 3% Bt L. ¥IE D HRT750mgh e 45 2 &

RN (LW AT S B IX BT & T
BTG,

D ARFI750mg (¥ V' /N7 X K250mg, B haH

500mg)

) KAI375mg (¥ V' "7 X A125mg, &7 huaH¥ o
250mg)

3 KEIS50mg (¥ VX7 % 550mg, &7 hr¥ v
100mg)

I Cockcroft-Gault 2012 & Y #E € L 72 CLcr
TN TROHAREL605 0T TRET S,

$ CLcr 23 15mL/min K CMEBEHT 2 L TV 7R WA

TR DEEMEEAEORIL L 72 57 — 2 13153
bR TR,

DT, TLOME - HEEZBZLE LT, BHHEI
IS THREGEZBE L, BGHELZ DT TRET
HZENREE LW (THEmEE] DHEM),

R R ; -
Cer(mL/min) JAiE - AR
20<Ccr<50 ¥ B 500mg & 18], 20 H LI
250mg #1HIZ1EIFZE G35,
Cer<20 ¥ B 500mg & 18], 30 H LI
250mg 2 H IZ1EIFZE G35,

b
il

M
©))

AFN DRy Xid ' 7 = AR PUAWE K UiEUE
DOEEED B 5 B

> B-7 7 & ARFUEWME (R=v U VKR, AN
NRRLRE) I L TCEERBBE (77107 %
v—, BEOKERINE) OREROH 5 BHE

(1) KAOEIICE DY a vy 7 OBREEDOH 5 R
&

Q) BREMEEBEDORE [T v ) R EICX
DIZ P EBEICEB LT L ORENDH D, ]

1. RFIORS x4 7 7 %4 > v owt LiloE
DOEEED B 5 B

2. IS TR L CW A FHREME O B S s A (T4
i, PEME. RALWHE~O®EL ] OHEBM)

3. RS (WNRE~DEE ] KO TZofoni
B OHEBMR)

7272 U I OXER L CW A A BEED B 5 i A
KOV R LTI, RIS O B e R RIZIR
D, IBEEOFEEEERL CES T L,

KENDR Sy XER =2 U RPUEWE I LB
SEDOMALE D H 5 BHF

1.
M

BEES (RKOBRFIITHEEICEREGTLZL)

T =2 ARUND B-T I X LARPAEWME (X=2 )
VFRL TV ASR A FRE) KR LR EBUE o BETE JE
Db HBE [ZERISHEREDLNTNDDO T, 4
HIZEGTHZ L RBCH LT 7 4 7% —0
bobnlHai, 542 P1L L, WY A0 21T
52 &,]

1. HEEE5S (KOBEICTEEICEET L)
() &7 =2RFAWE K LB BOE O BE
EREDO S D HBE
(2) AAITHEBL, S ICRE MR, BB,
HRBEHEOT LA —KIEE R Z LR
TWKREEFT L EE
3) mEOBEBEOLLBEH [[HE - HE

1. EEES (KOBREICTEEICEET L)
(1) BEOBHEREDH D BRHE [V iF
BEOEHENIRBROLATWS (THE -
JARICEET 568 H FoEE] ., [EyH)

el OEBMR)]
2) o MPELARE, BARE, 27 —EiE
%S SRV U 20BRAMBEE R D
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1.7

(2) BHREREOLLIBE[ET eV rRkOF Ny WCBE T A EoEE] KO T3y H) BE [Ny ZWANIEAT R U T AR

4 5O M HE R EE S EINT D 7o R S B e DIEBMW] GENLTVD,]

Thd (THE- BEICHEET LR FokE) IE (4) ABIOAR 7 BE LFER 1K E 3) TANAZEOKBEMERB TN D

B RANEE] OESHR),] DORF, 2HREBEOBNER [BX I RO sBF KELE -2 &N

KXRZICXAaHEmAd bbinsd 2 & »H5,]
NoDOTHEEL+HITITI 2 L] 4) ¥/ v RHUE IR LR BUE O BETE
5) mmE [[EwmE~0&KE] OES K] Bod 5 BHE
(6) URLLTFO/NE [VENRE~0E) OE (5) FEEZRDIEB CREENR, 5 MO 0K B %)
] ObHHEE QTEREZEZITZ LN
%]
(6) HIEMMIEDORE JERZENLSHED
ZEndb b, ]
(7) wimE (TEmE~o&h ) OEHM)
2. EEREANEE 2. EEAREARNEE 2. EEAREARNEE
() AKANCEDYavy s TF740 7% —0FEERE | (1) KAICEsvay s, 77740 7F0—0F | (1) AKflckdvay s, 7F 740 7F 0 —0%

FIZFMTEDLHERRVOT, ROFEL L5 2 ErMEICTHMTE D HERROOT RO ErMEICTHMTE D HIERRZNDOT, KO

L, BELDHZ L, WEEzEDHZ L,

1) FRTCHEREEICHOVWT S RMEZE 21T = 1) FRNCEEERESICO>W T+ M2 21T 1) FATCEEERESECOWTHSRMZ 21T
Lo B, MAMEEICELST LLX—BITL ZE, B, HAEDEHEIZLLT LLX— L, B AEMEHEICLSLT LL¥—
THRTLHZ L, JEZSLTHERT D L, JEZ L THERT D2 L,

2) HHICELTE., £ va vy 7 Fixtdafa 2) HIZTE LTI, 69 va vy 7HEIIKTS 2) HHIZE LT, 9 va vy 7HEIIKTS
WED EN DA L T 2 &, BRLEOENDHEfE LT Z L, PR EO ENDHERE LT Z L,

3) ERBNLBREKRTHRE T, BEZLHONR 3) ERBNLBREKR TR E T, BRELZLEH 3) BN LERERTHRE T, BELLH
REICfR7o®, TaRBEEIT) 2 L, iz, & OREICR T, +oRBEEITS 2 &, OIREIR T, +oRBEEITS 2 &,
5RMBEZRITERERCBET I &, iz, BERBERIIERRBE TS iz, BEFBERIIERRBE TS

(2) KA OEGF KOG FIX, EMAICEEERE S L, E,
i+ sz & (THE - ARCHEETZHEH EoE | Q) AFOFEEICEL T, EHOICHEE. & | Q BEEEEER’LLDLRDIZEENHHOT, H
Bl TEEZS ) oESR), e, MKFEOMEEZITI ZENEE L, B HL O EER % | R A (E D B O BIEICEF
Q) 1L Fo/NRICEET 25 E120%, TH - ¥ FTHBRIITERET S X5 BT Hoic@din
BoRAICEREL, HEICEETDLHZ L [T/ Lk,
HWE~OKE | oS R,
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1.7

[FIRE R i — Bk

B LR R REAR - 5 | B - fEBRIN
&7 ik

Fa RN | ZINT R T aRx s KRR

VR Lo | EowEESDS L
DIEREL.F | ITXY, #YyR"T HZAN
YR BN OPEEZRT S
OmEERR | 2LELLEND,
Ex LA S
Tokxth
Vo5,

3. AMRAAEM 3. FMAEEM 3. MAEAEM

B NRYBLNTET =4 T v AR—%— (0OAT1
KN OAT3) OREETH 5,

ANAY BN, TUEYY v EBIFEAERHE

PEHEE (BHHICEET 22 L)

. REAEE L CEICRPICHE S S [T3 SHE I 4 A Ea KR - | M - ERE
PEREE (BFRICEET D L) WEhEE ] DIEE ], HE B R EA
PEREE (BRHRICEET D L) 7= ViR | s e o | PR R
FOK | ERRAEAR - HEE | BT - ARIK T FNIETur | TREAN | FDH GABA Z
4% 5k FUBRIER | B D, BR~OEE
Towu | TrEvU Ll | AR NI T a1 FMHE P 5 2% H#E R X
7 U | offRIicE b, EoRBENRT a7 P BT 3R nNoHxEBEZH
J = | BRBORBENE | V) —nLET UV TS nNTW5,
v misoHms | v UrEJFHALT e
N5, W72 671 D A B R sV rRH vy | Tyl
HEDIHDL 22.4% TR [ 38 YOER%E | OFFHE M
RO LI, T v ULT Y | L, 7| #Hl. XIXEHA
vy B AR A v o ho b | AN TO
B D 1,257 B Tix VRER O E | BRI XV E
7.5% IO b EN@EOL |HouLT Y
7mo ET7 Y Nz | it s
VraEffALZY ERNH D, HELEZDLN
Taz7y s — ViR T3,
JH #2830 D 5 TIERZEZ [ QTEEAEE | fFAICX Y QT
5 2.1 % 2% Ak FTEREL | Z2TBEN JIE £ A A3 FH
L ERBR L L NTWBHHEA | b D, I B N4
WOHRERD D, TI7<w=FK DBEBENLDH
PR | = U S | BrEEm B S = = %o
1.7 [FfEFRZ S —ER
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[FIRE R i — Bk

1fn. 38 WA OEE | >V U EEE O M
£ RIS | RS ER
hHZ . Mm@ | kv ENmICH
Mz B 5k | MAEE 2SR S h
EFNnbH D, HABEMENH B,

Bon | 7Trev Ul | KA #E

WA | PP L VR | 2B LS E 5 A EE

3K TR ENRWTHL | b0, Zhic
TEOMEND | L ROBERD
%, M RF G BR 12 L 5
W % Pl % &
EAbLNTWVD,

181 M VE DR K S YR E S8 T S OV e P G e PR R YR i SR 5T & k)
G L LENSIARRICENT, KXFlo®5 2% 177
21451913961 (18.2%) ICRMER RO bz, FemIME
% ALT (GPT) #gn1sf (7.0%). AST (GOT) H§h1s
Bl (7.0%) . FHIBI (4.2%). 36 (1.4%). v -GTP
HN3F (1.4%) Th o7z,

181 P DR B S YR E S8 T S OV P I I PR R YR i S8 5T & k)
G L L s MARRBRICB W T, KAl S 2% 15 7=
1,00261 519361 (9.3%) ICRIEANE O bz, EREIE

— fIB B R R e O B i R BB A 51,5931
26561 (16.64%) 2 FIEF 313 PR i A fE
BuEnEbbohz, 2055, RITEMRILZ6s
Bl (4.14%) T, ERLOIITTH (1.51%) .
W% (1.38%) . FE (0.50%) EThoT,
g R R A A B R 1321741 (13.62%) T, ER
H D% ALT (GPT) E 5 (6.48%) . AST (GOT)
L5 (6.02%). Al-P E5H (1.62%) % TH -
7=

A b R_R=xV o | AMMLFY—|
Moy SRR E D A | ORME WA R
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FEIRHRA |AST (GOT) #4| v -GTP #4in |1+ AL-P H4/0
SN, ALT (GPT)

|

12) s Tl S RIER

5 BEE~DKRE

B TR — RSB MR T LT D 7o, HENEIR
IEERLETH D, BHRERT 21T ZLI3AHTH
V. BEREICIS C OB S 2 L (THIE - &I
B3 2 M Lok TEEREARNER) OHSM),
(AFNTEL LTEE > bRt S D, BIEREDME T LT

WHEBETIE, BEHORBY X7 BNmEdBENRH
%]

6. 14w, ER. RIBE~OEE

(1) 8 XOTAER LTV D RIBEE O & 5 s AT, 1R Lo
BN fEEZ EED L HE S 25 A IcoB &b
52 L, DR o523 2 22T LT,
7 hePrRnEIcB O TR A BT S0 E D g
THTHD, 7 baFrogyEsHi (7> ) iI2kBn
T, EREORAMRFIC300mgky B (FRRIRE&I21F
EAYT %) BlEa#E Lz E &, A%e0RDHERIC
BERAMEEIE RS OIR T 23380 bz, ]

Q) BAThOEATIX, BA~DRILOE LML B oEE -
DEWHEZBR L. AFIOEE 2 ik LR T 20 | %
Lzt LAAIZEET 50 Hl¢ 528, [F/ R 7 %
LAROET FaFrne MR ASBITT 2003 AT
»5.]

7. MRE~ADRE

IRHAERER, B, LR, RSO NESHE 2 Ze
PR O VRIS L T Zaly, [ RRERA 2, ]
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s (%)

8 BRRREHRICRIFTTHE
EHE7 — A ARG A 2T 52 80D D,

9. BERE
B GRIE, ARIO®RE 2k U, —REY 2R ERR S
E2ATH 2 &, RANZMEENTIC LV RN LEREIND,
AHKI750mg (#7327 & 12250mg, &7 ka1 500mg) %
KB A EEREFICRS LEERBTIE, 2y "7 2 50K
56%., &Y 37 Z MU MIOKIS1%, &7 baFr ol
66% M THTIZ LV FrE I,

10. BRHLEDIZE
(1) REYEF
1) AKHN A T TS E 10mL OIES K T A R A
WiEEMZ, wo< 0 LRV BT THEMT D (R
KEM114mL), COBBREEERELEV. &,

2) RIS, EIRIRA D S T A bR (H
B2 555008 200, ABEAHERY
135% 7 B 2 BEESE 100mL o SN v ZIZEA L,
R D,

(2) FREDRER
ARFNIPRAFANZ B FE 220, PR T25°C LU TrR24keH
DA, 2~8°C TIZ4HLUMIZEA L, B SE2nz &,

() EAEZE
fth DIRHAN & DEA
LTW35,)

(4) & 5480
AAN O FAFNC I B R TR I8 R OGO B b3 e
WINHER T D Z &, MRBORITE A~ AENTH
Do WIRICR - IRWERPZE AN o - - 5E 1 Ly
&,

[FEEnHE
1. MIFFEE
(1) BREEE
B AN B AR AT ASHA & 6043 D3 1 C i #R1E CHRE 5
LB Z Ry Z A KON 7 b o oYy Eie o
A—=BERUIRT, FINRNTEZLKRPE7 hadFro
Conax X OV AUC ool FH BT LB L CHEIN L 722,

LTS Z &, (BREBLDOT =2 IFR

F 1 HAAMMEHERAIAH 1.5g K T3.0g & 60 2y 73T T A
WL CHEE 5 L2 BRI ENE T A — & [T
) RME#HRE%) ]

#*2 EAA@@%@%%@%E%%&U@%@E%W@%
JiE BRI AH 1.5g % 60 2y ) T EHE T 8 B
IR B 5 U T2 B0 TEFRFERG D SR B HE X T A —

2 AT G SR % %) ]

BHEME R IR IEE BT | BMEVERE e IR e i
FURy LT Fuy AT A F L [T Fady
e 103 103 97 97

Cmax

18.7(36.5) | 72.7(32.8) | 17.8(53.6) | 63.0(47.0

(ug/mL) (36.5) (32.8) (53.6) (47.0)
AUC[BU Ss

s 10327 (42.1) | 215(33.0) | 31.1(68.8) | 179 (49.2

(ehmny| 327621 | 21563.0) (68.8) (49.2)

t, (hr) | 1.34(22.3) | 2.68 (28.3) | 1.35(31.4) | 2.40(28.1)

PRV N N7l =i
A& 1.5g" 3.0g} 1.5g" 3.0g}
e 10 9 10 9
ConugmL) | 169 (14.7) | 32.7(122) | 71.1(14.3) | 132(8.1)
AUC,.,,
(ug-hr/mL) 22.0(22.2) | 41.5(14.1) | 154(12.6) | 292(11.9)
t, (hr)  |0.584 (13.8)] 0.581 (6.0) | 1.83(8.3) | 1.81(8.4)

T ZYRy 2 L05g RO T ha¥1.0g
PRy Z N0 ROET hayi2.0g

) AFIOAR Sz HE - AR, 1ELSg (FY 7 24
L LT05g/ 7 b & LTl Z1H3[E605 M
THEBHETH D,

(2 RE®E
(] P28 IIFH BB Fo v T A AR A D B EME IR I S e R
S OV HEVERG IS N SR E JBAE 12 Amug%w IO TR
LTI Z & ICREHR G Lz, REF Ky B8
FRMTIZIE S Y Ry 2 AR T haFroEiRE
e DI BIRE T A — K ZFR2UTRTI,

[mv B 2

E) 7 L7F =22 VT 5 2 AN30~50mL/min D BH TIEA
#1750mg & 5 Uiz (15, BHEREREE ) OHEEM)

S BEAT—4%)
b N COMmEEAKBAERIZY VT X LDKI30%, £ 7 b
a3 16%~21%Th 5, fEFERASIBIIAAI.S5g &
HEIEIRNEE S L2 & & ERIRIBICRIT 2 908 Fb 0%
B (R %) 122 "7 Z 5 T182L (25%)., &7
hE o TI3.5L (21%) TH Y, MlsMNEE L FERECTH
5729,

3. K8 MEAT—42)
B RY B NE B-T 7 F LBEONKIIRIT L0 ARTEPER
O MURB SN D0, &7 b o iFEIc KB LR
EUTRPICHE S NS, 1T E A ERBIE R,

4. Hitt (BAEANT—42)
BING BN ZINTEAGE MR T ey
B A LT E D, ARHFISg & BB EICH
BRI E LTm L &, &2 R0 Z L3R E& D80%H N
KRB E U CH S, ZR 0 3R M1 L CHEfES
Nz, 7 oY i35 BDOIS%AEMNREAK L L TR
CHE ST, HE®RE#HO® 7 haYFroB s I TS
VA (341~6.69L/hr) Ze&HMmMEs VT TR (410~
6.73L/hr) M OER AT 7 hua o OREKKSEE L [F
BETHLZEND, BT Fo P ATBIROARERKE S BIC
K0P EN D LEZ S, BHREN ER 2R HERE AR LS
BT BB I LW O EEIX, 787 7 A1
B, 7 ba YUz K2~3EfTH o 729,

5 BHEEEE GEAT—2)
BRI AT K OV OO B SRR I A IR RE E R &
PR L, # YN Z AOHEMIE LT AUC ORTEEIA
ENENRILIMG, 25 L OEIC, 7 had o o FEAE
LtAw:@&ﬁIW#%n%nﬁmP\mP&U%A
WIML7=D, Fio, #INRT X LR RE7 b roks
BOR2BBMEEITIZ LV BREIh DY,
B AT R OVER ¥ 00 B B R IR T I DN R B IE
WZARHN % 605y D3 TR HEE CHIEE G U202 N
JHEERNET haYrOBRMENRE T A — X ERKIIR
S
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s (%)

F3 MR, S N OVER oD B RE R I ONC B R R
WHE A Z 60 23 /21 T AR EHE CHIEIR G- L7k
DIEWERE T X —2 [P CRTEBIR %) ]

BISNRIHEN| 7 baY
BRER EOR i B Cnax  |AUCoo| Ciax | AUCop
li4 (g | (uee | (g | (pee

mL) |ht/mL) | mL) | hr/mL)

B (CLer 60~ s 221 | 348 | 987 307
89mL/min) (6 #)| % | (15.9) | (13.5) | 24.7) | (10.9)

E % ( CLer

; 164 | 270 | 76.0 244
90mL/min  LL| 1.5g
b)) () ©3) | (173) | (133) | (20.5)

R (CLer 30

~59mL/min) (7] 15g% | 204 | 6.1} 850 536

6.9) | 209) | 252) | (37.8)

(ERERAHR]

1. EINEREREAER
BB R UMM R B 2 kT 5. AAIL5g 2183
[\, 7HBEREE LR & S 0EER VZE 2 REd
HTLEEMNE LT, FEMIERRRE (0143%) 2%
Jiti U7z,
MEFESE . FFIRIG . NEMEPARIG ST 2 B b Ric, K
F1.5g B OA bo =4V — LiEHK0.5g %, 1A3[E, 4~
14 H B R EHE L & & OFMMER LR REERFT 5
T EERHME LT, FEMRIEIREAR (013RER) & I
L7,
KRBT HRBNOFZhE (0143 L 54 THTH
HOMBEFOZ R, 0135 Bk I3 5-BR141%28 B H OEEESD
) BRSITRT, Fo. RKEME TR E EK6ITR

DF R D I ENHE/ T A
P, — X DJATFE) DI
prrme | PEE e prmes Seopes
(90%(EHE X )
CidiES AF Conax AUCy.0
7u¥ | 20mg | 1.5gHE L6l 0.83 0.87
IR | HERREOT| g & (0.63,1.10) | (0.73,1.04)
200mg 16 0.97 1.10
717 = | BERE O] 1.5g f#iE (0.91,1.04) | (1.05,1.16)
Ay | 200mg |8EERE =& 16 1.00 1.06
Hi[EIRE (0.93,1.06) | (1.01,1.12)
2mg 16 0.99 1.07
&Y | HERR N | 1.5 HE (0.92,1.07) | (1.02,1.12)
2N amg IBRFRIZ L] 1.15 1.23
EACE gl (1.06,1.23) | (1.17,1.29)

TARAKNZ SR Z & 127 H 19 G- L7211 B Bic& 5
IR SR Z L 17 H 19 G- L7z 4B Bz 5
SAHN % IF Z L 127 AR 1I9EIEE G- L=BR 07 H BIC#& 5
IAUC .13 1051

) +8),
i (Clen 200 | 328 | 76.1 224
90mL/min LA| 1.5g (27'9) (15'8) (51'5) 25.7) #5 ENEKRBRICE T 2H%0%
) (6pil) ¢ ) ) ) ) i ESNEES
#H E ( CLx RIS E | 2R 75.8 (72/95)
. . 750 2l 4l 9l I o -
somLmin )| 75 L0 65 | orky | o (0143450 1 | BREFEDINER 808 (21126)
(6 ) ) ) ) ) I 73.9 (51/69)
t %E%%ﬁ%ﬁﬁ%ﬁk%w FEf KL OBMI T v F U /& B G P T 88.1 (37/42)
7 B RRIE M 51.9 (14/27)
b R &R, RO BMI T v F — T
SHTHHRRERE ME e N R YE |4 87.0 (87/100
§ KA OKFBEH T Cler 30~50mL/min 0> 3 0 i ki %013;1{@ Ei L?;;%j% 9040((27/30))
750mg, CLcg 15~29mL/min O 4 O A £13375mg THh 5, H%H%W 100 (373)
| AT (EEREY%) =
N I2E PR s 89.7 (61/68)
T —— 5 1185 45 86.6 (58/67)
2737 % ARUED bu T BIRTAMSNT, A :‘%Mgziﬁz)logical modified intent-to-treat [
DKL EEREE OB L Z 1 e X HD, DA e :
L e RO RE R S G AR UIEL L 5 ST
(1) In vitro #5R . g
BNy ZNIEET =4 b T AR—Z— (OATI 26 ﬁﬁ’gﬁ;jﬁ*j% BRI
KU OAT3) DI Th%, Eo, ¥V 574 KIEE b g | orsten
OATI T} OAT3Z[HE L, =0 ICohEiXZFhZh — - —
118ug/mL K% (8147ug/mL T - 7=, LY K, . 24126 02.3)
@) EiKEDR AR HEAT—2) B[] 64/81 (79.0 38/43 (88.4)
SRy B LU T b8 OATIR T OAT3 M ElMEATA dl oL 6/6 (100)
B (7o&3 R). CYPIA2ORE (17 =4 2) WU I VT =T 3/8 37.5) 17/18 (94.4)
CYPIA4DOKE (I 4V T 4) OFEYEREIZ KT THE T TFuny g —E 12 3/4 (75.0)
% BT, Fus vy AR 5/5 (100) 1/1
FRIRE 1/1 8/9 (88.9)
4 PEAESRO BRI R B AH] O R Bi%k (%)

T Microbiological modified intent-to-treat [
 Microbiological intent-to-treat £ [

2. S ERER SR BR

B IR USRS R 2 R, AAILSg #1R3
B, 7HMEREGHE LR L X OEDMER NZaW L BET
HZEHFAME LT, LARTZ7aF YU UK AR E L
T AE 2L — BRI TRER SRR & b L7, 5
%78 B OME R TR E, AKAITET9.0% (313/39661) &
O RREET0.1% (281/40141) T - 7=,

NEEES . MR, MRS SUINEIE S JB A xh5R i K
F1.5g B OA bo=4 Y — LiEHK0.5g %, 1H3E, 4~
4B AREELZE EORMELOREEEZRFT D
TEERAME LT, AR AEFRERIRE LIRS
b G TRERT LBk & S5k U 7o, 6 5-BRMATR 26~
30H B OEERDEIT, AAI+ A be =4V — LFE83.8%
(399/476/) J Ot HRIESS.8% (424/494%) T -7-9,
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s (%)

[FExhEE)

1. EER

AFNT, VBRI, BNMERE (RIBE, > e
Ry B—g/, JVIVITE/, mrTansd—g T
T U ABEE) . FIEEIE U CHUETR M 2R 10,

2. %R

2R B NTEL D Ambler 7 T A AD B-T I Hvw—F
(CTX-M, SHV, TEM) (Zxf L CHEERAZR T &Ik
D7 haFrpnkgfEsnsZ EEB<S, 87 ey
VEETZ 7 rARY VRIZETAHIEE T, MEOR=
U UAEARBAEICER L, Mo SRk A LS U CRREIER
R, ARFNL, REREMEEER B-T 7 ¥ ~—E oMt
DEATDP-7 7 Z~—+E (TEM, SHV, CTX-M, OXA)
BEE DI NHERHIE o L CHiEEE 2R~ L, £/, B
M AmpC A, FRIMEEBAE DR — Y > (OpD) X
i DHWITHEH AR > 7 (MecXY, MecAB) D JTH#E L 7= fkiE
FZxt L CH BTG 2R 312,

(BRI 2 EIEFRAR]
—Mx4 o BT Z ) MU U A (Tazobactam Sodium)
g 5 TAZ
{54 : Monosodium (285,3S,5R)-3-methyl-7-0x0-3-(1H-1,2,3-
triazol-1-ylmethyl)-4-thia-1-azabicyclo[3.2.0]heptane-
2-carboxylate 4,4-dioxide
53\%1\: : C10H11N4N3.05S
oy Fi 32227
7R BE~REARORRT, KBTI, =X
v (99.5) XIET & hATEITFIZ W,

R
H
. ,CO-Na
O ; ? /N:N
t,r\ —N
. —

CH

S 3

H o

—Mx4 &7 N e R (Ceftolozane Sulfate)

W 5 : CTLZ

{E224 : (6R,TR)-3-[(5-Amino-4-{[2-
aminoethyl)carbamoyl]amino}-1-methyl-1H-
pyrazol-2-ium-2-yl)methyl]-7-[(2Z)-2-(5-amino-1,2,4-
thiadiazol-3-yl)-2-{[2-carboxypropan-2-
yl)oxy]imino}acetamido]-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-ene-2-carboxylate monosulfate

57720 1 CpH3oN1,058,°H, S04

sy 76477

PE R BEROBAKT, KITRORBEITICSL A¥ 7 —n
WD THETIZS S =82 7 —1 (99.5) I2id s
o EVET TR,

AR K9170°C (5fiR)

G
H5C
COH NH,
He—Y 2 CO, o /
o
_0 + y_
N H . 'i\‘/ NH NH
N N--- N V/ * H,S0,4
/= S” H,C
S H H NH
\/;N (o) 2
H,N
s
(@ %]

YR A SELG AR LA 10310 7 0

EX:34)9)

1) BHERERREEE X G AR (RN E

2) HARNEERERN AT A B E & 5508 ((EPE R

3) HARABEXRZENRERG W GENEED

4) BEERR A eGSR B 5B (REE R

5) Halstenson CE. et al.: J Clin Pharmacol., 1994, 34,
1208-1217

6) Sorgel F. et al.: J Antimicrob Chemother., 1993, 31 Suppl. A,
39-60

7) MR EAERRER GERNEED

8) EWNEBIIFARGARARER (01435, 01335k) (FhNEED

9) HESVEMAREGR SR (10-04/05388k,10-08/09785) (+
PR

10) BT i BALSHRIEARMERE, 2018, 66, 567-577

11) Moya B et al.: Antimicrob Agents Chemother., 2010, 54,
3933-3937

12) Takeda S et al.: Antimicrob Agents Chemother., 2007, 51,
826-830

[XEREERE - HRBERESMLEHEE]
FECHRICFEHOANE RN & £ LT Frolc kR
TEW,

MSD ¥kt MSD W A X ~—HR—htr Z—
HRA T X ILBAE1-13-12

ERERE DT + 7V —F A YL 0120-024-961

HERTT

MS DXt

RRBTFABXAEILI-13-12
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BINRy 2 LNF N UL BT o URERE TR
1.8 IRfISCE (%)

H

B e 2
B3 B OV HRE DD TE L oo 3
18 HRETIUEE (B2) oot 4
182 ZhEE - SR () KOFEDFETERRIML .oooo s 4
1.8.2.1 BHEE © ZHI (Z2) oo 4
1.82.2 ZTHEE * ZDF () DEXTERRIL oo 4
1.83 B HE (B) KOZDFRTERRIL .coooeoeeeeeeeeeeeeeeeeeeeeeeeeee e 8
1.83.1 FHEE © FHEE (B2) oo 8
1.8.3.2 FAEE « IR (B2) DORRIEARIL oo 8
1.8.3.3 FE - HEIZBEET 2 EOTERE (B e, 10
1.8.3.4 ML - HEICEET 2 EOER () OBTERM oo, 11
184 HHAEDEE () HOZDRRERRIL ..coooooeoeeeeeeeeeeeeeee e, 12

1.8 IRA3CE ()
-1 -
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BINRBZNFNY AT haFUREEE TR

1.8 I (%)

# 1.8.2-1
# 1.8.2-2
# 1.8.4-1

P BRI 2
BRI A BhR
A ForE

ESa

(TOC HE&D - EWNEE AR R

(TOC HFAT) « [ENEFHRER
() KOZFORERL..............

1.8 IRA3CE ()
-2 .

=)
(014785BR . 01378BR) oo 7
(0143888 K& 0133 BROES) ... 7
12
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BISNRyBZENF NI TL T sa oERE

1.8 IMICE (R

W

Wi 7 S O D RE 7%

p=i

===
EFR

Clinically evaluable

HHEMEREIZE PN IR GE

clAI Complicated intra-abdominal infection

CLcr Creatinine clearance JVITF= 70T TR

cUTI Complicated urinary tract infection REHENE PR B R

EME Expanded microbiologically evaluable —

ESBL Extended-spectrum B-lactamase B RMEIRR -V A~ —F

ME Microbiologically evaluable -

MK-7625A Tazobactam/ceftolozane GINTE LTI UL/ T b
> i FR

OAT Organic anion transporter BT =4 N TV AR—H—

PD Pharmacodynamics ks

PK Pharmacokinetics S g

PPK Population pharmacokinetic analysis R HE B BT

TOC Test-of-cure —

18 IRMICE (R

-3
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BINRy 2 LNF N UL BT o URERE TR
1.8 IRfISCE (%)

1.8 HREAXE ()
182  #Ee - DR (V) RUEDHRERM
1.8.2.1 MeE - MR ()

<@El@>
AENEHEDO LV VBB, KBE., ey &Z—g, JL7YvzT| g, moguansid—g, 7
HTWXE FRIE

< JEE >
aftse, BB, MERES, MERENIEE, HFER. IFIRE

1.8.2.2 MEE - R () DHRERL

MK-7625A (%, FikRETEEEZ AT 287 7 n AR VROHFEETH L7 brHic, p-
77&7~tﬁ$£f%é&/ﬂ7&A%MALtﬁﬁ®fl£T%é MK-7625A X, —#D
77 LR M OREME 7 F ARk (Bacteroides fragilis) (2 HIEMEZH L TEBYD . S HIZHR
V7T MEME (E. coli OV DOl d Enterobacteriaceae) . W NI LSRR LR, BT 71 AR
V2R, Zhrduax/arRkO07 270 ay RREANCHME (ZAIMMELZ 5T) OHkKZ
& te Pseudomonas aeruginosa (P aeruginosa) (Zxf L CHIEHEEZ AT 5H, MK-7625A ORIEE « 2h%
() X, F& LT, BHMEREEYYE (cUTD B LK OBEMEMEERENEGYE (cIAD B %%t
G LT ENANOFEMAERBRO AMEDORE RIS ERRE LT,

cUTI
cUTI @ AARNEE Z5RIC MK-7625A (1.5 g) Z8IRffE] Z & ICHIRN & G- L 7ZBRD A 20K O
LRMEE R Lol (0143808R) OfER. ME £H0 TOC KR ORI FRIZNR  (FZEFHGEH)
DENFRIT80.7% T > 1-[F 2.7.3-12], £7-. cUTI DI B AR NEE 256812, MK-7625A (1.5 g)
DEFIRNFE G L 2 HWER O L2 LR 7 a0 (750 mg) & EbE - Wit L 7= vgsh s Tl
FHERBR (10-04/053888) % FEhifi L7=, T OfEF, ME £ TOC FF 5 0 #lE F A9 %h 1% MK-7625A
BEC84.7%, LA X Hh T VB TT54% TH Y, MK-7625A 1X LR 7 m v 0Tx%k L CIHELME
Thd I ENRINT[R 2.73-16], EHIT, BRZEICEN TS ENAI CRBEIZE WAL
(0147885 : 96.6%. 10-04/053R5R : 95.9%) MRS NT-[F* 2.7.3-32],
0147858 } 1810-04/053 BR D2 W4 BIA %R (ME M, TOC i) ([2RB W Th ., EHEMREDESR
(014385 : 80.8%. 10-04/05388k : 76.7%) K OVE L% (01453804 : 80.6%. 10-04/0535k : 86.4%)
T, TNENEWVAEREIRSNIZ[£ 2.7.3-33], ZMARIADRIZ. ERNACREE CTH -7,
cUTI @ E72FRRE X, 5T T L&MW CTh D E. colis Klebsiella J&., Enterobacter J& X1 P
aeruginosa 5T, TOC K DOJRKEHELRIZENTE < SERFFEMEIEY 3-7 7 4~ —F
(ESBL) PEA: [ % & T Enterobacteriaceae, P. aeruginosa “#1Z%f L CaWVERIE 278 L72[322.7.3-13],
[ 2.7.3-17],

1.8 IRA3CE ()
- 4 -
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BINRy 2 LNF N UL BT o URERE TR
1.8 IRfISCE (%)

clAI

cIAI D B AR N 25512 MK-7625A (1.5¢) + A bu=4%Y"—/L (500 mg) % 8] = & (2ff
RFRIRNEE G- L 72 RO BRI OV Ve 2 fist L7238 (013385R) OfER. CE -1 TOC KR
DEERZDE (FEFHMHEE) OFHEIT2.0% Th-o7-[F 2.7.3-21], F7-. cIAl DIEBARANEE
ZXBRICMK-7625A (1.5g) + A ho=%Y—/ (500 mg) % 8K = & ICOFHEIRNIRS L7 &
TOFIER L EME A n R A (1.0g) &l - Bt L7z IAHRRER (10-08/09346k) %
Fhi L7, EOfER. CE £ TOC Ff DR ZIRIEL MK-7625A #£T94.1%, A B ALRET
94.0% TdH V. MK-7625A [IA B KA L TIHEETHDH T ERINT[FR 27324, &6
(2, HIE AR (EME %M, TOC Fisl) 1BV THENICRIREICEWAEZIE (0135054 -
90.2%. 10-08/0973XHk : 95.4%) 23 /R SAL7-[#* 2.7.3-30],

013FRBROZWI 4 BIA %N (CE £, TOC KfR) 2R\ T, IHFER, PR, MEENEE &
BEREA X, WP H90%LL b (#iPH : 90.2%~100%) &< . 10-08/095R 85k O JFF YL LB Ol
RN (CE4EMH]. TOC FEm) & [RIFEEE [83%LA L (HiPH : 83.3%~96.6%)] DEWARIFENR S
N[ 2.7.3-34], [# 2.7.3-35],

cIAl O ERJRKR L, dFRE 77 NzMEE Co D E. coli, Klebsiella J&, P. aeruginosa, Enterobacter
JEB N Proteus J&. 577 MGYER CTh D Streptococcus J& K OB 77 AEMERE CTh 5
Bacteroides J& T > 7=, TOC R OJFIKERIANFIZENATH L TE <. ESBL sEAR Z & T
Enterobacteriaceae. P aeruginosa O\ Bacteroides JEZEI1ZXF L TH WA ZNRNRO B LT [f1Ek
2.7.3-2], [ft8k 2.7.3-3], [f8% 2.7.3-4], EWNERTIL, Cirobacter JEIZX L TH mWA RN
T,
BeCf i

2O DENEMFHRER (01438088 & V0133808R) 12350 T JUILE 2 OF 56 L 72 R & xP 41
MIECKT T 2 ARKFNOHEIE & U TOHINER LM 27l L7 [EFF5.3.5.3.1: Sepsis], % DfE SR,
24BN MIERE T, 20 5 H14FISBUIE DK EEEIC S E L7 (014388 : ME ££MH]. 0133
B : EME 2£H) . 7236, 01358 CIIUMIE D EEICE B L 72 B I35 o7, METL7
FEBIENIRERTITdH 5 b Do, BUlLfE o7l G H 1236 1T 2 M E R0 R DA 20 313100%

(13/1341) LE< ., BERSREOENRITST1% (8/1461]) & AR BEHFIR OSFED R 2R~ LT
[# 2.7.3-39]. [# 2.7.3-40],

BhEE - R () OBERWOFE LD

2D EWNHEIAHRER (013788 & R014388R) OFEFN D, AFNL cUTI O clAT 2% L CTREIC
WK TR STV D Z TN OISIE DN RO R L FRICAH Tho7zZ L, BA
NBH IR U CAROFDEDN IS SN [#F 1.8.2-1], [ 1.8.2-2], £7=. [HufEF M S8 |
ZHEE L, BUMEIC KT 2 AFIOMEIE L L COAMER O M2 71 U 7= fE R, 3t S8
FIZBIT HMEFAIDRITm < . SR RERRIER O UGED RO b [EH15.3.5.3.1: Sepsis], 72
B, ERNRBEE D O BUEIZ KT 2 AKI1.5 g OFMMENHER S -3, BE, BHE Qg %
A2 N TRER 5 23555 L T D BENIGR B 2 5t 8 & U7 BB AR E BRI [RIRER (0087KER) 233E

1.8 W3CE (R)
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M STV D, BUEFEWIFICEE(LT 5 Z &0nn, — KIS, FrESEIBRICITIIE IO F R
BARINCREGT 5 ENEEL R D, KRG, N R OIRBEGE & &b I3 E
AR DAREMEOBWVIRBATH 5 Z &b AFIOBUIAE 39 2 WIS OW TR, 51 & HEE
0087 R (ZAHA NI B AV BEN I RAZ PR L 7 UE B TOARHFIZ ¢ DA NMEZ R L2 L TR
AL 2 EmEE & B & T,

cUTI KT cIAl @ ERJANEZx LT, ENAICAANT AL T, ESBL PEAR 2 & T
Enterobacteriaceae. P aeruginosa M O\ Bacteroides J&=5 2% L THBEBWAIEREZ /R LT-, & 5HIZ, 013
AR TIT Y ey 2 — B OJFIKE O R TRD BT,

LLEDORERICHS & BERER. BaRBR, M@K, IEVENIRE. MHFER K ONTIRE 4 e &
L7c, £lo, AANCRIED L VERBERE, KGR, v he 74 —g, Z V7 vxT)|, =7
BT E =g, TuTURE, R ECEEE LT,

1.8 W3CE (R)
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BISNRyBZENF NI TL T sa oERE
1.8 IRfISCE (%)

& 1.82-1 KEHNEME (TOC BKA : ENEMMEAER
(014 AB%. 013 FHER)

R4 Rk Zh R (CE 4£H) M A9 F (ME,EME 4£H])
n/N (%) n/N (%)
FEMEVE IR B YET 86/89 (96.6) 71/88 (80.7)
feed (FEMeME) f 24/26 (92.3) 21/26 (80.8)
EEA P 62/63 (98.4) 50/62 (80.6)
HpipE R R AT 40/40 (100.0) 36/40 (90.0)
B ER SRR 22/23 (95.7) 14/22 (63.6)
FEMEVE R N i 81/88 (92.0) 55/61 (90.2)
JIH ZE 1S 24/26 (92.3) 8/9 (88.9)
TS 6/6 (100.0) 4/4 (100.0)
NEE RIS 58/62 (93.5) 48/52 (92.3)
NN H 55/61 (90.2) 41/46 (89.1)
Treatment in PO14 is MK-7625A, and Treatment in PO13 is MK-7625A + Metronidazole.
T Clinical Response for UTI at TOC in CE population and Microbiological Response at TOC in ME population from
PO14.
I Clinical Response at TOC in CE population and Microbiological Response at TOC in EME population from P013.
§ Subject may have more than one disease type.
I Test of Cure (014FABRITIAHL DI G4 THRTH . 013FRBRI TG O 5B 41428 H H)

Source: [ISS: adam-adsl; adeff]

& 1.82-2 HEEMNEME (TOC KRN : ENFEMMEHAER
(014 HE R U 013 HERHA)

. P0O14 + PO13
Pathogen/ Species TN %)
Streptococcus spp. LY ERE R 23/24 (95.8)
Escherichia coli KIG&E 103/120 (85.8)
Citrobacter spp. hensE—jg 7/7 (100.0)
Klebsiella spp. JVTVTTR 20/25 (80.0)
Enterobacter spp. T anNg A—E 4/4 (100.0)
Proteus spp. s AR 6/6 (100.0)
Pseudomonas aeruginosa RN B 9/10 (90.0)
Bacteroides spp. NI TaAT AR 43/45 (95.6)
N = Number of pathogens in that specific category.
n (%) = Number of eradicated pathogens.
Percentages are calculated as 100 x (n/N).
Treatment in PO14 is MK-7625A, and Treatment in PO13 is MK-7625A + Metronidazole.
Analysis population in P014 is ME population, and Analysis population in P013 is EME population.
T Test of Cure (0143BMITEBRIE DTG THTA ., 013RBUITIEHRIE DK 551628 H H)

Source: [ISS: adam-adsl; adeff]

1.8 W3CE (R)
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183 FiE-FE () RUZTORERH
1831  Ri& - AE ()

W RANCIEIENS g (YR 2 AL 1L T05g/ 87 hua#Fr & LTlg) Z1H3RE605 0T T
FHET D, Zeds. MERER. MERENMRE. MEFER. RS L Cid, A hue=4Y — L iEHK & OFH
T52 L,

1.8.3.2 R - RE (8) ORERN

MK-7625A DR - AEIL, FERER M OFER T — % THiRt L7z PK-PD #1Z U, 5 1 FHRABR,
WEAMES I ARRRER M O 255 MLARRRBR O A 200 e OV ik, R RER E 3 CoERYERE, FER AN
& HARN O EIRE D Frige | I N [E N 3 AR FRER O A M K VL MO RIS RE LT,

ik - HEOBHR

FERRIR M NG IR 7 — Z THET L 72 PK-PD 226 BfRAVIC, &7 b YR 7 Z L RJROH
AV NV vl N=R AN 13 147 B SN T S AN A/ VN SO B A/ VNOY A i1/ 1))
MUZBET D ERIR LM T — # =R &5l L7/ R, 77 LAREMREIC K D cUTI LDV elALICRT L
T MK-7625A (1.5¢g) Z1H3[E K&E14HFEFIRNEGT 5 2 LA R S 2[2.6.2.1 H],
AR NEFPERE 2 x5 U7 I EWE R R O O3 538 (101-01588k, 201-01
B, 11-07388R) ([T VT, Z V87 Z A (250 mg~1,000 mg) . &7 k¥ (250 mg~2,000 mg)

Xix xRy 2L,/ 7 P (250 mg/500 mg~1,000 mg/2,000 mg) % RN G L 7-BEDZ2
eV, BREROEWERE T 0 7 7 4 VIOV TRl L7725 R, L CEBFMEIXRAg T, AES
GO IIFELORBEIGICHE L OFEMIIFRD b ho72[2.7.62 H], £/, E7 k=
P, BRI ZEAROE R 2 LNONREY MIOSEY BB &AM ZRL, 87 et
FONHRT 2 AOEREITNTE A EBO LN -72[2.722322 TH], ZThbOfERICESE,
AN TARRRBR Cld, MK-7625A15g (X V"7 2 505g/ 87 butFlg) 2&k5552 L
L7,

FERG PR FRBR M OWEAN S 1T FERBRORE R HE D & | 20 DA & T AHFBR  (101-033057 &% U'10-01
AR A2FEhE L7z, FORE, 101-03388 Tk cUTI BFICE 7 buadr (1g #8HHE I L7
~10 H FETEIRN 5, 10-015888 Tl cIAL REIC A b =&Y — )L T T MK-7625A (% ' "7
Z1505¢/ 7 buailg Z8MFHZLIT4~TH (BKI14AR]) FIRNEEE LZBROARMPEDN
ENZEIVREI, WTNORBRIZIE N TH 7 bW U MK-7625A %1 H3[EIFFIRNEES: (i
TREH604y) L7BR0Z MR R &, 7ok, HIHRER OB G ICAA] (¥ 7 2 L
ET7 huaFroftl) BEFFShEZEnD, BT ha U HMoOBRRIT RIS,

BE Lo HE - JHEIC T D2 E M, BN R OEAEME
2D DYFEANE T FHFRERAE L2 F 2. MK-7625A15¢g (¥ /N7 2 1805¢/ 7 hatlg) O
METOHEDMER R EZ T T 572012, cUTI BE KON clAl A 2515 & Lz is s IR

1.8 W3CE (R)
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AR (10-04/055808%, 10-08/09588R) 4 FEhti L7z, TOFEHE, cUTI HEHIZHT 2 MK-7625A 1.5¢
PG5 O Al BE 9D MK-7625A 1.5g & A ha =&Y — L OFHEGIEEWEIERE R L
oo o, WTHMORBRIZEBW TS THITREIEH UIAEFELOEEITFERO N T, AEHES
DIFEALEVPREIIFEETHY, BEELNLENE T 7 7 A VIR TH-T=, S HIT,
WM E A RBR O A NE R ORIz, % THRER (835R) K U2 oD TR O
7 e RO N Z ADMERRET — % W PK-PDES T IR I 2 b— g
Z 3 L7-AE S, MK-7625A 1.5 ¢ 21 H3EIEHIRNEE G (AREH604y) 55 2 & ¢, HiEiEH %
RO T EYRENF O TND Z L PR INT[2.7.2.3.4.4 TH],

HAN, FEAKRO A ANERGERE 2505 & U728 1B (13-05357) 128V T, MK-7625A
1.5 g KO3 g Z 1R CHEIFIRNE G L7ZBEO' 7 b a U Y Vv Ry 2 Aoy 4s
NFERCHBE L72[2.7.2.3.24 ], 7 haW U RONZ VR 7 & AOIRYERed AR CHEEL LT
W Z e, FEARANEXGRE LB IR RER & RO L - H & CEIN S TAE SR 4 52
i L7z,

HAAND cUTI B3 K O clAl BB % kP42 U 7= [E PN AR AR (0147880 & R0 137388R) OfGE .
FEHARANEIRE &)t G & UMMV IARRBR & RRRIC S WA R Z R L, Eo. “eMIFom
HrofEg, WL ER & [FERIC MK-7625A 13 L CRETH Y . AEMEIIRGF ThoTo, HEFR
K OEIWEHOFRBEEIG L, cUTI BEZ XL L0148 & cIAl B3 &2 %5 & L2013 Bk TR
FRETH-72[2.74.2.1.1 H], FETIZE>TAFFGIL, 013 T4 (OF AMIKHaE B i
PRV VN BOOLNTZHOD, IFBIEEE ORRRITIEESNTWD, £/, HERAEFS
(X23RBR T23BE ST b DD FFE DR ERIKR D TORBLUIFRBE S NBEE I H WA EF
LITARO LT, BHE L FZUIWI ML CRECH o 72, ENFSIHHRBREAEZ®EL T, H
ARNIZ MK-7625A i 5- LTCBROL BT v 7 7 A W, IEARNTORENET 07 7 AV &R
XIEWIRNWEZ XN, &I, HRAABRFICB T 227 haF U ROV R7 2 LD
TRITIEAARNEBH LHEL L TRBY ., HARNBE TO PK-PD BIfR & it L2 i 5L, PLfEM &R
T DI 7R SR I E L TV D 2 EAVRENTZ[2.7.2.3.4.5 H],

PN IRL A 2 DR S A R A B R U ) 2 ) i

7 bR RO N7 ZLTEICEPRE SN D Z LD BERE OB OV TR L 72,
ZORER, 7V TF= 7 VT T A (Cler) DIETICENE T haF U ROE V' RT H LD
HE RTINS 2GR H AL, BHREREE BT T D HERENLETH D Z LRI S
72[2.7.2.3.2.6 H], D=, THE - HEICBEET 268 H EoERE) ([2ARF O HERMEICE T 5
TR A 2-1.8.3. 3TEIZFe# L 7=,

ZOMONEPEER (Fn, Y, REROCAHE) IZOo0W T, 87 hrFrROF I "rx
L DIGEE Bl TN MK-7625A DM T 1 7 7 A JWVIZERIRAIZ R O & 2 BE R BI T T
NG, INHOERTOARFOHEREIIARELEZ bz, ZHICE D, BREEE RS
LA D cUTI B J Y clAL BBFITHR LT, MK-7625A (¥ V' "7 X N05¢g/ &7 huHrlg %
B G LIZBROEIMER RN RINT, £o, PHEEOBEMEREREICHLTH, WEH

1.8 W3CE (R)
-9 -

C Confidential



BINRy 2 LNF N UL BT o URERE TR
1.8 IRfISCE (%)

AT 5 2 & TRIFRANMER R EMENR ST,

FERARNERERAZ X RICE T a7 2 MBS W AEERCET 53R
(12-105888) % 5Ehi L7-fEH., 7 b7 o A P450 (CYP) 1A2K UBA4I NZHHET =4 h T v
AR —%— (OAT) %I LIERINCERD & 2 W BEAER TR b T AREILRIFTHh -
oo LMLARRE, XY RN7Z N T a3y ROBEREMHEERRBR T, e <32y B
BRI IZ R BT D OATI L N OAT3 % fHE L, # VN7 X KOOI (tn) BT1%IER L7z
EOWENDH D LoD WASGEO A EoEE 3. MAER] ICEBREST L2 & & L,

AL - HE () ROZORERPOE LD

MK-7625A OEEHA &L : 2 (¥ X7 X 505¢/ 7 bua¥lg) THEEINMEIOFEI
PR OV IAHRRBRIC L D | cUTL S TF cIAL (2K 2 AFN DA BN NS BAF 722t o OBAME
DIRE Tz, cUTI B LN clAl BE & x5 & L-ENE IR ICB O TH RROBIENE S
Nic, UbEXv, BARNBEICRTLIAFORE - HE () %, @, RAEIELS g (¥
VR ZLELT0S5g/ BT hrHre LTlg) Z1H3E6057MT TREHEET 2, i, IEIK
%, MEWENIRGEE. MRFER, HIREICH L TE, A he=F Y — L ERREFATL 2 L) ERE
L7z, 7236, [1.833 HNIRT LBV | BERERERE I L TUIARIOMNEZHFHEH T2 2 & %,
A ScEO TR - HEICEET M EoER) ICTEEET 52 L & LT,

1.8.3.3 RiE - REICEHEY SERLDERE ()

(1) AREOFERIZHT->TE, MHEREOFRBRELZF 720, JRAlE U TSR L. HEHOTRRE
M ELR R/ NROBB OREIZE EHb L,

Q) MM, NEMENERES. MREER. FFIREEE 258 & Lo ARKI B 5RO G M L O AR
FE L U7 ERRERBRIT SN L Ty (THRREGEE ) OTEZIR) , Mok, IEVENRE. fRgEsk. T
BB N, T2 A o=y — VEFHRO AL - A&, i EoEEET, A he=4
= VEFHE DU SCECED Z &,

(3) BHEEREEDH HHBHE (CLer 350 mL/min LA F) 128 L L FEESEICAK| O HEZFHETT 5
& (TEEREARNEE, EyEiE) oEBM),

JVT7F=227V7 5% (CLer) | AF P

30~50 mL/min 1[7]750 mgh % 1 A 3[ml# 5

15~29 mL/min 1171375 mg? % 1 H 3[EI#&% 5-
1=1150 mg) % 1 B 3[a# 5., 7272 L, #E D750 mgh

M OB R BES 95 2 & (MIRENTEHM HILENTHE T %IECHN
5),

1) AAI750 mg (#3727 Z 5250 mg, &7 b o ¥ 500 mg)

2) AAIBISmg (ZY "7 Z A125mg, £ 7 b aH 250 mg)

3) AAIN50mg (#"7 % 150mg, £7 kY100 mg)

* Cockeroft-Gault A2 L W #EE L7= CLer
PR AESL605 0T TR 515,
$ CLcr 2315 mL/min Al TMENT 2 L CORWEBF BT D BRHERARORILE 725 7 — 2 135 5T,

1.8 W3CE (R)
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1.8.3.4

A% - AEICEET 2ERALEDIE (F) ORTERM

LUF ORI S . IATSCE () oMk - HEICEET M EokEaiE L,

(1

2

3)

cUTL B L O clAl BB & x4 & LT [E AN ORFIRRER D7 — 2 7> & | [EIN S TAHER
(014588 K O013380R) M s a5 INARERER  (10-08/0938%R) Tld. MK-7625A & &5
B\ZIMME & 2 > 7o HITRE O B o7z, cUTLIEE x5 & Lizilshakli (10-04/05
ABR) TliX, MK-7625A 12519 2 EOIR T MBI O A58 H72[2.7.3.5 ], [&
kF5.3.5.1.1: 10-04/05], [EINEIIFHRERIZHBV T, MK-7625A #5442t & 72 - 725
RO LN o T2 b DD | AKFI O GHIFIL, cUTI O clALIZ K3 A1 E/ 37
HANROFEIZ & &2 BAERIBUT 2 Z L LB 2T,
AN B. fragilis IS OBRSKIERE ISR T DHUETEER R+ TH L8, A hr=F Y —
NVEGFRAEE3 5 Z & T, clAl OFIKE & 72 2 OB # IS b A EN IR TE 5,
Flo. A MR=F Y — X, BRRPEEFFRNRANT T ARG T OHEETHY |
77 aARY CRPIEIK L OO T Al OIRRE L L TR BEHEATWS, Zh
ICHASE | AL BF A &G L LIZEWNAA O AHRER (013308 & UM0-08/0958k) 12
BT, A b=y —VEFHFEIRNE G Lz, ZOR5E., Aattniifssinic
EMBEMRIZBODTHREERIC, AL T DR E LTAAIL XA hr=FY — L%
Tz LT,
7 Yo F I RT B AR R E OB TH D MULEIZBZ /LT
Pett S o, BHERERERE OREA R MG 2700, B, PEEROREREDOR
PERERE F R I N BT 2 LB L T 5 KRB A LHBRE BT 287 hat v
XUx# Ry B2 LD ENEE A T T 530 DR (101-023%8k, 201-02588k )& ('11-01
RER) AN LT, TORE, BHEREEEOREIZS U TAKIOK G &E2HET D%
BIPES RIR S U72[2.7.2.3.2.6 HH], EIPNSOF MFHFABRIZ 3o\ TR RERE T B (2AH
OHERZFELIEGETH, @WANMERGE L, L TLENSARMEL BAFCTh
oz, INHORRERE 2, BHREREREICH L TARRAZ ST 256101385
WP B REEOEE 2T =X )V U VT L ENEETHL ZEND, BN GE
(%) ICTHEEMETLZ &L L,
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1.8 I (%)

1.8.4

FRLODEE () RUZTOHRTERERL
A EoEE (8) MOZFORTERINEZ[F 1.84-11TRT,

= 1.8.4-1

FERLEDEE (F) RUZORERHL

i FoEE ()

A EAR L

Mo ROBEFIC

(1) RANIDORGy EE 7 = L RPUEMEIC

(1) WHEIEAZ R Z TR EhndH 57

G L *f L BUE DBAERE D & % B DBRIE LTz,

&) () D B-T7 7 # LRHUEME (RX= VU2 | (2) B-7 7 ¥ 2R UEWE IO
Ry HIVSRR L RE) (TR LEE0H LB EE A L TR0, K&
BE (7F 7 4 7Fv—, HEOKEK WIS ERE ZTRBENRD 5T
) OBEREIED & 5 BE DERE LTz,

i EoEE

LIEERE ko
BEIITEEIC

(1) &7 = DRLSND B-7 7 2 DRHUEY
B (R=v U VR, AR ARE)

=

(1) B-7 7 Z LRPUEME XL O
LS EZ A L CRBY ., &40

BEITHZ L) W% LIBBUE OBEEREO & 5 BE [257% WIS EEZTRBENNH 57
FOSHERZRD 5N TNDH O T, EHEICHK OEIRTE LT,
59528, FANZH LT T 74 T7F%2 | Q) XIS NI XZLRONET ha
—mb bbb S A, HEEPIEL, . WP b EE LTEALEE
WE R E A21TH 2 & ] s, BE¥EREEOH DB
() BHEREOHLIBE [T etk FETIZE IR 2 LR/ T b
H R & WD LR FE A3 HE 09 o DI R EE 2SN 5 3
A, HERGALETCH S (THE - TNRHY | EEEIETBE L
FEICE#ET 24 H Lok TEEA [RIFEE DR NREE B A MR T2
AR OEZH), ] WX B A U RE D B
NbDTZORE LT,
DEEREANE | () AFNCK D av s T T 0 T7x%v— | (1) FREC164E9 H 29 S FAZRH
=3 DIAEZMEFNZ T TE D HFENR2N 50929005 22X EHA
DT, ROWEEL L DHZ &, PrA W A el o 1 IR
1) ERNCEERE I OWT o RZ2 a2 ELUCRLH L7z, AAIOENE
7528, ob, PUEMEBEFICLDT MAHEER (014 3RER &L 0013 3
VL F—JRIILTHERT D 2 L. B Tlxva v s XET 7«
2) HEHEICEL L, %3 a v 7 STt T X —DOHEFT VN, I
THREBED E N DR L TH< BOHELGIIT LA —KIHDOH
Z&, TlbLEKLRLOT, BT
3) GBSO EERTRE T, BEE RUEY @& 51T 5 2 L N E
ORI, TR Bl AT BHTHhDHIENLREL,
9L, BT, BEBIRERITERR | Q) AROEKGRIL OS5 HIX, &
<BETDHZ L, IR B EERE 21TV, HE
(2) AFNOFE-Fi L OFe 5-H1L, I ZEUNCHE T O LER D DT
MRt FEE+ o2& (k- A& WRRE LT,
(RS A EoorEE ) MEERE )
DIAZHR)
3FHAEAEH BN B NIEET =A N T AR— | BT B LOMAENEHOBET %
% — (OAT1 )TN OAT3) OEETH S, LT,
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1.8 I (%)

i EoEE ()

A2

B EAR L

OFHEE (BFHIC
HEETLHZ L)

A | BRASER - HYE | AR - faBRIK T

b Jiik

A= TS SV il
T R Sy
HET 2 Z LI
X, Ny
& IO YR
PRTS®DE
EZHND,

AT BT ING BN
IR | ONRNE
EL. I NY
NI

REZ FRX
QOB SR Wi

HD,

VAV V= BT S R = RN
2 REPFH LEZBRIC, 7 a_xy
RS IRAIE 2R BLT D OAT1 L O
OAT3%#[HEL, # Y /N7 X LDIH
AN TI%IE R LT & omss
NHDHEMBREL,

4.8I1EH

BRI (TRER)

TN PR B8 R i R B UM RE MR R e P gk
Yl B At g & L2 ENEITERRIC R
W, ARFIO$ G- %52 1) 7221445 R 3945
(18.2%) ITEIWER A FO bivle, EREIE
FI1Z ALT (GPT) #50115%1 (7.0%) . AST (GOT)
HEIN15GI (7.0%) . FHI9BI (4.2%). Hl3
B (1.4%). y-GTP #1361 (1.4%) TH -
776

T R I i ER A e OV M e P
YUiE BE 2t R & Ui s A RER I B
WC, AFID#FE %5217 721,002 F19345]
(9.3%) ZREIWERANRD bz, EREIE
FITELL7H (1.7%) . FHies] (1.6%).
GEN 14051 (1.4%). AST (GOT) #H4hn10
(1.0%) ToH-o7=,

[ENEE AR (014730 K 1013
BR) K OS5 AR ER (10-04/05
B K ON0-08/0958088) TREL LT
F72EIER ZFod L7,

(WEKXRZRIEH

) Yavr, TF747%— (BEER
Eyzjﬁal)) :
vavl, TTFT7 4 7% —HOEE
IRRBEUEN SN D oD Z ENB D
DT, BEEL LTV, BEPFED
Y gWiet o N b e SN I o N R FAN
WEZEITH Z &,

2) ZuaARNITTL T 4T 4R
% (0.5%) :
JaARNI TN T4 T4 VRIG
RNBLONDZENHDHDT, IEH.
BRI RN S S b= HE ik s
ok L, @R LEEAITO Z &,

3)  AERREE EEERIEY) - AMEREE
NHLONDZERNHDHDOT, BEN
O OLNTEE TR G 2P IET 5
EL HEURMERTO e (THEERE
AMEE] OEZM),

FED) T ShBIER

1)

2)

3)

EINEEIAERER (014 3R & Y
013 #BR) TlIHEI N TV
VIS, SN T RS C I BULE SO
DEEENTNWDTZORE L
7~ BN g vy s TT S
T 4T X —OWAEITIR VA,
fthod p-T 7 % L RPUEWE Tl
WhESN TR, EERIBEUE
B I CRECIER 23 55
GThHI-D, EEMETH
R Y
JAaANI VTN T AT 4
VB FREL, EIET T
PUAEEOFE I LV #RESh
TW5b, ENSBIHERE (014
HEB MO 013 #Br) T, 71
ARNITTN T 4T 4V VKR
RN 13 (0.5%) F 5Tz,
F 72, MBI RER (10-04/05
B K O 10-08/09 3ABR) 1B
Th, JOARNITTAL T4
T 4 v VICTEET D KGR 4
B (0.4%) ZHil=, Lh bz R
FARE LT,
R E I, E NS AR
(0143888 L T013388R) I,
BRSREREE 1] (0.5%) A5
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(AT NS/
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B
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BT |
HENEBAL IR

R EAENLE
O FERR, {E A
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R T1%UL EdiE Sz RIER
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1.8 I (%)

fEH EoiEE (R) AR EAR AL
A NE YN
AR NRE YN |
RSN 2N
S e A E

i R AR A AST (GOT) | v -GTP # |iftf AL-P #8)0

B0, ALT |0

(GPT) 44

il

12) AT Sz BIEA]

5.l E ~DRG

rln A TIE—RANICERREME T LTV
e, HERRICIIEENLETH D, B
PREEMAEZ1T O ZEITAMATH Y, BikaE

IS CTHEZRETD 2 & (THTE - H&E

(R A EoEE ) TEE LR
R OESMH), [RFTELE L THIE
HHEIEEN D, BHEENMET L TV D EE
TiX. BWEHORBE Y 27 BNEmEbBEh
N 5D, ]

R Tl — R B RE MK T
LTWABZ ENEW=, BhHRIK
ORI P ISR A 21TV
MBS U C R 2 N iaEi 5
DL EEFEEMGE LT,

6.1k lm, PEMm. %
FImEA~ OG-

(1) B8 SATIEYR LT 5 FIRENED & D i

NI, 160 EOA RIS a2 0]

DLW SN DB ERICOREGT DT
& DR O GCBE % 2 a3

SNLTWRW, BT had ook

WA Z @I 570 E 5 MEARHT

b, 87 "o ER (v k)

WZBWT, MR L O F1iz 300
mg/kg/ H (BRI &IZIZITHEY T 5)
PLEZEE L& &, % 60 HOHA
WICHE RIS SOG DIK T80 H i
775 ]

2)

AP OIHNTIE, BA~ORAOA LM
RO oA R L, AH|
DGk LRI 570, &Kz Pk

LAA ZHET 2022 L, [#
IR BELRE T b ot ML
HPABITTAIEARATH D, ]

(1) W D&% %5 & U= R
BRI FEM L TR O TL e
fESE LTy, E2, BT b
o W O EE M A MR D
I EBRIIITOIL Ty, &
7 haroEIER (7 v )
TIX, b b TORKREEREIZIT
EF Y95 R CHAIRICEER
PREIER S~ DEENBIZE SN
T2 emn, REIZFHE L THE
EMad sz e L,

(2) #FFLH DI N~DARF| DO Fe 5%
Bt <, Il o A& OFL
RAOHEBIIRHATHD Z En
LIRE LT, 7B, 7 butf
> O RAT 2 ST 2 B
FERT I LTV RS, —H
D7 ru AR VRHAEWE
I HICBAITT 5 & oSN
H5,

TR~

IRHARER, #rER, 2R, ShIR303/h
AT+ 2 et K O TS LT
R, L FREER 2 720, ]

AHFN O /NG A~OF HRERITIR 5
nNTHEY  NNEFICB T MR
O IMEIIFESL L TR W T DR
E LT,

8 BRI AR A
JESy T

E#E7 — A ARG 295 2 LD
60

ARAN T IRV OFT RIS ST
WRWH DD, B-T 7 X LRUVEY
BILE Y — b AR & R
HIERDHDIZORE LT,

9.1 Fi G-

R GRS, AFloRGE2PIEL, —
XA ZRRERE AT 5 2 &0 AFNIT MK E
iz XV ERDLBEBRESN D, AHI750 mg

i B RO — R IR ALVE TR A
Ll L7z, 72, 8 THEARICBW
THBNT O E MR LT 2
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1.8 I (%)

H EOEE ()

A EAR AL

(&7 % K250mg, 7 ka4 500
mg) & R A REE IR G LR BT,
BT ING H BDKIS6Y, XV 3T 2 A
MI1DHI51%. &7 Fa ¥ DKI66%EHT
WX BREShT,

#H L7,

108/ ForE

(1) FRHEE

1)  AHI 134 7o E 10mL OIS
KA BERE ML, o< D &
RVIBETHEMRET 5 (REAER
11.4mL), CDBEREBZEZEEEZS LG
Zé&,

2) VAFRIBHCINT, VIR D /3A T L)
baesE (HEREZ2 T 25510 EE)
ZIY | AERAEIER T 5% R U
$HE 100mL D 5{i# 73 > 712N L AT
T 5,

Q) ARE DIRIFIE

AANIRATAN 2 & 720, %I
25°C LA Tl 24 FFE LA, 2~8°C T
X4 BUNICHEA L, s8R0
L.

) BEAE
oA L ORGSR T A2 L, (S
DT =2 IR SN TN D,)

4) PehHmi

AANOEFRTCIE B AR TR IR E &
DAL RN IERTH 2 &,
TR ORI T IO~ A EH TH
%o WIRICHRL - IRESSE AN B -T2
BAIER Lz L,

(1) ERPRFRBR SN R D FIAIZ H D
X ARG FIEEZ R E LT,

(2) ARHNO AR D722 TE MR OFE
RICESZHRELZ,

(3) A L hDFHK L DOELE LD
T IR ENTWDTZDIZER
E LT,

@) AFNONBUZ & D372 AL 3R
D OENDGEITRENREL LT
WARIREMENE 2 b, B
RERVEFI IS & B A3 A
TRETRWVWIEMLREL
776
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1.9 —RBIIHRLINE
191 BYNIBLF YDA
1911 —REEFR (JAN)

HAIZEIT 2 ERS A4 FR JAN) KOVMbZEiEdE 0T, k29458 A 8 H {3k A4: 5% 50808
ElEIC L mm Sz C&EkE 528-6-B3),

[JAN (BA%)] 2V RXUZAFRY DL
[JAN (& 44)] Tazobactam Sodium

(k4]

(AAA)
(28,38,5R)-3- A F/V-7-4 % V-3-(1H-123- 5 U TV —)L-1-A VA FW)-4-F T -1-TF 7 n
[320] T X -2-HIVR VR 44-UA4 K% R—F FJ A

(Fe4)
Monosodium (28S,3S,5R)-3-methyl-7-ox0-3-(1H-1,2,3-triazol-1-ylmethyl)-4-thia-
1-azabicyclo[3.2.0]heptane-2-carboxylate 4,4-dioxide

(515 (]

[+ KLU F ]
(¥
CioH11N4NaOsS

G FR)

322.27

[CAS &% 5]
89785-84-2

1.9.1.2 ER—f4a (INN)
r-INN /X, tazobactam & L T List29 (WHO Drug Information, 1989, Vol. 3, No. 3, r-INN: p. 10
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) ZUNE ST,

1.92 €7 OV UREKE
1921 —REIATE (JAN)

HARIZE T 2 EFES R4 FR JAN) KOS, Fak294:2 H 24 H £ 34 358550224
Wl L v EmEnT (Bi%E528-1-B1),

[JAN (EA&4)] &7 e Uik
[JAN (3& 4)] Ceftolozane Sulfate

(140 ]

(AAA)
(6R,TR)-3-[(5-7 X / -4-{[(2-7 X ) “F M) I NAINFEA VT R ) 4-1-A F)L-1H- 5V — L2~
AT B2-A YA TFIVNT-[RD)2-(5-T 2/ -12,4-F T VT ) —)v3-4A W)2-{[2-T1 VR F T
a2 A NAF VAT RT R RS- AFVS5-FT-1-THFE 7 1420147 ¥
D-TUD-HIVR R R

()
(6R,7R)-3-[(5-Amino-4-{[(2-aminoethyl)carbamoyl]amino}-1-methyl- 1 H-pyrazol-2-ium-2-yl)methyl
1-7-[(22)-2-(5-amino-1,2,4-thiadiazol-3-yl)-2- {[(2-carboxypropan-2-yl)oxy]imino} acetamido]-8-oxo-

5-thia-1-azabicyclo[4.2.0]oct-2-ene-2-carboxylate monosulfate

[#51E]
Hs

C

CO,H _

0] i;
O

H | NH

T
s7 HsC
H H

o NH,

HsC
N
S/ ~ ° H2804
>7N

H,oN

NH,

(¥
C23H30N1208S2°H2SO4
)

764.77
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[CAS &% 5]
936111-69-2

1.9.2.2 EFR—#&% (INN)

r-INN (%, ceftolozane & L C List 67 (WHO Drug Information, 2012, Vol. 26, No. 1, r-INN:p. 54
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AN ELNFN) AT e URREEE SR
1.10 ¥ - BEEZEOREREEROE L

1.10 = - BEFOEEFEEHDFLYD

1.10.1 BE - BIEZFDEEEEERODE LD
= 1.10-1 B - BEZDIEEETEHODE LY
== IEA
EE
THEE « Zh 5 <SS AR >

AFNCEEO VoV ERER, KIGE, Y haXrZ—g g JLV 7 VTR,
TrTung =g TuaTrvuRAE, FEE

<8 S >
Eese, BEE R, MEREK, MEVENIRT . MHER. G

ML - H&E W, RACIEIENSg (X" 28 1LT05g/ 87 huy kLTl
Z 183816053 7T TAifEET 5,
¥, MEME . NEERNMRE. MHSESR. MFIRGICH L CiE, A b=y —
TR E DT 52 L,

BRSO FEE

TR R OERIAL | dilk4 © P37 T EA R e

93 orE (AL T, XS NRTHNF NY TA53Tmg (XY R X AE LT
500mg) 7 huY o fiEEEL 147 mg (B7 hrY Ll LTL000mg) %
A7)

i BV ERN

AV E SN NE = SUET || 0% A r G dy AT AN

(7 ha¥]
Hr 5
BT B 55 1t O BL R
(mg/kg)
Z v b (e FRN > 2,000
A X (MERE) FRN > 2,000
ARG
&5‘%@ FEH = A =2 B
B | R (ﬁiﬁ?) &35?) LA
B 582
. 1,000 mg/kg/ H : B figiod T FL 1
4]@?‘% ST 2 YnE g
Fo k| aamy [ P03 g0 IR O
TR ’
300 mg/kg/ A LL L Bl
43 ] T 2
A (1H 1) ?&$3m, 300 1,000 mg/kg/ H : @Rt HA K
FARN ’ VO RIS 00 WAL, BRI AR |
FRHE, IR
¢ BgOZITEIGEE I TH Y, BEFHRERIIRVWEEZ N,
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(7 huWr 2V r 2 AGFRES]

FAEE G-
P 5 2R = e
mot | o | BRSNS HERES ERAR
P 58
1,000/0 mg/kg/ H : gD E 2
FEIN R OVl -3
0/500 mg/kg/ B : ATl oD F H: 4
ampy | % O I OF AR EE D 22
7 vk (1H 1)) 250/1’25 > | 1,000/500 ik ®
RN L 000/500 1,000/500 mg/kg/ B : Bl &
’ IR O 7. s =
SN R OV A E o
Zehaqk ®
238 [ 0/0, 300/0, 300/150 mg/kg/ F @ FrfZs L
{ X (1F2ED) | 0/150, 100/50, | 300/150
FEARP 300/150

" BER SRR COR S

BiIt 7 by /2R Z AONEICEEE LT,
b FIROZALITEICEE L TH D . BEFHAERITIRVWES X b,

FIE BIEFIRELE (5. ERARRAEMRE)
ENEMAERER (013388 )2 0143888) 12817 ARITEFIRELE |
3941121445 =18.2% (EFRMRAMER T 2 &Tr)
BIWE ] o ffdE G0
ALT (GPT) #4§/n 1561 (7.0%)
AST (GOT) #4§/n 15651 (7.0%)
T o (4.2%)
L 361 (1.4%)
v -GTP #4501 361 (1.4%)
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112 FEH-—F
1121 REEH-%

3 B3 (£ 2—3) BB D
3.2 TS XITREE
3.2.S  Drug Substance

3.2.S.1 General Information

3.2.S.1.1 Nomenclature - Ceftolozane Sulfate

3.2.S.1.2 Structure - Ceftolozane Sulfate

3.2.5.1.3  General Properties - Ceftolozane Sulfate
3.2.S.2 Manufacture
3.2.S.2.1 Manufacturers

3.2.8.2.2 Description of Manufacturing Process and Controls
3.2.8.2.3 Control of Materials

3.2.8.2.4 Control of Critical Steps and Intermediates
3.2.8.2.5 Process Validation - Ceftolozane Sulfate

3.2.8.2.6 Manufacturing Process Development

3.2.S.3 Characterization

3.2.8.3.1 Elucidation of Structure and Other Characteristics

3.2.8.3.2 Impurities
3.2.5.4 Control of Drug Substance

3.2.8.4.1 Specifications - Ceftolozane Sulfate
3.2.5.4.2 Analytical Procedures

325421
32.5422
325423
325424
3.2.54.25
3.2.5.4.2.6
3.2.5.4.2.7
3.2.54.2.38
3.2.5.4.2.10
3.2.84.2.11
3.2.5.4.2.12
3.2.5.4.2.13
3.2.54.2.14

Analytical Procedures - Appearance
Analytical Procedures - ID by FTIR
Analytical Procedures - ID by HPLC Related Substances and Purity
Analytical Procedures - Color of Solution
Analytical Procedures - Water Content
Analytical Procedures - Optical Rotation
Analytical Procedures - Residue on Ignition
Analytical Procedures - Counter Ion Sulfate
Analytical Procedures - Potency Assay
Analytical Procedures - Residual-
Analytical Procedures - Microbial Attributes
Analytical Procedures - Residual -

Analytical Procedures - Bacterial Endotoxins

3.2.5.4.3 Validation of Analytical Procedures

1121 #fAHER—ER
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3.2.5.4.3.1 Validation of Analytical Procedures - Appearance
3.2.5.4.3.2 Validation of Analytical Procedures - ID by FTIR
3.2.5.4.3.3 Validation of Analytical Procedures - ID by HPLC Related Substances and Purity
3.2.5.4.3.4 Validation of Analytical Procedures - Color of Solution
3.2.5.4.3.5 Validation of Analytical Procedures - Water Content
3.2.5.4.3.6 Validation of Analytical Procedures - Optical Rotation
3.2.5.4.3.7 Validation of Analytical Procedures - Residue on Ignition
3.2.5.4.3.8 Validation of Analytical Procedures - Counter Ion Sulfate
3.2.5.4.3.10 Validation of Analytical Procedures - Potency
3.2.5.4.3.11 Validation of Analytical Procedures - Residual-
3.2.5.4.3.12 Validation of Analytical Procedures - Microbial Limits
3.2.5.4.3.13 Validation of Analytical Procedures - Residual Solvent-
3.2.5.4.3.14 Validation of Analytical Procedures - Bacterial Endotoxins
3.2.5.4.4 Batch Analyses
3.2.5.4.5 Justification of Specification
3.2.S.5 Reference Standards or Materials
3.2.5.6 Container Closure System
3.2.5.7 Stability
3.2.8.7.1 Stability Summary and Conclusions
3.2.8.7.2 Post-Approval Stability Protocol and Commitment
3.2.8.7.3 Stability Data

3.2.P Drug Product
3.2.P.1 Description and Composition of the Drug Product
3.2.P.2 Pharmaceutical Development
3.2.P2.1 Components of the Drug Product
3.2.P.2.2 Drug Product
3.2.P.2.3 Manufacturing Process Development
3.2.P2.4 Container Closure System
3.2.P.2.5 Microbial Attributes
3.2.P2.6 Compatibility
3.2.P.3 Manufacture
3.2.P.3.1 Manufacturers
3.2.P.3.2 Batch Formula
3.2.P.3.3 Description of Manufacturing Process and Controls
3.2.P3.4 Control of Critical Steps and Intermediates

3.2.P.3.5 Process Validation and or Evaluation

1121 #fAHER—ER
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3.2.P4 Control of Excipients

3.2.P4.1 Excipient Specifications
3.2.P4.2 Analytical Procedures
3.2.P.4.3 Validation of Analytical Procedures

3.2.P4.4 Justification of Specifications

3.2.P4.5 Excipients of Human or Animal Origin
3.2.P4.6 Novel Excipients
3.2.P.5 Control of Drug Product
3.2.P5.1 Specifications
3.2.P.5.2 Analytical Procedures

3.2.P5.2.1
3.2.P522
3.2.P523
3.2.P524
3.2.P5.25
3.2.P5.2.6
3.2.P5.2.7
3.2.P52.38
3.2.P529
3.2.P5.2.10

Analytical Procedures - Appearance

Analytical Procedures - ID Potency and CU by HPLC
Analytical Procedures - Color of Solution

Analytical Procedures - Water Content

Analytical Procedures - pH

Analytical Procedures - Particulate Matter

Analytical Procedures - Purity and Related Substances
Analytical Procedures - Bacterial Endotoxins
Analytical Procedures - Sterility

Analytical Procedures - Container Closure Integrity

3.2.P.5.3 Validation of Analytical Procedures

3.2.P53.1
3.2.P532
3.2.P533
3.2.P53.4
3.2.P53.5
3.2.P53.6
3.2.P53.7
3.2.P53.8
3.2.P539
3.2.P5.3.10

Appearance - Validation

ID, Potency and CU - Validation

Color of Solution - Validation

Water Content - Validation

pH - Validation

Particulate Matter - Validation

Purity and Related Substances - Validation
Bacterial Endotoxins - Validation

Sterility - Validation

Container Closure Integrity - Validation

3.2.P.5.4 Batch Analyses

3.2.P.5.5 Characterization of Impurities

3.2.P.5.6 Justification of Specifications
3.2.P.6 Reference Standards or Materials

3.2.P.7 Container Closure System

3.2.P8 Stability
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3.2.P.8.1 Stability Summary and Conclusions
3.2.P.8.2 Post-Approval Stability Protocol and Commitment
3.2.P.8.3 Stabilty Data

3.2.A  Appendices
3.2.A.1 Facilities and Equipment
3.2.A.2 Adventitious Agents Safety Evaluation
3.2.A.3 Excipients

3.2.R  Regional Information

3.3 235 LIk
mMERE L
4 AR (Y a—4) @ FERER AR E

42 Al
42.1  IRHERER
42.1.1 h ) % BAT T 5 aER

I E R S LEXA BV

[&¥F4.2.1.1.1] In Vitro Assessment of an Investigational
Cephalosporin,CXA-101, in Combination
with Tazobactam, Against Pseudomonas
aeruginosa, Escherichia coli, and
Klebsiella pneumoniae Strains Exhibiting
Different Resistant Phenotypes

a2 Dl

[&¥}4.2.1.1.2] Affinity of the New Cephalosporin
CXA-101 to Penicillin-Binding Proteins
(PBPs) of Pseudomonas aeruginosa

B

[(&#t4.2.1.1.3] In vitro antibacterial activity of CXA-101
against P. aeruginosa with characterized
mechanisms of resistance

(&8t 4.2.1.1.4] PBPs profile and binding affinities of
CXA-101, ceftazidime, and imipenem of
pan-beta-lactam resistant P. aeruginosa
clinical strains
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L1210 iRTER—fEE
T EEE S WESA bV EH il 25 Dl
[& ¥} 4.2.1.1.5] Affinity of ceftolozane to penicillin Cubist i
binding proteins of Pseudomonas Pharmaceuticals, 65
aeruginosa and Eschericha coli Hayden Avenue,
Lexington, MA
USA
[(&#l4.2.1.1.6] Surveillance of ceftolozane/tazobactam %
antimicrobial activity when tested against
gram-negative organisms and streptococci , USA
isolated in Europe (2011)
[(&xt4.2.1.1.7] Surveillance of ceftolozane/tazobactam e
antimicrobial activity when tested against
gram-negative organisms and Streptococci
isolated in the USA (2011)
[(&#t4.2.1.1.8] In vitro antibacterial activity of FR264205 wE A
(&} 4.2.1.1.9] Activity of the new cephalosporin i
CXA-101 against biofilms of relevant P
aeruginosa phenotypes in cystic fibrosis
chronic lung infection: mucoid and
hypermutable strains SPAIN
[&%}4.2.1.1.10] | Acquisition of Resistance in P. aeruginosa | Discovery Biology, | &AMl
in the Presence of CXA-101, Ceftazidime | Cubist
or Meropenem by Serial Passage. Pharmaceuticals,
Lexington,
Massachusetts,
USA
[&%}4.2.1.1.11] | Resistance Incidence of CXA-101, Discovery Biology, | #Ffi
Ceftazidime or Meropenem in Cubist
Pseudomonas aeruginosa Pharmaceuticals,
Lexington,
Massachusetts,
USA
[&%}4.2.1.1.12] | Determination of resistance incidence (RI) | Discovery Biology, | &AMl
frequency of ceftolozane and comparators | Cubist
to Pseudomonas aeruginosa PAO1 Pharmaceuticals,
Lexington,
Massachusetts,
USA
[&k}4.2.1.1.13] In vitro dynamics and mechanisms of 2%
resistance development to
ceftolozane/tazobactam and comparators
in P. aeruginosa
[&#}4.2.1.1.14] | Relationship between 5%

ceftolozane/tazobactam exposure and
selection for Pseudomonas aeruginosa
resistance in a hollow-fiber infection
model

IR B
-5 -
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T E RS

EXA ML

(&8 4.2.1.1.15]

Relationship between
ceftolozane/tazobactam exposure and
drug-resistance amplification in a
hollow-fiber infection model

a2 Dl

55

[k 4.2.1.1.16]

Ceftolozane/tazobactam and comparison
beta-lactams: Propensities to select less
susceptible mutants

&8 4.2.1.1.17]

Activity of CXA-101 Against
Pseudomonas aeruginosa 3 -lactam
Resistance Mechanism: ampD, ampDh2,
ampDh3, dacB (PBP4), and oprD
mutations

[k 4.2.1.1.18]

Potential Role of Extended-Spectrum
AmpCs in Decreased Susceptibility to
Ceftolozane (previously CXA-101) among
AmpC-derepressed P. aeruginosa

[k 4.2.1.1.19]

Surveillance of CXA-101/tazobactam
against Target Gram-negative pathogens
and Streptococci

[k 4.2.1.1.20]

Surveillance of ceftolozane/tazobactam
antimicrobial activity when tested against
gram-negative organisms and Streptococci
isolated in the USA (2012)

[&H4.2.1.1.21]

CANWARD 2011: A National Population
Based Surveillance System, Assessing the
Prevalence of Antimicrobial Resistance in
Pathogens Associated with Respiratory,
Skin and Soft Tissue, Urinary and
Bacteremic Infections in Hospital Patients
in Canada

Canada

(&8 4.2.1.1.22]

CANWARD 2012: A National Population
Based Surveillance System, Assessing the
Prevalence of Antimicrobial Resistance in
Pathogens Associated with Respiratory,
Skin and Soft Tissue, Urinary and
Bacteremic Infections in Hospital Patients
in Canada

Canada

[k 4.2.1.1.23]

Surveillance of ceftolozane/tazobactam
antimicrobial activity when tested against
gram-negative organisms and Streptococci
isolated in Europe (2012)
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&8t 4.2.1.1.24] | Activity of FR264205 vs. defined 2%
resistance types.
(&8t 4.2.1.1.25] Spectrum of Activity and Potency of e
CXA-101 Combined with a
Beta-Lactamase Inhibitor
(&8t 4.2.1.1.26] Activity of the new antipseudomonal 5%
cephalosporin CXA-101 against
Carbapenem-resistant P. aeruginosa
isolates from a large multicentre study in
Spain.
[& ¥} 4.2.1.1.27] | Chequerboard titratrions of cephalosporin 2%
CXA-101 (FR264205) and tazobactam vs.
B -lactamase-producing
Enterobacteriaceae
&8t 4.2.1.1.28] | In vitro activity of CXA-101 plus 5%
tazobactam against genotypically
characterized extended-spectrum f3
-lactamase producing Escherichia coli and
Klebsiella pneumoniae.
SWEDEN
[& ¥} 4.2.1.1.29] Summary of activity of Clinical 2%
ceftolozane/tazobactam in global Microbiology,
surveillance and spectrum of activity Cubist
sytudies Pharmaceuticals,
Lexington,
Massachusetts,
USA
[& ¥} 4.2.1.1.30] | FINAL REPORT: In vitro Activify of 5%
Ceftolozane-Tazobactam against
Pseudomonas aeraginosa Clinical Isolates
including Piperacillin- tazobactam,
Ceftazidime, Meropenem, Ciprofloxacin,
Tobramycin, or Colistin Resistant, and
Multi-drug Resistant (MDR) Strains
Obtained from Canadian Hospitals.
[(&#t4.2.1.1.31] Spectrum of activity and potency of %
CXA-101 combined with tazobactam
tested against Pseudomonac aeruginosa
[& ¥} 4.2.1.1.32] Activity of the new antipseudomonal 2%
cephalosporin CXA-101 against P,
aeruginosa isolates from chronically
infected cystic fibrosis patients.
(&%t 4.2.1.1.33] Evaluation of the in vitro activity of 2%

ceftolozane and ceftolozane/tazobactam
when tested against recent contemporary
gram-positive cocci
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-7 -

1.12.1

C cConfidential




CANAVE SN N By BN el N = b A Y3 TR |

L1210 #AHER Rk
T EEE S WESA bV il 2% Dl

(&8l 4.2.1.1.34] Evaluation of the In Vitro Activitv of 5%
CXA-201 Against a Broad Spectrum of
Recent Clinical Anaerobic Isolates with
Emphasis on the Bacteroides fragilis
group

USA

[& ¥} 4.2.1.1.35] In vitro Antimicrobial Activity Study of FEAth
Novel Japan
Compounds(Ceftolozane/Tazobactam)
Against Various Clinical Isolates in Japan

[& ¥} 4.2.1.1.36] Antimicrobial susceptibility testing of FEATh
MK-7625A & MK-7655A Japan

[& ¥} 4.2.1.1.37] Characterizing the Activity of CXA-101: 2%
Susceptibility by Broth ,
Microdilution/Agar Dilution, Effect of USA
Testing Conditions on Activity, and
Assessment of Cidality by Timekill
Kinetics/MBC Analysis

[&#}4.2.1.1.38] | Development of a method for 5%
manufacturing sesititre 'dry’ MIC plates
containing CXA-101/TAZ4 or CXA-101.

(&%t 4.2.1.1.39] Stability of Ceftolozane, Tazobactam and B2l

Ceftolozane/Tazobactam in Water and
Saline Solution using High-Performance
Liquid Chromatography with Ultraviolet
Detection

[&EF 4.2.1.1.40]

Evaluation of the Stability of Ceftolozane,
Tazobactam and Ceftolozane/Tazobactam
in Various Microbiological Media

%)
>

[&H4.2.1.1.41]

In vitro Susceptibility Testing — Impact of
Test Method Parameters on the Activity of
CXA-201

[&HF4.2.1.1.42]

Effect of different concentrations of
surfactant on the MIC of CXA-101/201
against Staphylococcus aureus,
Pseudomonas aeruginosa and Klebsiella
pneumoniae

[& ok} 4.2.1.1.43]

The pharmacodynamic activities of the
CXA-101

[&EL4.2.1.1.44]

Analysis of the Antibacterial Interactions
Between Ceftolozane/tazobactam and
Other Antimicrobial Agents by
Determining Fractional Inhibitory
Concentrations (FIC) and Time Kill
Kinetics

SA

Discovery Biology, | #FAff

Cubist

Pharmaceuticals,

Lexington,

Massachusetts,

USA
BE
BE
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[&EF 4.2.1.1.45]

Assessment of the In Vitro Post
B-Lactamase Inhibitor Effect (PBLIE) of
Tazobactam When Associated with
Ceftolozane and Tested against Well
Characterized ESBL-Producing Strains

USA

55

[&EF 4.2.1.1.46]

Effect of CXA-201 in combination with
Metronidazole at Varying Concentrations
against Escherichia coli and Klebsiella
pneumonia in a Checkerboard MIC Assay
Under Aerobic, Microaerophilic and
Anaerobic conditions

Discovery Biology,
Cubist
Pharmaceuticals,
Lexington,
Massachusetts,
USA

7

[&EF4.2.1.1.47]

In vivo antibacterial activity of FR264205

FFl

[& ok} 4.2.1.1.48]

50% Effective dose (EDs() Determination
of CXA-101 Alone or in Combination
with Tazobactam for Treating
Experimental Peritonitis in Mice Due to
Extended-Spectrum B-Lactamase
(ESBL)-Producing Escherichia coli
strains: Comparison with Ceftazidime and
Piperacillin/Tazobactam

[&EF4.2.1.1.49]

50% Effective dose (EDs() Determination
of CXA-101 Alone or in Combination
with Tazobactam for Treating
Experimental Peritonitis in Mice Due to
Extended-Spectrum B-Lactamase
(ESBL)-Producing Klebsiella pneumoniae
strains: Comparison with Ceftazidime and
Piperacillin/Tazobactam

[&EF4.2.1.1.50]

Efficacy of Ceftolozane in a Murine
Model of Pseudomonas aeruginosa Acute
Pneumonia: In Vivo Antimicrobial
Activity and Impact on Host Inflammatory
Response

[&kF4.2.1.1.51]

In vivo Pharmacodynamics of Ceftolozane
Against Streptococcus and Pseudomonas
in a Neutropenic Murine Thigh Infection
Model

[&EF4.2.1.1.52]

In vitro susceptiblity of ceftolozane and
ceftolozane/tazobactam and selected
comparators against clinical isolates of
Escherichia coli producing
CTX-M-14-type ESBLs

7
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[4%}4.2.1.1.53] | Enzyme kinetics for tazobactam versus Discovery Biology, | #Ffi
TEM-1, CTX-M-14, and CTX-M-15 Cubist
beta-lantamase enzymes Pharmaceuticals,
Inc. Lexington,
Massachusetts,
USA
(&8t 4.2.1.1.54] Pharmacokinetic-Pharmacodynamic %
Investigation of Ceftolozane and
Tazobactam Combinations
(Ceftolozane/Tazobactam) against
Escherichia coli Using In vitro
Pharmacodynamic Models
[&#}t4.2.1.1.55] | Pharmacodynamics of ceftolozane and 5%
tazobactam studied in an in vitro
pharmacokinetic model of infection
[& ¥} 4.2.1.1.56] Pharmacokinetics-pharmacodynamics of 2%
tazobactam in combination with
ceftolozane in an in vitro infection model
[&#}t4.2.1.1.57] | Pharmacological basis of [ -lactamase 5
inhibitor therapeutics: Tazobactam in
combination with ceftolozane
[& ¥} 4.2.1.1.58] The pharmacodynamic activities of the 5E
CXA-101
Addendum to report
CXA101-M-004-Analysis of 2-log kill
data
[&#t4.2.1.1.59] | Ceftolozane/Tazobactam: P =
Pharmacodynamics of ceftolozane
combined with tazobactam in a
neutropenic mouse thigh model
[&#} 4.2.1.1.60] | BSAC Surveillance e

(2011 Bacteremia Resistance Surveillance,
2010/2011 and 2011/2012 Respiratory
Resistance Surveillance)
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[&Fkt4.2.1.2.1] CXA-101: A Non-GLP In Vitro Receptor %
Binding Screen
[&¥}4.2.1.2.2] Tazobactam: A Non-GLP In Vitro %
Receptor Binding Screen
[&#t4.2.1.2.3] Tazobactam M1: A Non-GLP In Vitro %
Receptor Binding Screen
4213 B SN
AT E R 5 XESA L il 2% Dl
(&8t 4.2.1.3.1] Effects of CXA-101 on Cloned hERG Rl

Potassium Channels Expressed in Human
Embryonic Kidney Cells

[&FF4.2.1.3.2]

Safety pharmacology of FR264205 on Rat

[& ¥} 4.2.1.3.3]

Cardiovascular Evaluation of
Intravenously Administered CXA-101 in
Conscious Telemetered Dogs

[&Fk} 4.2.1.3.4]

Evaluation of Respiratory Function
Following Intravenous Administration of
CXA-101 in Rats

[& k¥t 4.2.1.3.5]

Convulsion Activity of FR264205 by
Intracerebroventricular Injection on
Mouse and Rat

[&FkF 4.2.1.3.6]

Neuropharmacological Profile (NPP) of
CXA-101 in Rats

[& ¥t 4.2.1.3.7]

Histamine Releasing and Hemolysis
Activities of FR264205

4.2.1.4 IR0 3RYFE AR FRER

REERRL
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(&8 4.2.2.1.1]

Preliminary Testing: Assay of Blood
Plasma Concentration of FR264205 in
Rats using HPLC

TAakER & &k : FR264205 ¢ HPLC
EIZE DT v bl R R E Ek

L5

&8 4.2.2.1.2]

Assay: Procedures for Assay of FR264205

Freebase Concentrations in Dog Plasma

with High-performance Liquid

Chromatography (HPLC)

ERE . MRk a~ N7 T 74—
(HPLC) |2 &% X ifu#fh FR264205

7 ) AR E R

[& ¥} 4.2.2.1.3]

Preparative Details of ['*C]JFR264205

[&kF4.2.2.1.4]

Assay: Validation of Procedures for Assay
of FR264205 Freebase Concentrations in
Rat Plasma with HPLC

ERYE  HPLCIEIZ X 5 7 v MfEH
FR264205 7 U —Hg H B E BN
F— g

[& ¥} 4.2.2.1.5]

Assay Method: Determination of
FR264205 Free Base in Rat Plasma using
High-performance Liquid
Chromatography (HPLC)

/YL HPLCIEIC K 5 7 » Ml
FR264205 7 U — i L B2 i Bk

[&Fk} 4.2.2.1.6]

Assay Method: Determination of
FR264205 in Dog Plasma using
High-performance Liquid
Chromatography (HPLC)

TE &1 FR264205 @ HPLC LI L 5 A
S B T R E A

[&FkF4.2.2.1.7]

Assay Method: Determination of
FR264205 in Dog Kidney using
High-performance Liquid
Chromatography (HPLC)

TE &1 FR264205 @ HPLC LI L 5 A
X i e R A B

[& ¥} 4.2.2.1.8]

Assay Method: Determination of
FR264205 in Rat Kidney using
High-performance Liquid
Chromatography (HPLC)

TE &1 FR264205 O HPLC HEIC K 5 7
> b B e R RE A

[& ¥} 4.2.2.1.9]

Validation of a Method for the
Determination of CXA-101 in Dog Plasma
using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

T
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[&#}4.2.2.1.10] | Validation of a Method for the 2%
Determination of Tazobactam in Dog
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[&#}4.2.2.1.11] | Validation of a Method for the 2%
Determination of CXA-101 in Rat Plasma
using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

&%} 4.2.2.1.12] | Validation of a Method for the 2%
Determination of Tazobactam in Rat
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[4%}4.2.2.1.13] | Evaluation of the Extended Stability of 5
CXA-101 in Dog Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

(&8t 4.2.2.1.14] Evaluation of the Extended Stability of 5
Tazobactam in Dog Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

[4%}4.2.2.1.15] | Evaluation of the Extended Stability of 5
CXA-101 in Rat Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

[&%}4.2.2.1.16] | Evaluation of the Extended Stability of 5
Tazobactam in Rat Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

[&%}4.2.2.1.17] | Partial Validation of a Method for the e
Determination of CXA-101 and
Tazobactam in Dog Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

[&%}4.2.2.1.18] | Validation of a Method for the 2%
Determination of CXA-101 in Mouse
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[&#t4.2.2.1.19] Non-Interference Evaluation of %
Tazobactam and Tazobactam M-1 on the
Analysis CXA-101 in Mouse Plasma
using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[%F} 4.2.2.1.20] | Qualification of a Method for the F %%

1121 #fAHER—ER
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Tazobactam in Acidified Neonatal Rat
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection
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[&#t4.2.2.1.21] | Qualification of a Method for the 2%
Determination of Tazobactam
Concentrations in Supplemented Hank’s
Balanced Salt Solution (HBSS) and Krebs
Buffer and Analysis of Samples

&%} 4.2.2.1.22] | Validation of a Method for the 2%
Determination of CXA-101 in Acidified
Neonatal Rat Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

[&#}4.2.2.1.23] | Validation of a Method for the 2%
Determination of Tazobactam in Acidified
Neonatal Rat Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

(&8t 4.2.2.1.24] Evaluation of the Extended Stability of 2%
Tazobactam in Acidified Neonatal Rat
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[&#}4.2.2.1.25] | Qualification of a Method for the 5
Determination of Tazobactam
Concentrations in Methanol:Water (3:1,
v/v) and Analysis of Samples

[4%}4.2.2.1.26] | Evaluation of the Extended Stability of P
CXA-101 in Acidified Neonatal Rat
Plasma using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[&#t4.2.2.1.27] Method for the Determination of e
CXA-101 and Tazobactam in Dog Plasma
using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

(&%t 4.2.2.1.28] Method for the Determination of e
CXA-101 and Tazobactam in Rat Plasma
using High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

(&%t 4.2.2.1.29] Method for the Determination of 5
CXA-101 in Mouse Plasma using
High-Perfomance Liquid Chromatography
with Mass Spectrometric Detection

(&% 4.2.2.1.30] Method for the Determination of %
CXA-101 in Acidified Neonatal Rat
Plasma using Derivatization, Solid Phase
Extraction and High-Perfomance Liquid
Chromatography with Mass Spectrometric
Detection

[&#t4.2.2.1.31] Method for the Determination of F %

1121 #fAHER—ER
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(&8 4.2.2.2.1]

Blood plasma concentrations of FR264205
in mice (20 mg/kg, IV)

FR264205 D~ 7 AZ351F 2 A
F£ (20 mg/kg, IV)

T

&8 4.2.2.2.2]

Plasma concentration of FR264205 in rats
FR264205 ® 7 » MMIIT 2 Mg
E

AF

[&F} 4.2.2.2.3]

Transport of FR264205 into the Brain
(Measurement of Concentrations in Rat
Brain and Plasma)

FR264205 DINBATIE (7~ M Es
& OM B P D RIE)

A

[k 4.2.2.2.4]

Non-clinical Pharmacokinetics:
Pharmacokinetics of FR264205 after
Intravenous Administration in Rats
G AR LY ENRE : FR264205 D7 » R C
B DR 5% O RN ERE

FFA

[& ¥} 4.2.2.2.5]

Distribution and Excretion of
"4C-FR264205 after Single Intravenous
Dosing in Rats

7 v MTIIT 2 UC ik FR264205 Hi[A]
FRIRN % 5-1% D 5347 S O

AF

[& ¥} 4.2.2.2.6]

CXA-101: A Non-GLP Single IV Dose
Pharmacokinetic Study in Female Long
Evans Rats

Cubist
Pharmaceuticals,
nc.

—

[(&FF4.2.2.2.7]

Pharmacokinetic Study of an
Investigational Cephalosporin, CXA-101:
Plasma Kinetic, Computer-controlled
Simulation, and Tissue Concentrations in
Lung, Bone, and Bone Marrow

[& ¥} 4.2.2.2.8]

Blood Plasma Concentration of FR264205

in Dogs (PK)

FR264205 DA X|Z31F 5 M i g
(PK)

AFA

[& ¥} 4.2.2.2.9]

Non-clinical Pharmacokinetics:
Pharmacokinetics of FR264205 in Dogs
FEEG AR LY ENRE : FR264205 DA X|ZE
2 IERNENRE

&8 4.2.2.2.10]

Intravenous Infusion Pharmacokinetic
Study of CXA-101 and Tazobactam in
Beagle Dogs

AFA

(&8 4.2.2.2.11]

CB-500,101: A GLP Intravenous
Toxicokinetic Study in Pregnant CD-1
Mice

AFA

(&8 4.2.2.2.12]

CB-500,101: A GLP Intravenous
Toxicokinetic Study in Pregnant Sprague
Dawley Rats

A

A
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[&EF 4.2.2.2.13]

TAZOBACTAM: A NON-GLP SINGLE
DOSE PHARMACOKINETIC STUDY
IN THE PRESENCE OR ABSENCE OF
CXA-101 FOLLOWING A SINGLE
SUBCUTANEOUS OR
INTRAPERITONEAL
ADMINISTRATION TO MALE
SPRAGUE-DAWLEY RATS

a2 Dl

Cubist
Pharmaceuticals,
Inc.

FEA

[&H4.2.2.2.14]

CXA-101: A Non-GLP Pharmacokinetic
Study in Male Sprague Dawley Rats

Cubist
Pharmaceuticals,
Inc.

AFA

4223

A

T E RS

EXA ML

a2 Dl

[k 4.2.2.3.1]

Intrarenal concentrations of
anti-Pseudomonas aeruginosa cephem
[drug] after 10 consecutive doses in mice
PUkIRE £ 7 = 2FI O~ 7 2 10 H$
% DB =

T

[k 4.2.2.3.2]

Accumulation of FR264205 in the rat
kidney
FR264205 ® 7 » & NERME

A

[& ¥} 4.2.2.3.3]

Toxicokinetics of FR264205 in a
four-week preliminary toxicity study in
rats

FR264205 D 7 > b 4 i #tEalERIC
B R ahfA 2T 47 A

A

[&k}4.2.2.3.4]

FR264205 concentrations in rat plasma,
liver and kidneys at necropsy in a 4-week
toxicity trial

FR264205 D 7 v | 4 W MERBRIZ I 1S
L EIREs O MAE, ATl X OV N i
JE

AFA

[& ¥} 4.2.2.3.5]

Non-clinical Pharmacokinetics:
Determination of FR264205
Concentration in Rat Kidney in
"Four-week Intravenous Dose Toxicity
Study of FR264205 in Rats followed by a
4-week Recovery Period”

FEESIAR S BN HE © FR264205 D7 v |k 4
1 RPN P G- m iR M OF 4 3 ]Ik
FGABRIT BT D Bl A

FFA

[& k¥ 4.2.2.3.6]

Non-clinical Pharmacokinetics:
Determination of FR264205
Concentration in Dog Kidney in
"Four-week Intravenous Dose Toxicity
Study of FR264205 in Dogs followed by a
4-week Recovery Period"

FEES RSN BN HE - FR264205 DA X 4 1
[R5 G- 3 R K OF 4 T [T AARHE
ARER BT 2 BT IRE

FFA
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[&Fk} 4.2.2.3.7]

Plasma protein binding of FR264205
FR264205 O IS5 F#s &

FEf

[& K} 4.2.2.3.8]

Non-clinical Pharmacokinetics: In Vitro
Protein Binding of FR264205 in Mouse,
Rat, Dog, and Human Serum and in
Human Plasma

FERFIRIEERE . ~ DA, Ty b, A
X KO MMJEFONZ e bR
% FR264205 @ in vitro TOE HFES

7

[& ¥} 4.2.2.3.9]

Non-clinical Pharmacokinetics: In Vitro
Transfer of FR264205 into Blood Cells in
Mice, Rats, Dogs, and Humans
FERIRIEERE . ~ DA, Ty b, A
X KO MZEBIT D FR264205 @ in
vitro TO M EREA T

FFA

4.2.2.4

(%

T E RS

E2A ML

At 2% Dl

[&kF4.2.2.4.1]

Composition of Metabolites in Plasma,
Urine, Feces, and Bile of Rats after
Intravenous Dosing of '*C-FR264205

7 v MBI % MC IR FR264205 % 5-
% 0 i M O PR Gt R

T

&8l 4.2.2.4.2]

Composition of Metabolites in Kidney of
Rats after Intravenous Dosing of
"“C-FR264205

7 v MBI 5 MCIER FR264205 % 5-
% D B i P A e

AF

[&Fk} 4.2.2.4.3]

In Vitro Evaluation of CXA-101 as a
Direct Inhibitor of Human Cytochrome
P450 Enzymes

AFA

[&EL4.2.2.4.4]

CXA-101: ANON-GLP EVALUATION
OF INHIBITION POTENTIAL OF
CYTOCHROME P450 ISOFORMS IN
HUMAN LIVER MICROSOMES

AFA

[&k}4.2.2.4.5]

CXA-101: ANON-GLP IN VITRO
EVALUATION OF TIME-DEPENDENT
INHIBITION POTENTIAL OF
CYTOCHROME P450 ISOFORMS IN
HUMAN LIVER MICROSOMES

FEA

[& K} 4.2.2.4.6]

CXA-101: A Non-GLP Evaluation of
Induction Potential of Cytochrome P450
Isoforms by CXA-101 in Cultured
Cryopreserved Human Hepatocytes

AFA

[&F} 4.2.2.4.7]

CXA-101: A Non-GLP Evaluation of
Induction Potential of Cytochrome P450
Isoforms 1A2 and 3A4 by CXA-101 in
Cultured Cryopreserved Human
Hepatocytes

AFA

IR B
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[(&#4.2.2.4.8] CXA-101: A Non-GLP In Vitro Evaluation
of Induction Potential of Cytochrome
P450 Isoform 2B6 by CXA-101 in
Cultured Cryopreserved Human
Hepatocytes
[& ¥} 4.2.2.4.9] CXA-101 : A Non-GLP In Vitro
Evaluation of Induction Potential of
Cytochrome P450 Isoform 2B6 by
CXA-101 in Cultured Cryopreserved
Primary Human Hepatocytes
[&k}4.2.2.4.10] TAZOBACTAM: A NON-GLP
EVALUATION OF INHIBITION
POTENTIAL OF CYTOCHROME P450
ISOFORMS IN HUMAN LIVER
MICROSOMES
(&t 4.2.2.4.11] TAZOBACTAM: A NON-GLP IN VITRO
EVALUATION OF REVERSIBLE
INHIBITION POTENTIAL OF SIX
MAJOR CYTOCHROME P450
ISOFORMS IN HUMAN LIVER
MICROSOMES
[(&#t4.2.2.4.12] Tazobactam: A Non-GLP Evaluation of
Induction Potential of Cytochrome P450
Isoforms 1A2, 2B6, and 3A4 by
Tazobactam in Cultured Cryopreserved
Primary Human Hepatocytes
(&%t 4.2.2.4.13] Tazobactam: A Non-GLP In Vitro
Evaluation of Induction Potential of
Cytochrome P450 Isoforms 1A2, 2B6, and
3A4 by Tazobactam in Cultured
Cryopreserved Primary Human
Hepatocytes
[Ekt4.2.2.4.14] TAZOBACTAM M-1: ANON-GLP IN
VITRO EVALUATION OF INHIBITION
POTENTIAL OF SEVEN MAJOR
CYTOCHROME P450 ISOFORMS IN
HUMAN LIVER MICROSOMES
(&8t 4.2.2.4.15] Tazobactam M-1: A Non-GLP Evaluation
of Induction Potential of Cytochrome
P450 Isoforms 1A2, 2B6, and 3A4 by
Tazobactam M-1 in Cultured
Cryopreserved Primary Human
Hepatocytes
(&%l 4.2.2.4.16] Tazobactam M-1: A Non-GLP In Vitro
Assessment of Inhibitor Potential on
Human MDR1, BCRP, BSEP, OATP1BI1,
OATP1B3, OAT1, OAT3, OCT1, and
OCT?2 Transporters
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[&¥}4.2.2.5.1] Excretion of FR264205 in the urine and

bile of rats
FR264205 ©Z > MBI DR « By
e

T

[&k}4.2.2.5.2] Urinary Excretion of FR264205 in Dogs

FR264205 DA X\Z31F 5 R HE:

A

422.6 SEWBNIESIOSIRIE(EI GRER)
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(& 4.22.7.1] DETERMINATION OF BINDING OF
TAZOBACTAM, TAZOBACTAM M-1
AND CXA-101 TO HUMAN LIVER

MICROSOMAL PROTEINS

a2 Dl

T

[&¥} 4.2.2.7.2] CXA-101: A Non-GLP In Vitro
Assessment of Inhibitor Potential on
Human OAT1, OAT3, OCT1, OCT2,
OATP1B1 and OATP1B3 Uptake

Transporters

AFA

[& ¥} 4.2.2.7.3] CXA-101: A Non-GLP In Vitro
Assessment of Inhibitor Potential on
Human OATP1BI1, OATP1B3, OATI,
OAT3, OCT1 and OCT2 Transporters at a

Single High Concentration

AFA

[& ¥} 4.2.2.7.4] CXA-101: ANON-GLP IN VITRO
ASSESSMENT OF INHIBITOR
AND/OR SUBSTRATE POTENTIAL ON
HUMAN P-gp, BCRP, BSEP, AND MRP2

TRANSPORTERS

FEA

[& ¥} 4.2.2.7.5] Ceftolozane (CXA-101): A Non-GLP In
Vitro Assessment of Inhibitor Potential on
Human MATE1 and MATE2-K

Transporters

AF

Tazobactam: A Non-GLP In Vitro
Assessment of Inhibitor Potential on
Human OAT1, OAT3, OCT1, OCT2,
OATP1B1 and OATP1B3 and of Substrate
Potential on Human OAT1, OAT3 and
OCT2 Uptake Transporters

[& kK 4.2.2.7.6]

AF

(& 4.2.2.7.7] TAZOBACTAM: A NON-GLP IN VITRO
ASSESSMENT OF INHIBITOR
POTENTIAL ON HUMAN P-gp, BCRP,

AND BSEP TRANSPORTERS

Tazobactam: A non-GLP in vitro
Assessment of Substrate Potential by
Human P-gp and BCRP transporters

[& k¥ 4.2.2.7.8]

INFERFRT

AFA

AFA

1121 #fAHER—ER

- 19 -

C cConfidential




CANAVE SN N By BN el N = b A Y3 TR |

1.12.1

MTER R

T EEE S XESA L HA il 25 Dl
[&k}4.2.2.7.9] CXA-201: ANON-GLP Rl
SUBCUTANEOUS
PHARMACOKINETIC STUDY OF
CXA-101 AND TAZOBACTAM IN
POST NATAL DAY (PND) 4
SPRAGUE-DAWLEY RATS
[& ¥} 4.2.2.7.10] | Ceftolozane/Tazobactam: A Non-GLP Rl
Subcutaneous 14-Day Dose-Range
Finding Juvenile Toxicity and
Toxicokinetic Study in Postnatal Day
(PND) 4 Sprague-Dawley Rats
[EEt4.2.2.7.11] Ceftolozane/Tazobactam: A GLP 28-Day R
Subcutaneous Toxicity Study including
Toxicokinetics with a 28-Day Recovery
Period in Neonatal Sprague-Dawley Rats
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[&Ft4.2.3.1.1] FR264205 ® 7 v ks H[E[ERN 55 S
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Japan
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Japan
[&F}4.2.3.1.3] FR264205 DA X HL[EIFRRN & G- 7% S
Japan
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(&8 4.2.3.2.1] FR264205 K X DT v hTD - 5%
FRRN P 502 X2 2 W TR A8 B - me ik
WbE-2 (R VU —= 7 ER) ,
Japan
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[&F}4.2.3.2.4] FR264205 D 7 v b 4 B EIRN 575 S
PERRER M OY 4 8 RS EER
Japan
[&F}4.2.3.2.5] FR264205 D7 v b 4 @MEIRAN S H FHM
¥ axRrT 7 AR
Japan
(&} 4.2.3.2.6] A 28-Day Intravenous (Slow Push) B
Injection Toxicity and Toxicokinetic Study
in Sprague Dawley Rats with a 28-Day , USA
Recovery Period
[&F}4.2.3.2.7] FR264205 DA X 2 ¥ R ## RN &% 5- 7k 55
R (2 OMhoRE)
Japan
[&F}4.2.3.2.8] FR264205 DA X 4 ¥ [ &5 RN &% 5- 7% S
AR K O 4 18 AR HR AR
Japan
[& ¥} 4.2.3.2.9] Pathology working group review of 2%
findings in 28-day repeated dose toxicity
studies in rats and dogs with ceftolozane
[& ¥} 4.2.3.2.10] A 28 Day Intravenous Toxicity Study in FEATh
the Sprague-Dawley Rat
[k} 4.2.3.2.11] A 14-Day Twice Daily Intravenous (15 FEATh
Minute) Infusion Combination Toxicity
Study Of CXA-101 And Tazobactam In , USA
Beagle Dogs
4233 BinmErEati
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[&#t4.2.3.3.1.5] | In Vitro Mammalian Cell Gene Mutation FE A
Test (L5178Y/TK"" Mouse Lymphoma
Assay)
[&F}4.2.3.3.1.6] | FR264205 ® CHL Hifid & F 7= Ytk 2%
FEHBR (TR ABR)
[&kF4.2.3.3.1.7] | FR264205 OWFLEE D EE 20 2 A
TGt iR 5L H AR
[& ¥} 4.2.3.3.1.8] | In Vitro Cytotoxicity Test in Chinese 2%
Hamster (CHO-K1-BH4) Cells
[&#t4.2.3.3.1.9] | In Vitro Mammalian Cell Forward Gene Rl
Mutation (CHO/HPRT) Assay with
Duplicate Cultures
[&#}4.2.3.3.1.10] | In Vitro Mammalian Cell Gene Mutation FE A
Test (L5178Y/TK"" Mouse Lymphoma
Assay)
[& ¥} 4.2.3.3.1.11] | In Vitro Mammalian Chromosome ER2li]
Aberration Test
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[& ¥} 4.2.3.3.2.5] | Rat bone Marrow Erythrocyte Rl
Micronucleus Test following Intravenous
Administration of CXA-101 and
Tazobactam
4234 S AJRMERER
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[& ¥} 4.2.3.5.1.1] | A GLP Intravenous Fertility and Early FEATh
Embryonic Development to Implantation
Study in Rats
42352 & RIEREAICET 5B
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[&#}t4.2.3.52.1] | An Intravenous Injection Dose %
Range-Finding Study Of The Effects Of
CXA-101 On Embryo/Fetal Development
In Mice
[&#}t4.2.3.52.2] | AGLP Intravenous Embryo/Fetal Rl
Development Study in Mice
[&#}4.2.3.5.2.3] | An Intravenous Injection Study Of The Rl

Effects Of CXA-101 On Embryo/Fetal
Development In Rats

1121 #fAHER—ER
- 23 -

C cConfidential




CANAVE SN N By BN el N = b A Y3 TR |

1.12.1  &fAHER—ER

42353 HUERTROHAER OF AN QN RHAORRE BT 2 55k
AT E R 5 XEZA L EH il 25 Dl
[&#}4.2.3.53.1] | AGLP Intravenous Pre- and Postnatal FF A
Development Study, Including Maternal
Function, in Rats
42354  CHAERZ AW
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[&#t4.2.3.5.4.1] | ANon-GLP Subcutaneous 14-Day %
Dose-Range Finding Juvenile Toxicity and
Toxicokinetic Study in Postnatal Day
(PND) 4 Sprague-Dawley Rats
[&#}4.2.3.5.4.2] | AGLP 28-Day Subcutaneous Toxicity P
Study including Toxicokinetics with a
28-Day Recovery Period in Neonatal
Sprague-Dawley Rats
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[&%}4.2.3.7.6.3] | Nonclinical Safety Assessment Of Starting | Cubist 2%
Materials, Reagents, Solvents, Pharmaceuticals
Intermediates, And Impurities Used Or Inc., Lexington,
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Substance And Drug Product
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[&#}4.2.3.7.7.2] | Formulation Study of FR264205 for 5
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&%} 4.2.3.7.7.7] | A Skin Sensitization Study (Buehler 2%
Method) In Guinea Pigs
[&#}4.2.3.7.7.8] | An Acute Dermal Irritation Study In 2%
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[&#}4.3: 001] | Affinity of the new cephalosporin Moya B, Antimicrob Agents

CXA-101 to penicillin-binding proteins
of Pseudomonas aeruginosa.

Zamorano L, Juan
C, etal.

Chemother. 2010; 54:
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[& ¥} 4.3: 002] | Treatment of bacterial urinary tract Wagenlehner FM, | Eur Urol.
infections: presence and future. Naber KG. 2006;49:235-44.
[&#}4.3: 003] | Anti-infective treatment of bacterial Wagenlehner FM, | Curr Med Chem.
urinary tract infections. Pilatz A, Naber 2008;15:1412-27.
KG, et al.

[&EF 4.3: 004]

Epidemiology and frequency of
resistance among pathogens causing
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hospitalized patients: a report from the
SENTRY Antimicrobial Surveillance
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Mathai D, Jones
RN, Pfaller MA,
et.al.
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Ertapenem versus
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al.
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In vitro susceptibilities of aerobic and
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bacilli from patients with
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Hawser SP,
Bouchillon SK,
Hoban DJ, et al.

Int J Antimicrob Agents.
2009;34:585-8.

[& ¥} 4.3: 007]

Epidemiologic trends, occurrence of
extended-spectrum f3 -lactamase
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Bouchillon SK,
Hoban DJ, et al.
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2010;11:371-8.
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Method Validation Report: Validation of a
Method for the Determination of
CXA-101 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55

[&F}5.3.1.4.2:
04D42G]

Analytical Method: Method for the
Determination of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&F}5.3.1.4.3:
04D4N9]

Stability Report: Evaluation of the
Extended Stability of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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04D4NV]

Stability Report: Evaluation of the
Extended Stability of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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Stability Report: Evaluation of the
Freeze/Thaw Stability of CXA-101 in
Human Plasma using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection
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04D4P0]

Stability Report: Evaluation of the
Extended Stability of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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04D4P9]

Cross Validation Report: Cross Validation
of a Method for the Determination of
CXA-101 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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04D42V]

Analytical Method: Method for the
Determination of CXA-101 in Human
Plasma using Derivatization, Solid Phase
Extraction and High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.9:;
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Method Validation Report: Partial
Validation of a Method for the
Determination of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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Stability Report: Evaluation of the
Extended Stability of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55
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04D4Q5]

Stability Report: Evaluation of the
Stability of CXA-101 in Human Plasma
and Human Urine using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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Method Validation Report: Cross
Validation of Two Methods for the
Determination of CXA-101 in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.13:
04D4QB]

Non-Interference Report:
Non-Interference Evaluation of
Tazobactam, Tazobactam M1, Midazolam,
Hydroxymidazolam, Caffeine and
Furosemide on the Analysis of CXA-101
in Human Plasma using High-Performance
Liquid Chromatography with MS/MS
Detection

(&8t 5.3.1.4.14:
04D4QH]

Stability Report: Evaluation of the Bench
top, Short-Term and Freeze/Thaw Stability
of Ceftolozane (CXA-101), Tazobactam
and Tazobactam M1 Combined in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.15:
04D42J]

Analytical Method: Method for the
Determination of Tazobactam and
Tazobactam M1 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.16:
04D4NY]

Method Validation Report: Validation of a
Method for the Determination of
Tazobactam and Tazobactam M-1 in
Human Plasma using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection

[&k}5.3.1.4.17:
04D4NZ]

Stability Report: Evaluation of the
Extended Stability of Tazobactam and
Tazobactam M-1 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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[&k}5.3.1.4.18:
04D4PL]

Stability Report: Evaluation of the
Extended Stability of Tazobactam and
Tazobactam M-1 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55

[&k}5.3.1.4.19:
04D4Q8]

Stability Report: Evaluation of the
Extended Stability of Tazobactam and
Tazobactam M-1 in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.20:
04D4QC]

Non-Interference Report:
Non-Interference Evaluation of CXA-101,
Midazolam, Hydroxymidazolam, Caffeine
and Furosemide on the Analysis of
Tazobactam and Tazobactam M1 in
Human Plasma using High-Performance
Liquid Chromatography with MS/MS
Detection

[&k}5.3.1.4.21:
04D42L]

Analytical Method: Method for the
Determination of Piperacillin in Human
Plasma using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.22:
04D4P6]

Method Validation Report: Validation of a
Method for the Determination of
Piperacillin in Human Plasma using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k} 5.3.1.4.23:
04D4PM]

Stability Report: Evaluation of the
Extended Stability of Piperacillin in
Human Plasma using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection

&8 5.3.1.4.24:
04D4Q9]

Stability Report: Evaluation of the
Extended Stability of Piperacillin in
Human Plasma using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection

[& ¥} 5.3.1.4.25:
04D42M]

Analytical Method: Quantitative
Determination of Urea Concentration in
Human Plasma Using a Microplate-Based
Method with an O-phthalaldehyde
Chromogenic Solution

[& ¥} 5.3.1.4.26:
04D4P7]

Method Qualification Report:
Qualification of a Method for the
Determination of Urea in Human Plasma
using Microplate-Based Assay with an
O-phthalaldehyde Chromogenic Solution
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[k} 5.3.1.4.27: Stability Report: Evaluation of the 2%
04D4PF] Extended Stability of Urea in Human

Plasma using Microplate-Based Assay

with an O-phthalaldehyde Chromogenic

Solution
[#%+5.3.1.4.28: | Method LCMSC 207 Version 2.01: [ 2%
04D42D] Quantitation of Caffeine and

1,7-Dimethylxanthine in Human Plasma

via HPLC with MS/MS Detection
[&F}53.1.429: | CXA-DDI-12-10/CR-090 Analytical [ ]
04D4BS] Report Project RABK: Quantitation of

Caffeine and 1,7-Dimethylxanthine in

Human Plasma via HPLC with MS/MS

Detection
[#k+5.3.1.4.30: | Method LCMS 317.1 Version 1.00: [ 2%
04D42C] Quantitation of Furosemide in Human

Plasma via HPLC with MS/MS Detection
[#kF5.3.1.4.31: | Method Validation Report LCMS 317.1 | [} 2%
04D4QM] Project NXZ2: Quantitation of Furosemide

in Human Plasma via HPLC with MS/MS

Detection
[& ¥} 5.3.1.4.32: Non-Interference Validation Report LCMS - 2%
04D4QN] 317.1 Project NXZ4: Non-Interference

Validation for Quantitation of Furosemide

in Human Plasma via HPLC with MS/MS

Detection
[& ¥} 5.3.1.4.33: Quantitation of Midazolam and - 5
04D42F] 1'-Hydroxymidazolam in Human Plasma

via HPLC with MS/MS Detection
[#k+5.3.1.4.34: | Method Validation Report LCMSC 97 [ 2%
04D4QT] Project XZX2: Quantitation of Midazolam

and 1'-Hydroxymidazolam in Human

Plasma via HPLC with MS/MS Detection
[#kF5.3.1.4.35: | Validation Report Addendum 3 LCMS 97 | [} 2%
04D4QK] Version 2: Quantitation of Midazolam and

1'-Hydroxymidazolam in Human Plasma

via HPLC with MS/MS Detection
[#kF5.3.1.4.36: | Method Validation Report Addendum 4 | [} zE
04D4QL] LCMS 97 Version 2 Project NEIS:

Quantitation of Midazolam and

1'-Hydroxymidazolam in Human Plasma

via HPLC with MS/MS Detection
[&#}53.1.437: | CXA-DDI-12-10/CR-091 Analytical B ]
04D4BT] Report Project RABL: Quantitation of

Midazolam and 1'-Hydroxymidazolam in

Human Plasma via HPLC with MS/MS

Detection
[&#}5.3.1.4.38: | Analytical Method: Method for the P

04D42H]

Determination of CXA-101 in Human
Urine using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection
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[& ¥} 5.3.1.4.39:
04D4N8]

Method Validation Report: Validation of a
Method for the Determination of
CXA-101 in Human Urine using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55

[&k}5.3.1.4.40:
04D4NB]

Stability Report: Evaluation of the
Extended Stability of CXA-101 in Human
Urine using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.41:
04D4QD]

Non-Interference Report:
Non-Interference Evaluation of
Tazobactam, Tazobactam M1, Midazolam,
Hydroxymidazolam, Caffeine and
Furosemide on the Analysis of CXA-101
in Human Urine using High-Performance
Liquid Chromatography with MS/MS
Detection

[&k}5.3.1.4.42:
04D4QJ]

Stability Report: Evaluation of the Bench
top, Short-Term and Freeze/Thaw Stability
of Ceftolozane (CXA-101), Tazobactam
and Tazobactam M1 in Human Urine
using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.43:
04D42K]

Analytical Method: Method for the
Determination of Tazobactam and
Tazobactam M1 in Human Urine using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.44:
04D4NW]

Method Validation Report: Validation of a
Method for the Determination of
Tazobactam and Tazobactam M-1 in
Human Urine using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection

[&k}5.3.1.4.45:
04D4NX]

Stability Report: Evaluation of the
Extended Stability of Tazobactam and
Tazobactam M-1 in Human Urine using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.46:
04D4QF]

Non-Interference Report:
Non-Interference Evaluation of CXA-101,
Midazolam, Hydroxymidazolam, Caffeine
and Furosemide on the Analysis of
Tazobactam and Tazobactam M1 in
Human Urine using High-Performance
Liquid Chromatography with MS/MS
Detection

11111111
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[&k}5.3.1.4.47:
04D42S]

Analytical Method: Method for the
Determination of CXA-101 in Human
Epithelial Lining Fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55

[&k}5.3.1.4.48:
04D4PB]

Method Validation Report: Validation of a
Method for the Determination of
CXA-101 in Human Bronchoalveolar
Lavage (BAL) fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.49:
04D4PN]

Stability Report: Evaluation of the
Extended Stability of Ceftolozane
(CXA-101) in Human ELF using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[& ¥} 5.3.1.4.50:
04D42R]

Analytical Method: Method for the
Determination of Tazobactam in Human
Epithelial Lining Fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[k} 5.3.1.4.51:
04D4PC]

Method Validation Report: Validation of a
Method for the Determination of
Tazobactam in Human Epithelial Lining
Fluid using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[k} 5.3.1.4.52:
04D4PP]

Stability Report: Evaluation of the
Extended Stability of Tazobactam in
Human Epithelial Lining Fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[&k}5.3.1.4.53:
04D42Q]

Analytical Method: Method for the
Determination of Piperacillin in Preserved
Human Epithelial Lining Fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[k} 5.3.1.4.54:
04D4PD]

Method Validation Report: Validation of a
Method for the Determination of
Piperacillin in Human Bronchoalveolar
Lavage (BAL) fluid using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

11111111
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[&k}5.3.1.4.55:
04D4PQ]

Stability Report: Evaluation of the
Extended Stability of Piperacillin in
Human Bronchoalveolar Lavage (BAL)
using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

55

[& ¥} 5.3.1.4.56:
04D42P]

Analytical Method: Quantitative
Determination of Urea Concentration in
Human Epithelial Lining Fluid Using a
Microplate-Based Method with an
O-phthalaldehyde Chromogenic Solution

[&k}5.3.1.4.57:
04D4P8]

Method Qualification Report:
Qualification of a Method for the
Determination of Urea in Human
Epithelial Lining Fluid using
Microplate-Based Assay with an
O-phthalaldehyde Chromogenic Solution

[& ok} 5.3.1.4.58:
04D4PS]

Partial Qualification Report: Partial
Qualification of a Method for the
High-Sensitivity Determination of Urea in
Human Epithelial Lining Fluid using
Microplate-Based Assay with an
O-phthalaldehyde Chromogenic Solution

[& ¥} 5.3.1.4.59:
04D4PW]

Stability Report: Evaluation of the
Extended Stability of Urea in Human
Epithelial Lining Fluid and Plasma using
Microplate-Based Assay with an
O-phthalaldehyde Chromogenic Solution

[& ¥} 5.3.1.4.60:
04D42W]

Analytical Method: Methods for the
Determination of Tazobactam, Tazobactam
M1 and CXA-101 in Human Dialysate
using High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[k} 5.3.1.4.61:
04D4PT]

Method Validation Report: Validation of a
Method for the Determination of
CXA-101 in Human Dialysate using
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

[k} 5.3.1.4.62:
04D4PV]

Method Validation Report: Validation of a
Method for the Determination of
Tazobactam and Tazobactam M1 in
Human Dialysate using High-Performance
Liquid Chromatography with Mass
Spectrometric Detection

[&k}5.3.1.4.63:
04D4Q6]

Stability Report: Evaluation of the
Extended Stability for Ceftolozane
(CXA-101), Tazobactam and Tazobactam
M1 in Human Dialysate using
High-Performance Liquid
Chromatography with MS/MS Detection
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[&#}5.3.1.4.64: | Analytical Method: Method for the 2%
04D42T] Determination of CXA-101 in Human

Plasma using Solid Phase Extraction and
High-Performance Liquid
Chromatography with Mass Spectrometric
Detection

532 b MERRENE V72 S BN HE B O R

5.3.2.1 MAEE ARG RBEE &

ZMER R L

5.3.2.2 G K OFEE B AR ABR S &

ZMER R L

5323 fhob MAERREE VRS E

ZLER R L

533  HREDEIME (PK) RBAHREE

5.3.3.1 fREEPBRE 2RI D PK L O A sl i &

AT E R 5 XELXA MV EH w27 D]
[&FF5.3.3.1.1: A Phase 1, Randomized, Double-Blind, Calixa S
101-01] Placebo-Controlled, Dose Escalation Therapeutics, Inc.

Study to Evaluate the Safety, Tolerability

and Pharmacokinetics of Intravenous

CXA-101 in Healthy Adult Subjects
[E8}5.3.3.1.2: A Phase 1, Randomized, Double-blind, Cubist 5k
201-01] Dose Escalation Study to Evaluate the Pharmaceuticals,

Safety, Tolerability, and Pharmacokinetics | Inc.

of Intravenous CXA-101, Tazobactam,

and CXA-101/tazobactam Administered to

Healthy Adult Subjects
[&¥}5.3.3.1.3: Pharmacokinetic Report CALI-RAS-001 Cubist 5
04DDF3] Pharmaceuticals,

Inc.

[&E#}5.3.3.1.4: Phase 1, Randomized, Placebo-controlled, | Cubist 5%
11-07] Multi-dose, Double-blind Study to Pharmaceuticals,

Evaluate the Safety, Tolerability, and Inc.

Pharmacokinetics of Intravenous
CXA-201 Administered to Healthy Adult
Subjects
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[&¥}5.3.3.1.5: A single-dose, open-label, parallel-group | Cubist R
13-05] study to evaluate the pharmacokinetics, Pharmaceuticals,
safety and tolerability of Inc.
ceftolozane/tazobactam administered
intravenously to adult Japanese, Chinese
and Caucasian healthy subjects
[& ¥} 5.3.3.1.6: Prospective, Open-label, Multiple-dose Cubist 5%
10-03] Intrapulmonary Pharmacokinetic Study of | Pharmaceuticals,
Intravenous CXA-201 Inc.
(CXA-101/tazobactam) and
Piperacillin/tazobactam to Evaluate the
Pulmonary Penetration and Safety of
CXA-201 in Healthy Adult Volunteers
5332 BHFICEIT D PK K OHI AR MR
TR R & SCES A I EE RS0
[&E#}5.3.3.2: A Multicenter, Double-Blind, %
04DDFS] Randomized, Phase 2 Study to Compare
the Safety and Efficacy of Intravenous
CXA-101/ Tazobactam and Metronidazole
with that of Meropenem in Complicated
Intraabdominal Infections
5.3.3.3 WIRVEZN Z B L 72 PK skl i 35
T EEE S WESA bV EH il 25 Dl
(&8 5.3.3.3.1: A Phase 1, Open-label, Pharmacokinetic, Calixa S
101-02] Safety, and Tolerability Study of a Single Therapeutics, Inc.
Intravenous Dose of CXA-101 in Subjects
with Normal Renal Function or Mild
Renal Impairment
(&8 5.3.3.3.2: A Phase 1, Open-label, Pharmacokinetic, Cubist ¥
201-02] Safety, and Tolerability Study of a Single Pharmaceuticals,
Intravenous Dose of CXA-101/tazobactam | Inc.
in Subjects with Normal Renal Function or
Mild or Moderate Renal Impairment
[& ¥t 5.3.3.3.3: Pharmacokinetic Report CUBI-RAS-001 | Cubist P =3
04DDF4] Pharmaceuticals,
Inc.
[&¥}5.3.3.3.4: Prospective, Open-Label, Pharmacokinetic | Cubist %%
11-01] Study of Intravenous CXA-201 in Pharmaceuticals,
Subjects With Severe Renal Impairment Inc.
and End Stage Renal Disease Requiring
Hemodialysis
5.3.3.4 SMRVEZIN & fas L7z PKOaABRi &
| ROERES | WEIA BV HEH i 25 0y |
L1210 #HER—5Ek
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[k} 5.3.3.4.1: A Phase | Drug-Drug Interaction Study to | Cubist ]
12-10] Evaluate the Potential of Pharmaceuticals,

Ceftolozane/Tazobactam to Influence the Inc.
Pharmacokinetics of CYP1A2, CYP3A4,

and OAT1/OAT3 Probe Substrate Drugs in
Healthy Subjects

5335 At alb—v g PK kB

T EEE S WESA bV EH il 2% D]
[& ¥} 5.3.3.5: Population PK/PD Analysis and Dose Cubist %
04DDG4] Recommendation of Pharmaceuticals,

Ceftolozane/Tazobactam in Subjects with | Inc.

End-Stage-Renal-Disease (ESRD) on

Hemodialysis
(&} 5.3.3.5: Population PK Meta-Analysis of 2%
04DDGD] Ceftolozane/Tazobactam (CXA-201) in

Healthy Volunteers and Patients
(&} 5.3.3.5: Population Pharmacokinetic Modeling and 2%
04DDGK] Simulation of CXA-101 Plasma

Concentrations in Subjects with Normal

Renal Function
(&} 5.3.3.5: Population Pharmacokinetic Modeling and 2%
04DDGL] Simulation of CXA-101 Plasma

Concentrations in Subjects with Normal

Renal Function and Subjects with

Impaired Renal Function
(&} 5.3.3.5: Population Pharmacokinetic Modeling and 2%
04KB9Q)] Simulation to Support Pediatric Dose

Selection for Ceftolozane/Tazobactam

(MK-7625A)
(&} 5.3.3.5: Magnitude of Covariate Effects on %
04TS5TS] Ceftolozane and Tazobactam Exposure in

Adults

534  [RHES)ZE (PD) WBRHRE &

5.3.4.1 FEFEHERHE 12 H51T 2 PD RRBR K O PK/PD B HS &

T EEE S WESA bV EH il 25 Dl
[&k}5.3.4.1.1: A Double-Blind, Double-Dummy, Cubist A
10-02] Randomized, Moxifloxacin and Placebo Pharmaceuticals,

Controlled, Four-Way Crossover Study of | Inc.

the Effects of a Single Intravenous

Supra-Therapeutic Dose and a Single

Intravenous Therapeutic Dose of

CXA-101/tazobactam on the QT/QTC

Intervals in Healthy Subjects
(&} 53.4.1.2: Pharmacokinetic Report CUBI-RAS-006 Cubist Rl
04DDF5] Pharmaceuticals,

Inc.
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[&¥}5.3.4.1.3: Cardiac Safety Report Cubist Rl
04DDG6] Pharmaceuticals,

Inc.
(&} 5.3.4.1.4: Cardiac Safety Report Addendum Cubist Rl
04DDG7] Concentration/QT Analysis Pharmaceuticals,
Inc.
(&8l 5.3.4.1: Utilizing the MIC Distribution of 2008 US 2%
04DDGM] Surveillance Isolates to Predict Target
Attainment against Various Organisms by
Monte Carlo Simulation of CXA-101
Plasma Free Drug Concentrations in
Subjects with Normal Renal Function

5.3.4.2 BEICEBIT D PD R & O PK/PD iBRipis &

T BRI ELA RV o e
5B D
il

[k} 5.3.4.2: Population PK Analysis of Intravenous CXA-101 in 5%
04DDFQ] Subjects with Complicated Urinary Tract Infection,
Including Pyelonephritis

[k} 5.3.4.2: Population PK/PD Modeling and Simulations of
04DDFR] CXA-101 and Tazobactam to Support Optimal

Dosing Strategies and Product Labeling

[&#}5.3.42: | PHARMACOKINETIC-PHARMACODYNAMIC %
04DDGY] TARGET ATTAINMENT ANALYSES

SUPPORTING IN VITRO SUSCEPTIBILITY TEST
INTERPRETIVE CRITERIA FOR
CEFTOLOZANE/TAZOBACTAM AGAINST
ENTEROBACTERIACEAE

[k} 5.3.4.2: Pharmacokinetic-Pharmacodynamic Target
04DDGB] Attainment Analyses Supporting In Vitro
Susceptibility Test Interpretive Criteria for
Ceftolozane/Tazobactam Against Pseudomonas

aeruginosa
[k} 5.3.4.2: Empirical Bayes Estimate Analysis of MK-7625Ain | MSD K.K and Merck | &
04SQ2L] Japanese subjects with complicated urinary tract Sharp & Dohme

infection and complicated intra-abdominal infection Corp., a subsidiary of

Merck & Co., Inc.,
Whitehouse Station,

N.J., US.A.
535 ARMER O EVERBREREE
5.3.5.1 HEET DEIE BT 5 bkl PGSR s
| RITERES | SLEHA ML [ = | Bkl Z2E ORI |
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[&E#F5.3.5.1.1: A Multicenter, Double-blind, Randomized, | Cubist A
10-04/05] Phase 3 Study to Compare the Safety and | Pharmaceuticals,

Efficacy of Intravenous Inc.

Ceftolozane/Tazobactam and Intravenous

Levofloxacin in Complicated Urinary

Tract Infection, Including Pyelonephritis.
[&E#}5.3.5.1.2: A Multicenter, Double-blind, Randomized, | Cubist A
10-08/09] Phase 3 Study to Compare the Efficacy Pharmaceuticals,

and Safety of Intravenous Inc.

Ceftolozane/Tazobactam with that of

Meropenem in Complicated

Intra-abdominal Infections.
[#85.3.5.1.3: A Multicenter, Double-blind, Randomized, | Cubist Bk
101-03] Phase 2 Study to Compare the Safety and | Pharmaceuticals,

Efficacy of Intravenous CXA-101 and Inc.

Intravenous Ceftazidime in Complicated

Urinary Tract Infection, Including

Pyelonephritis.
[&E#}5.3.5.1.4: A Multicenter, Double-Blind, Cubist 53
10-01] Randomized, Phase 2 Study to Compare Pharmaceuticals,

the Safety and Efficacy of Intravenous Inc.

CXA-101/ tazobactam and Metronidazole

with that of Meropenem in Complicated

Intraabdominal Infections.

5.3.5.2 kMRS &

T EEE S WESA bV EH il 25 Dl
[&k}5.3.5.2.1: B R R G R OV R B S E | MSD KUK AT
014] D B ARNEE % RRIT

ceftolozane/tazobactam (MK-7625A) @

B RIWE R OV Ve & et 3 D 2 ek It

A, e, XM, 5 MFRRER
[&k}5.3.5.2.2: BEHEME RGN YIE O H AR N BE &2 % | MSD K.K ST
013] GUA =g — LD

ceftolozane/tazobactam (MK-7625A) @

B RIWE R OV Ve & et 3 D 2 ek It

i, e, JEXT S IFRRAER

5.3.5.3 B ORBRAGE 2 OF 8 TIRT L 7o is &

T EEE S WESA bV EH il 2% Dl
[&k}5.3.5.3.1: B SE I B3 2 A s = MSD K.K A
Sepsis]

(&} 5.3.5.3: Statistical Analysis Plan Integrated Cubist —
04DC39] Analysis of Safety (ISS). Pharmaceuticals,

Inc.
[& ¥} 5.3.5.3: Integrated Summary of Safety Cubist -
04DC3T] Ceftolozane/Tazobactam. Pharmaceuticals,

Inc.
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[&k}5.3.5.4:
04CT9W]

SURVEILLANCE OF
CEFTOLOZANE/TAZOBACTAM
ANTIMICROBIAL ACTIVITY WHEN
TESTED AGAINST GRAM-NEGATIVE
ORGANISMS AND STREPTOCOCCI
ISOLATED IN EUROPE (2011),
MOLECULAR EVALUATION OF
Pseudomonas aeruginosa STRAINS
FROM AN EUROPEAN
SURVEILLANCE PROGRAM
(SURVEILLANCE OF
CEFTOLOZANE/TAZOBACTAM
ANTIMICROBIAL ACTIVITY WHEN
TESTED AGAINST GRAM-NEGATIVE
ORGANISMS ISOLATED IN EUROPE
[2011])

5%

[&k}5.3.5.4:
04CTB6]

CANWARD 2011 Study: A National
Population Based Surveillance System,
Assessing the Prevalence of Antimicrobial
Resistance in Pathogens Associated with
Respiratory, Skin and Soft Tissue, Urinary
and Bacteremic Infections in Hospitalized
Patients in Canada

[&k}5.3.5.4:

04CTBF]

SURVEILLANCE OF
CEFTOLOZANE/TAZOBACTAM
ANTIMICROBIAL ACTIVITY WHEN
TESTED AGAINST GRAM-NEGATIVE
ORGANISMS AND STREPTOCOCCI
ISOLATED IN THE USA (2011)

[&k}5.3.5.4:

04CY08]

SUMMARY OF ACTIVITY OF
CEFTOLOZANE/TAZOBACTAM IN
GLOBAL SURVEILLANCE AND
SPECTRUM OF ACTIVITY STUDIES:
CXA.049.MC PHARMACOLOGY
REPORT

Cubist
Pharmaceuticals,

[&k}5.3.5.4:

04CY4D]

SURVEILLANCE OF
CEFTOLOZANE/TAZOBACTAM
ANTIMICROBIAL ACTIVITY WHEN
TESTED AGAINST GRAM-NEGATIVE
ORGANISMS AND STREPTOCOCCI
ISOLATED IN EUROPE (2012)

Inc

[&k}5.3.5.4:

04CY6Y]

CANWARD 2012 Study: A National
Population Based Surveillance System,
Assessing the Prevalence of Antimicrobial
Resistance in Pathogens Associated with
Respiratory, Skin and Soft Tissue, Urinary
and Bacteremic Infections in Hospitalized
Patients in Canada

[&k}5.3.5.4:

04CYFQ]

Surveillance of CXA-101/tazobactam
against Target Gram-negative pathogens
and Streptococci
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[&k}5.3.5.4:
04D9Q7]

COMPARISON OF
CEFTOLOZANE/TAZOBACTAM
ANNUAL GLOBAL SURVEILLANCE
DATA (2011-2012) TO PATHOGENS
FROM CLINICAL STUDIES
CXA-CUTI-10-04, CXA-CUTI-10-5,
CXA-CIAI-10-08 AND CXA-CIAI-10-09
DISTRIBUTION OF MINIMUM
INHIBITORY CONCENTRATION (MIC)
AND PROBABILITY OF TARGET
ATTAINMENT WITH
CEFTOLOZANE/TAZOBACTAM:
CXA.060.MC PHARMACOLOGY
REPORT

Cubist

Pharmaceuticals,
Inc.

5%

[&k}5.3.5.4:
04D9NS]

CEFTOLOZANE/TAZOBACTAM:
PHARMACODYNAMICS OF
CEFTOLOZANE COMBINED WITH
TAZOBACTAM IN A NEUTROPENIC
MOUSE THIGH MODEL
PHARMACODYNAMIC REPORT
CXA.083.MC

[&k}5.3.5.4:
04D798]

The Pharmacodynamic Activities of the
CXA-101

[&k}5.3.5.4:
04D9B7]

In vivo Pharmacodynamics of Ceftolozane
Against Streptococcus and Pseudomonas
in a Neutropenic Murine Thigh Infection
Model

[&k}5.3.5.4:
04CXZI]

SURVEILLANCE OF
CEFTOLOZANE/TAZOBACTAM
ANTIMICROBIAL ACTIVITY WHEN
TESTED AGAINST GRAM-NEGATIVE
ORGANISMS AND STREPTOCOCCI
ISOLATED IN THE USA (2012)

5.3.6

iR OB FIREER (2 BE 3 % ey &

T E RS

EXA ML

EH
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[&k}5.3.6.1:
PSUR]

PERIODIC SAFETY UPDATE REPORT
(PSUR) for Ceftolozane Sulfate and
Tazobactam Sodium [Reporting Interval:
19-SEP-2016 to 18-MAR-2017]

Merck Sharp &
Dohme Corp., a
subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, N.J.,
U.S.A.

B#

5.3.7

BET — 7 —RER N OJEFIRC
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[&FF5.4: 1] FORPIREIE OIS I mIT 72 6 RS AR L FRE TS, | AR ERIEST
Mt D ERAR & P 3B 38 D 21 ER NGRS SN ESNINE R N4
EHHISTWZL 72DiT) . KRERMAEY 2, | F=. AARERK
HARBRBIR G, | AT, B
AAHIE 2. AA | AREREDREY
KER =, AR
ESNINE RN S
[Internet]. [t
I OBLR & PUis
FEBRFE D W HHE
EHIS T\ TE
<72l [cited
2017 Oct 13].
Available from:
http://www.chem
otherapy.or.jp/gui
deline/souyakuso
kusin.html
(&8} 5.4: 2] A OBEIEM IR 72 8 RS | BAMEERIETES, | AARMUFRIES
(PR HIE I 3% (Antimicrobial H AEIIE 72 | SHERE. 2016;
Stewardship : AS) 7’0 7T AfEED T | RERMAEDF2. | 64: 379-85.
1. H ARBRBTR L 2
HASK 2 HARE
WHF2 . B
TDM =, HAE
HE ¥R,

[&#5.4: 3]

Guidance for Industry: Bioanalytical
Method Validation.

U.S. Department of
Health and Human
Services

Food and Drug
Administration
Center for Drug
Evaluation and
Research (CDER)
Center for Veterinary
Medicine (CVM)
May 2001.

U.S. Department
of Health and
Human Services
Food and Drug
Administration
Center for Drug
Evaluation and
Research
(CDER) Center
for Veterinary
Medicine
(CVM).
Guidance for
Industry:
Bioanalytical
Method
Validation
[Internet].
2001[cited 2016
Dec 8]. Available
from:
https://www.fda.g
ov/downloads/Dr
ugs/Guidance/uc
m070107.pdf
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(&} 5.4: 4] Normal Laboratory Values: Blood, Plasma, | Merck Sharp & HNE R

and Serum. Dohme Corp., a
subsidiary of Merck
& Co., Inc.,
Whitehouse Station,
NJ., US.A.

[& ¥} 5.4: 5] Pharmacokinetics of Tazobactam M1 Halstenson CE, J Clin Pharmacol.
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