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PT Preferred terms : JLAGE
TAZ Tazobactam : % >/ /37 &
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15 EEREXIEROBERUVHEORE
1.5.1 HEEREOEHN

1511 [ L®IC

Yov (OKAD F, IKEIEART ML e AT o=V ) VRIEMETH L ENT VT v
(Piperacillin : PIPC) &, B-lactamase FHEAITdh 5 % ' /37 & 2 (Tazobactam : TAZ) %, TAZ:PIPC
DIt 1:8 DEIE THLA LI AHAEME TH S5 (K 1.5.1.1-1).

TAZ 1%, 1983 FIC KMEFE A TRt 23AIHL U 7= B-lactamase FHEEHITH 0, A FEAHEE 23 €
AT 5= —F, £77u AR S —8 KOG LR B-lactamase (Extended spectrum
B-lactamases : ESBLs) %5 B-lactamase % A< Al WiAIC A SE$ 5 &0 9 iz A4 5 12,

PIPC 1%, &H{bZ T¥MASAHCTHBINZN=V ) VRIAEWE THY, 7 RUEKERS
DT T LR DRRIRE 2 5 T 7T ARV R OEWER 25 L CIRIAWHTEE AT ML &R
L, BEMIENTWZZ ENGENT 1979 48 5 HIZ&AR S TLLK 30 4FRLL BRI Y JA < BEIR
OB THEA STz

HC™ N
A coH N_ O H
O ‘I 2
1 con
N PN /I\k\ (0] \f (@] \ 2
NN O HN H N CH; . ho
S CH3 - K H 2
178 N-- §’ cH,
o © H H
o)
AV - BT U KFI

K 1.5.1.1-1 AFOHEE

PIPC MM O EIZNMEEL D 7T AREMARE, SIREZ 07 FUBEIEREEES T L
FatEARE, ARt 7 T LM E O FEA T 5 B-lactamase (2 L A RE(LICENT 5. PIPCIZZh b
DOEENZXF L TEARBITIEWTIE AT M a2 AT 5720, 2o OEBEET 2 p-lactamase % FH
FTDTAZ ZBAT 5 Z ISk, HiEHoRE & EREA REOm LR Sh, TAZ & PIPC
DEAFI OBERBHFE NS EN & SETED b/,

1.5.1.2 EREUNETORERR

[ENTIX, 2001454 A [V v o 89EH) (TAZPIPC O )ikt 1:4 OELAAI, 2009 4 4 A 74
AL OAGRAARTD, FOWEX THUE, B &R, EHEEREDK), AEEROHEIT L
H25~5¢/772 TH Y, FMEIZHANTHEIGEIRWEF CHE LD R0o7o. 22T, BHEEHIL,
WA CORKNOEL OCHAEEZSEZZ, ENTOMEROHEZ K EhE- 3%
(Pharmacokinetics-Pharmacodynamics : PK-PD) f##T & fixilt DERIAR 73 B O S MR I O BLR D 5
RE L, BuidE, mrAig, BERMZ, FEMENEIR BRIERYRE & OV N B Y A xRS, 1 Bl
H&% 459 UM TIX 1125 mglkg) &7 2 ERARFERZ 320 L7-. AHNE, 2008 4F 7 HITKRR S
A, EORELOHEE, HBuifiEk Oigogya, Wi 1E 459 (NETIE1125mgkg) 1 H 3
B, RRADEE - EHATEMK CIL 1 B 4 B S, EHEMEREDER X OV LB X OY%E, @E 1
1459 METIX 1125 mglkg) 1 H 2 [BI¥ 5, EE - BEYEOSLAIX L B 3R L 72> T 4.
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£7-, 201249 HlZi%, RElE Pﬂ,@ﬂ“{“ (NEREEse, REENIRTS, RHEER M OMHER) OBWISEDN

BEN, TORELOHER, @% 10459 (NRETiE1125mgkg) 1 H 3RS THS.

HMETIT, ﬁﬁiw%$7ﬂ_77/xf,&wf%l KA, KENZBW KGRI N,
2014 4 8 HBIUETIX, MK OVNRIZHRE U CRER SRR GYE, FREQEYYE, MEENEYYE, J8EM:
IR ERDE  (Febrile neutropenia : FN) & & ¢ 9 BIEIC DWW T 112 #» B TERR I TS, =
NHDETOARA|D 1 Al K& 5- 813 459 (TAZ0.5g, PIPC4g), 1 B KES5 &1L 189 (TAZ2
g, PIPC 16 g) TH 5. F 7=, 2009 4D EHN 22 2R H# 5 (Periodic Safety Update Report: PSUR)

TIE, AAID FN OR6EIE, 66 7 [E CNEOFEHE D2 D1F 21 #[EH) THREBINLTWD.

# 1.5.1.2-1120%, AAIOWIMN &KENZ I 2 2hRe 0GR & FE R O & A7~ L7z, BN E
4 (European Union : EU) (28T DA D FN BE %92 ATE KL OVHEIIAA|D 459 2 1 H 4
FlfEHCThDH. £, WRITHT HHELOHER, 90mgkg %2 1 H 4[5 THDH. 7k, XK
ETIE, AFNT FN ORhEEZ TS L TR,

x1512-1 SHETORERR

A

ESE2 (TAZ:PIPC) Zhike - & (REmS) k- R () i
EU |47 ARFNESZ VER O T Rl YLE AN (13 3RLA B« BN IR ISR YE (8 |2011 429 H 19 Hik

2259 (1:8) |pk A (13 mELL 1) : BN K VA TIPSR [HE K & i), BMMEEENIEYSE, (3T R Summary of
459(18) |\ EAEMige, WMEMERISRRTAE (B | R QMK AR Ol FR 3 ME R ik 2 | Product
WEREET), ?E%‘E PENE I N RYLE, |2 &de) TIX, 459 % 8 [ = L (24 5., |Characteristics 12 &
e P2 B R NI LR e CRE SR 9504 | B2 PN R OV TR 2 B oD TS i 4, 8| D -
PRI 2 te), FEENVEAF R ERIDE | MR ERIBUME DA TITRAIZ 45 g &
N2 S 12 %) - BMEYEREIE NG |6 BER & TR S

JiE, FEBWEL BRI E AN (2~ 12 7)) - BUHEME IR IVE PN RS IE T,
112.5 mg/kg % 8 B¢ & & T B 5. FE B4
HPERTEE T, 90 mglkg % 6 BERT & i
B 5 QR - §RiE).

KE | AT B-Lactamase FEAE B, ARFIEZME, ©X7| (A) @, 3.375 9 & 6 K] = & (2% 5-. (2012 4 5 A YGTIR
2259 (1:8) |2V Uit D PEE~ EAE D T RUEYYE (BRNATR 0% A, 45 g & 6 B Z & (2| Product label (Z &
3.3759(L:8) | (s A) g, MEMEL, RS - R[5 5.

459 (18)  |gpmevui (MeHZ, FOSISS, MAEME| (IR 94 ALLE, KT 40 kg RO/
JRIGIEMER IS 2 & de), BER B NIE|VITIE, 1125 mglkg % 8 BEf & IC#E5-.
%, BENKIEETRE, di i (h%(2 o A LA 9 4 H AR 1% 90 mg/kg % 8 B

FEDA), BEPIfige (PEhE~ k) T LG ks, RE 40 kg L OB
CNE) MEPENERGuE (RIEYE, MRS |REIEW 72/ NI IR A &2 e 5
(R EHED 7).

1.5.2 KA E DER PR, fR AE - B ORI & R RE

FN D% %% & JptE, EW&U‘%E@?N RTA LV ROSTRE NS, TRFEL ORI AIZBI L T
RN U7z, FNIE, EICEMEREEOE Mgs SR B ORI HICRIE L, WIROEITHRRE W=D, it
nizAfﬁ®$ﬂ;ﬁFaﬁﬁA7b>z£@%/\b>%u\. Frlo, MIEZEATIE, BEBEUIIARIC X o> T
BN LIELIER OGN, BEE ST I ENE. 20X ) ARR~EIE, MR TORMERN
K728, ENTIEIABHESCIIMESRE & LTI fbiz.

T EDOAERPIEIBRIZ IV T, A P ERITIR RIS DR AR L SR AR E - SE AR E) 3 2 s
B O R LIRS Z R LTS, iR ERE ORI, BHESREOMENC ST L Ch kiR B2 5
L, MESCERZR EDOG B &9,

BB ORI TS, (LR, WOWRLE, SR & & ROV 822GRN Thh
L. guEAlDZ <X, HFEROEARN Th L ERICK L TEEZA L TWAD. BmiTR b iR
7 ALFHRIEC X » CEMENFRIEMTONDREBEONRETH Y, AOHE L LRI HERE
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A D ERYSE & /MBI ZAY: © MBI TRE T 5 2 & A TE eV, BRIV TS, FRICH
PR AT, SR B E OSBRI O OFRRIERERmIND Z &b, 1A
W S T R I BRI I S R RS ISR b D, E 7o, ISR RE O 4 ER
BT, BSOS OF 5 & IO E BI) & Lz h b S RIEIc L - Tl &
2 S, BRI m s P ERIC b T 5 £ Tk 5.

FN X, BEROENAOT A BT A > 4D Tid, AFFHEREAS 1000 ul A3 T 500 /ul Kiiiz 72 %
AIREMED B DR T T, MR T 37.5°C ULk (D WENIR =38.0°C) OREMNAE L, KA, JEE
B BEE, 7T LAX =2 ERRBIE-Z Do TWnE L DERINTE 2EBICERSND (5
1.5.2-1). FERFIZIB W T, MM TR MEBUMAE S B FER & LT b EER K7 Th 573,
FRICAF R BRI R IR R O RE R 2R S 03 % 0. L, JiEEo= v v 7 BT
£V 60%~70%kETH Z LoD, FN ORI S D OMBERGIEIZ LD b0 EBZ BT
%.

#+1.52-1 HIMEIFHEKFEDEDESE

H A R 9 IDSAY
1. FEE 1. FEE
Wi =37.5°C (BAIEIHIErE) T O FERNTE =38.0°C| HHEIR =38.3°C (HE[AIHIERE) it =38.0°C (1 HFRHILL
(HAIEIAIZE F) )
2. FFHEREK 2. FFHERER
TP EREC<1000 /ul T<500 /ul 23 % & THIS| <500 /mm? 31E<1000 /mm® T 48 BFEILLPIIC <500
nage Imm* (245 2 E R TR SN DA

IDSA : K[EYYES2 (Infectious Diseases Society of America)

FN OJFREE IOV T, Klastersky® & 1%, JLFIRIEIC LY FN 23608 L7 2142 ADHE %%t
RITHETL, 77 LRBMEE TIERGE, MRIEELORIRED, 77 2BMHETIZar 77 —t8
BT RO ERE, SEHEKEE L AT FURE N <, MIRREREE TROIECTELRED -
FEHRELTVS. ENTORN T, BHEEICKRIHSNDHEEL LT R UKREHE, #HEEk
HE, FRRESRES TS,

LD X 51z, FN OJFERE & LTOHBARIEIE 20D, FERFEREIXZNALOREEZ
i, LEB-T, =) v 77 E—0HEEL ZnOOWMMEIZHT 2P 125 E L
TBRRTREZEEZOND. ARBRYYETS L BAMFERIEFERCL D HIEEERO A KF
A2 9T, INORRKEEE LT, 77 2BEETIISEA T RURE, a7 27 7—YRE7 Rk
BRI, MACEREE, ESHERE R, WEKER, 77 ARMERE CIHRERE, Zv 7y E, KIBE
DIED, BEIFEDLD OO, BNMEROERE (moT7exr2—g, EI7F7E, e
Ny E—Jg, TaTIoRE), A VTNVEUTE, TVR I Z—E, AT /) haT74EF A -
~NV T4 U7, HEKMERE, TASNAXVRE, DUV XR, Aa— )RR ERRLNLE LT
W5,

FN (%, Klastersky (2 & 0 EYSiE S LTIV D 2 & 2B ShEBATHY 9, 1990 4, kK
ETiE, FN OZEK NERICET A T4 R 7 A > 3 KERYYESZ (Infectious Diseases Society of
America : IDSA) LYW AR SN IDSADHA N T A 3T DHKKET S 2011 42 ITHIED
HA RTA LV IPEREN TN S,

D AHIRIEZAT 2 6, e bR L 72 % dose-limiting toxicity 138 B4 (2 £ 5 BRI TH
0, HFRERDEAD T 5 & FN ORIERNEL 720, Em~D BB AR OERE N VLB D.
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T, EFREOENL, BDARYEIEOGINE L 2RI ELY RITTZ LMD, FN BETIX
WY R P RIR 2 O NCBAT D Z E NS ETH 5.

AR EBY, ENIATELDFNBETA RTAUBARINTWVDER, ZhbIZi#EIh
TWDHEED L « HEITLT L ARORRZIFEICHES L TRV, £/, FNIREICHISE
ATHPHEEZTE 7L L AR LOHRTHY, HMETORREIZHESRTRESN TN S.
EioZE <, ENO ENIEFICBET D204 R T4 B W THES APEER 5 OR L7258
U A7 O FNBFICHRINTODEANL, FE=REUBEOE 7 7 v AR O RHEEFEL O v
NARRARPIEETH Y, AFNIHELEIE L L CRRE SN TWD B OO, FN Ot & Bifs LTz
WEHRENTWD Y. — T, AARYEES & B A LFRIESESC K 5 JAIDISC EYETR
JEHA R 2011 TIL, IDSADTA RTA v 2BEI, @) A7 O FNBEICH L TARIZHEL
TW5.

EWNTIE, FRCERE - SHEMERIYEICE 7 7 0 AR Y U RPIHEIEK & IR LARHHE NS
SHEMENTE 20, BRROPEEICHT 2 HERE ORI HEH ST 5 219 LA
FEIEE  (Multidrug-resistant Pseudomonas aeruginosa : MDRP) 2D\ ClE, A F U Ui EEA T
R EREE (Methicillin-resistant Staphylococcus aureus : MRSA) 0=/ U LfiHPE i 4 BRI 5 & Hi
U CHRAEBREIID WD, KRFWRREETOT U N7 L— 27 NE S VS8 & 7> 72850 6
(BT EBURTEERE, R RS, IBNAEE O 7 LSS ATPEIZ DWW T, S5
K, TRk 2543 H 22 A), BN TRERR & WA CHEIKIC X DIERIEOMNIALE L E X
5. A#AIE, MDRPIZH L CHEBMIRZIEZ R L TV AERIOVDE>THY ¥, HEe P
1%, MDRP |Z X 2 & FEDJKYE B8 18 NSkt L TAKIZ 85 L, EiHKN 8 AZB W TR b,
BRRAIZIX 17 NIZBWTHEBI TH 722 &b, AHKI2S MDRP % JFRIA & 3 2 EYYE O — I %
LCHZITH D AlREEZ RIB L TN 5.

Fro, FHIWMRLUEOE® T 7 v ARV RPUEEOHEMIC LV, ESBLs EEARE N KGHE, 7 L
TYEFIRBUTT T U B2 EOBNMERHIIAE > T\ 9. Ur4E, ESBLs PEAERIBEIC X
% WOME 569 B AKI DA @2 SRR ARPUER & iR L, KAINT Y v 7 REEK L
LCHNANRRR ARHEEORBFELE LTHELTWD Z ENRESATHE Y. F7-, IBNME
B> ESBLs BEE BT & B YSEIC KT % B-T 7 # ~—BIHEAIB-T 7 % LIRE A IRDOH %
ISR LRPIEI L IR LT A Z T VAT, KFlzgte -7 7 #~—EBREXIB-T 7 %
LIRBAG IS, WSS DRIHEE ORI L 72 5 AREME 2 RIE LT s 19,

LLED XS, AN ARG ER O 3 RO 7 7 v 2R Y RETEE OB I
Ko TRIEE 2 DMMERE ZBHIET 272010E, RUB-7 7 X LRMEFKETHY BN GIEHA I =
RLP—ERe 0, B2, AL LREOmENS Zh b DR LD B-7 7 4~ —ElE
FlZBLA LTI IRE T ES = ) USRI E RV EEE 2 5N 5.

1.5.3  REMFREEVEICT T HAEEICETSIAMNFTIY

[END FN OIRFEIEICEET 2 04 K74 > & LTI, 2012 12 B ARERRIES 22 O R EWEL
ERIDIE (FN) IR A RT 42 OBk Sh, FlEE HEEE, iy 28 okh, Fo
~ 77 BRI OERIER 2 v = — IR 712 K D FNTRIRIEDIE)S, FN PRI E L CoPiE
HOPLEER, MU ANVAEKOREGRONT 7 F o EROFRENMERL SN TWD. T, RERE
K& LT, BMOFBEE, KE - OPENOIFR, B8 OWREE, ERIEEE OLB R OB S IC
DNTIERHILTND.



V' v EN 1.5 HJFE IF B ORE M OB 3 DRk

ARAA RT74 2 TiE, N BEOEFRZ, #FFHERES 500 /ul A 313 1000 /ul A5 C 48 FEfH
LIPIZ 500 ful Rt 72 2 & PRI S LD HRAET, MR T 37.5°C LI E (A 38.0°C LAE) @
FWENAU-BHE L LTEY, & 15.3-1 (2777 Multinational Association for Supportive Care in
Cancer Risk-Index Score (MASCC A= 7) IZfE\, KU A7 L@ Y A7 IZ@RIL T\ 5.

#1531 MASCCRa7

HH 2ar

EEDRSER OFOE (FERo «F1 3TED KN 1 HEH A 347)

sk JHERE AR 5

Sk R FE DYE R S

sk AR RS D SRR 3
MEAR 72 L 5
T2 PAZEME IR 7 L 4
BENATH D, HDHWIIIEMSEE CHEERGOBEEN 720 4
Wi AT R 72 L 3
SR BRI L 7 B 3
60 A (16 sA M ISV L7g V) 2

* AT OEFHORKIL 26 5. 21 8L EEKY R 7ER], 20 KU T EE Y A7 ER &3 5.
¥ 5.44TH HARKEESS 13 2. £1

Y 27 LY A7 O FN BEOOHIGEICBIT 2HEEREEL, UTo k) icii#shTn
%.

KU 227 @ FN BEIHT 2 UEHIE, 3 00 RHEEO PR 5-23 7% < S RIBHEH AT RE
ThHhE, v 7aT7axt Ll TRV I T T T UBOMAN RS ATV, &Y A
7 BEOHERI, PUREREEH ZES -7 7 X 2ARPHEHE (HAD LT, B7=bth, &
Hl, 41 IXRALITAEF L, AXRAREZTINT 52 LRI TS, HIZ, MRSA
DEEOID & X IHMRSA %, MAEY = v 7, Wik, FIEEEREZ A0 L7 EEFTIET 2
7 3y RRFEFE IR v o REEANT 22 & LTns. 272L, =) vy
BRICBE LTI, B-T7 7 X AR PHEKE T 2 7 7 ) a2y RRFEKROABRIEOIBIRFIL, p-
77 B LRGIESEHMPRE L %S C, AEFES (FroBEER) PNOFRREICZ A6 & h
5, B-7 7 X LARPIEHEEMBEL ML T D, 2B, AFIL, BORIET U RAEHLHD
O, ENTIEFN ZH#ISEE LTHLTWRNWZ RSN TV D,

2011 12 A ARBYE 2 & B AL 03 LR TR L 72 JAIDISC JEYYETE R A K
20110C Y, HABKIEESSOTA FT4 > L REOEBRER & FTEESE (MASCC 2= 7)
ZED AN, RY A7 OFEIIEENLEREE L&Y 27 OBREFIZHT2RIEED 2L LT
AENOBGEZHELE L TN D,

MR 12 F W T ik, European Society for Medical Oncology 7% FN DR L 1GRICET A0 A KT A4
VRN LTND, FREOERT, MDEENIRA >38.5°C it >38.0°C 7% 2 BERHILL Lz L, 4F
FRERELAY 500 /ul A X% 500 fuL A2 32 Z EmM PRI EN 56 E LT0WD. £, BF
DY A7 5L, MASCC A a7 ZH\WTEY, KU A7 0BFIIIRAMEREY, ®YA70
BE TG AR bV EAET HENHANEEEL R G T2 2 L2 MR LTV 5.

K > @ German Society of Hematology and Oncology 23MERE L7414 K54+ OTlE, FN OFE
Fh, AIPENIR A =38.3°C XX =38.0°C 7% 1 RFE LA EH#E L, 4f FERELAS 500 /ul A 13 1000 /ul
i C 500 ful AR T2 Z ENTRISN DG L LTWD. 4FhERBD OFRE S HIFIIC LD,
PURESEEON R AR Y A 78, FURAZREROE Y A7 FRIOREL, KUY AZBECIERO %
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BRI L TEX TV N T T T UBOUHR, U AL E Y A BHCIE, KRR E
TEIVL, BT 2 LRI AN LRGSR L LZHEATORIGE L L THRIATWD.
Fo, BURIBETH- TS, avTIA T RARBERH L L, BRAFBELIZHE L TR
BEIIAAOREDHER I N TV D.

—7J7, K[ETIX, National comprehensive cancer network (NCCN) (2 & % B R YLE D T B &
15912 BE3 5 A R 1 > (Prevention and treatment of cancer related infections) {233 Cl%, FN
% 1NN =38.3°C 1% =38.0°C 23 1 RFEILL ERfE L, 4FrhEkE)S 500 /ul A% 1% 1000 /uL
ARG C 48 BFEILAPNIC 500 /ul R § 25 Z EMFRISNDHAE E LTS, BEOYIHZE

T, I HPERBD OB RE OIRRE, BIZIXMASCC 2 a7 HHD ANTE Y A7 L{KY 27
IR L, 1K) 227 0 BFIXERATEE RO ov Tnryaxho o 7Y Uy
77 UBONAE, @) A7 OBFIE, PURREER 2B T 2AKH4, I3k ARG S
KT 2B LARTET VALV S EOHEANRREE L LTHIRIATWS. 2720, KE
TIIARANLFN OZhRex A L TR0,

IDSA 7% 2002 £F (2 a3 U T RE B [T HIE U 72 AF FERIAME IR DU EE N O A R 7 A
AL, FITHFPERBD OFLEIC i@ﬁ%ﬁ%ﬁ@ﬁ%%ﬁUX7k%Uxﬁ@%%K%ﬁL
KU A7 OBEFITIFROOX ) v L RPEE NN B-T7 7 ¥~ —BHEAE G <=2V VRPUEE
N, @YU AT OBRFIIIPHIEFEER 26T 5H 3t 7 7 o AR Y URHIFEIK E B3R
LRPUREEDNHANARIEE L THER STV D, @) A7 OBEICKHT D2 ARFORANEERIL, =
NHOMRBIE LTS T ens, A ERIRO =BT U AZHERET 2 0ERH 5 L fafii S
T,

Bow & (% 5.35.14 ) %, KE, W FEXKROA—A T U T O 34 fExllB\\ T, Mk
f%%%®%ﬁﬁ%¢%ﬁ&iHV~FK%?%EVHJy7ﬁ7t~kbf@$ﬁkﬁ7it
I & DE IR O M B B A LA — T v T ~UL S ik S A il B & 320 L TV 5.
ZORER, TG T2 FEEtE, WEGE TREOEREE TH 7 BUBROARIZONT, E7 b L
DIELPENGER Sh, BT 72 B OB FIIAF TENL TV 2. IDSA Y, Z OB R
% £ 2010 SEICKET SNTAT A I A 2 VT, KEIZw D 227 B ﬁ#émﬁ%%ﬁ@—
DL LTHEELTWD. 72, AVA RTA 0T, <O ET U 2%58HL1L, =Y vs
REE LT, B-T77XLRPIHEELT I 7V ay FRIIEEOIHHOERICOWTEEL, 7
27V ay FREEROKREL, BWEHZEBT 505 T, B-7 7 ¥ LRFIEIE DA R
T2 EREHRNBINZ L EEHL TN D,

INEDFN BEDBIRITA K74 L LTS, *lﬁuufbﬂiﬁ”/*\ (American Society of Clinical
oncology) 7% 2012 412 3& M el & /N OFEBRFITIBIT BRIEH A RTA LB RAR LTINS
m.¢ﬁ@FN%%@UX7@EH,%%%ﬂ%gﬁ(i#,@%@ﬁEwW@,ﬁﬁﬁﬂ%g
K (BFEREO X A 7 L) RO ey — RER BRORE, K Eoa M, FEEORAE,
MEREL M OF C SsPEE A (C-reactive protein : CRP)] =8 SN bD & LTW5D. Fi2, Kk
ERIEF RO NEXNRE LI A T4 2 TlE, FHERED o8 EZ U A 7 EKE LTS
DIZxE LT, /NETHE, f/MEAES B MEREAEORRENER SN TWD Z LR R > T
L. MRV 27 o/NRBETIE, ROOHEEKRGEEZBET LI LI, & A7 DBETIT
PREFEIER 2672 B-7 7 ¥ 2R PR X iﬁ/lx/\f\z\Ayﬁﬁ%@&5754@#@%2@’@\6 -
X, MAZXRETHZNTNOHTA RT7A4 U THREETH 5.
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77, Yo7 — FEMERETA R80T, @Y 227 O AR OVNREO FN B x5t
THBPCE L L TAAINHERE S T D.

2B, FN OBEHA R 74 > D%< Tk, MASCC % 2 7 8 B O EIEEHEIC5 I H S hTn
D05, B TIE, MASCC A a7 O TIIARL L ARG ORI TE oo, BFEOIMER

- BOHEZ B L TRABICARL &4 TOWBFIFIEZHIET 2 714 KT A4 v OB e
éﬂfu\é ),

1.5.4  FEEMFPEKEADEICH L CHRREBREIT oI L 2XHTHHENTR

AFNL, WO T A (% 53511, %5351.21H, % 53.5.1.3 K OV 5.3.5.2.2 1H)

([ZHESE, FN OIS 60 7 [ELL ETHAR SN TV D, F, EERFNOBIREIA K7 AT
1%, RN L/RIED PN B 2 GUTAR O A G & 2t 258l L7-imsC (55 5.35.1.4 H, &
535.1.5 1, 53516 HKXU 53517 H) 27 AL LT, AHIZ FN Tk 2 HATAKE
DF—BFIR L LTREM T DTV D, Ei, AAIOIEMBREDS A AN ESMEN, KA LR
TREERBRNI &, KU PK-PD T OGNS, S COMEL O HEZ HARAND FN &
FICHATIE, A TOTET VR LERROFIIENIFCE D EE R T,

5 HER (TAZPIPC O J)fiitt 1:4 OBCEAI 2009 4 4 HAGRIEE) O EH A
2 (2001 4E~2006 4F) TULLE S 7= B R4 B O AFRZIE 1) & RYLIE B 2B 1T 5 A HI DO HEY)
BRE PNz kv, PK-PDMRNTZEM L, ZOMAEE#E 1.54-11R L7227, PK-PD b, BRksY
BB O AN 3T D S Mo AT & R YE FBE O RHER S BN AE T A — 2 &2 T, AHl 459 % 1
H2EL3EE4EHEE LI-LEDEThHLa YR 2 b— 3 VENT 21TV, %Time above MIC
DOREMEZ 30% K% TN50% L L7z & & OERMERE R LT,

459 % 1 B 3% 5925 Z & T, %Time above MIC ZDimﬁlE?fﬂﬁ%' hF % 59 30%LA b DRk R
TR Z ST X TOREMIZK LT 80%LL ETH 7228, A EZIE % /~RT 50%LL_EDEERL
feRIx— 7 r N X —)8 L FRIEE TIIM 70% Th o 72, Z il ﬁbf 4591 B 4 0% 5 Tlx
FEIRF 2% 5 %Time above MIC 73 50% DL EIC 72 B BRI 80% % EBD, =T a7 X —
JBTH 79%D E W ERER TH - 7.

PLED X 91T, ERIRBER O & PK-PD T OFER 26, FN OJRRE & 725 215 O FfE
T DARFOANMENRHFRFCTEL 2 ENRBENTZ L LY, KAIOFN BEFZRSRE LT
KB A2 FEiid 5 Z ERXFF S D LB X

F+ 1.54-1 KHFZHT HEEERDEEE O RZMN & EYBIRE-ZE N F N

N e | MIC 4.5gx2 [=]/H 4.5 gx3 [/ H 4.5 gx4 [Al/ H

PR - R WA | (igimD) 30%g 50% 30%g 50% 30%g 50%
7 N U ERE BV vt & R <) 393 2 98.1 92.3 99.7 97.9 100 98.7
fitiJ BR A 308 2 98.3 93.1 99.8 98.0 100 98.9
B ER B 304 8 96.7 67.1 98.9 95.2 99.9 98.0
KB 322 4 96.5 84.9 97.7 95.9 98.8 96.9
vhanRyaZ—Ig 190 64 83.3 66.4 87.5 81.0 89.8 85.7
LT UTTR 294 4 96.2 82.0 96.8 95.6 98.2 96.6
TLT T A —IE 243 128 74.9 62.9 82.9 73.1 86.0 79.0
vSFTE 232 64 83.1 66.0 88.0 80.3 90.7 86.2
ras G 173 0.5 99.2 96.5 100 98.7 100 99.8
T F VTR 40 4 95.5 86.5 97.7 94.4 98.9 96.9
A7 VHE 268 0.12 99.9 98.1 100 99.7 100 100.0
B 324 128 74.2 46.0 85.1 70.3 88.2 80.7
NITFaATF AR 110 4 94.4 89.2 96.2 93.7 96.3 95.4

54271 Fip fth £ 1
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1.5.5 BAFETIE

1.5.5.1 FRFDIEE

AHID EN BAFEIZOWTIE, FIEFRREEOFARSEE CEK 2044 A 14 BfF) OffrsEmEE
LT 3BV ERIBAE (LT, FN) OBFICXIT 5 TAZIPIPC (1:8) DBAFE 2 il0m Tt
T5HZ &) LRisicnT.

F T, HEEHIL, AHIOFNICBET 2BIMERIRHIOWT, E& LTOMEICIEIT 2 A5 0
HKGRRDL, A BT A BT DALEST T KO PR IS OV TRA L,

| EEea: fEEl EESORE $[TReici:T 0820 R o

BB csocmmir zome s
N - - - -

I - - - - .
I - > = s, R,
I, - 1 L7

7, ARENL, EFR EOMENMEOEOARAGEE IS ERTRE LY, FN OREE BN OB %
PELZZT Pk 224212 H 13 H)

D%,
I - -l e, o

omzriae cEEA . -

(1) (22T

l
M
N
Q)

-k%z%{)

&

®3)

!

I

Y
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() Iz T

I - - . 7.
0,
I - - 5.

ooz < [ BB - mmem 20
-7 #»+, [
I - 5 452 1 T %

1.5.5.2 HEVEFPEEAEDORFEHER VS EORBHRFICAVSEBKRRERT
— BNy Ir—2

BB COBS IS E, SMEICBT 2 AR41D FN O&GRREL, FNIZBIT 2 ENS o EE 2
ZIRTA BT A ROFBRECS T DARFNOAME T ZBE 2T, ARAIDOBRSE 2 31 L.

AFNZL, AN BT 287 v AZES X, FN O 2 60 # [ELL ETHEBE I WD, £,
FER FN OZIEITA BT A 2 Tld, KA FNIREOSE —RIFEE L L T EfMITonTngd. £
7o, AHNOFEYEREDNS AARN EAEAN L TRE S ER BN L RO PK-PD T DA~ S,
ATOREROHEEZ HARAD FN BEICHE A TIUL, WA Toz T v R LRIEDO A ZMWENH]
FFCEDEBZT-.

—77, BARNOERFOZREVEIZOWTIE, FBENIREE 255 & LB T4591 H 4
5O FERENH 0, FHERELM T CTHDAHORFEEE OB ARR IS TS 00,
FN BEZ TOMMERIID 2. LR - T, KA, BUAGROBEIE (GIIE, Ik, MR
Bk, R, MRS, MERENIRDS, MEFER, KOWEER) OB LRI, HARADFN A
FICHAENCTREBIMEHTED 2%, A 4591 H 4[EIEE) L/ (90mg/kgl H 4 [A]#
H) OFNBFEERGE LA =T TV CHEERT 5 2 & &FHE Lz, ®iZ, /NEHED
WO AR T D 72012, /NEO FN BE 2 RICAF OEYERRIZOW T b RETT 52L& L
7.

FN BIF 23T 2 ENERARBR OS2 % 1.55.2-1 1Rk L7z, FiZ, AFIOHAKNCEBIT D%
EMEOFMZ OV T, AFOTIRERAEICS T et Ei#HRsE (5 5.3.6.1 THK U 5.3.6.2
H), SEORERTH S Pfizer #E23MER L7- PSUR (55 5.3.6.31H), {B¥EHET—%>— b
(Company Core Data Sheet : CCDS) (55 22 Jir) (55 1.6 TH jll#s 1.6.2) KO Pfizer #1734 E T % fii
L7z Bk aRioig (36 5.3.5.1.1 1, #55.35.1.2H, 53513 KV 535.22H) b EEE
E L7 SMNETER SN FN BE 255 & LR O —%E 42 1.55.2-2 [TR LTz,
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YV FN 15 EJFUERE FL Ok [ OB SE DA
# 15521 ERERABR—EXR (BN
. - PRERIE FHmRE | .
ABRD| CTD &HFH Rk N o . Eild=a . [2e 1)
9 4 by |y oo | BREDTHE - RS BB e i[Ed J30) .
fiE | RBER) |71 RHIOF ) HfH] SEARE R D v
Bak | 53521 |[A—7 U |HATIZA5g [EA ;1184 (FAS 109| BWE |7 B (&|4 B B (5| FHmE R
G5 4e| (10038080) | 5~ 1% | %, /NRTIE  |f6, PPS 945, Z24xpk| fFiEk [ 14 B |72 B5RATR)
AR TaE%x LA 90 mgikg & 1 H 4| fENT 4R 117 1) | B | ) DFRENGN .
e |G (304384 |/NR - 12 45 (FAS 10 7HH KO
eRTEEE) |, PPS 8, oAtk HA& TR (X
FENT X G4E ] 12 451) VT IEREE) D
SR T - il
RNR72 &
FAS: Full analysis set, PPS: Per protocol set
# 15522 BRERABR—ER HE)
. - PRERIE AR S
ABRD| CTD&HH ARk N o - Eild=a N [2e1)
9 4 oy |emp oo | BEIE - R BB e[ J30) .
e | RBER) |71 RHIOF D) 4] SEAEE R Dy
Bpk | 53511 |#E{E%(K|3.3759% 1 H 6 |FF205%1 (W) FEEME |7 AR [TRRRHE T/ IERE | 25
%511 4E  (D68P19) | A4—— 2| [ TAZ/PIPC i 104 5] | hfrdiEk (F& THE), TRIRRE
RER Z ~L4 | +tobramycin IPM/CS ¥ 101 5 T E T 24~T72 BRf1%
JiFk 3R |5 molkg/day (R BHRFHA)
LR T ORI T T~
14 5% (LB
A DR R
L
ik | 53512 |ME{EX{k|45g% 1 H 4R |FH99 4 (&A) REWE |9 B [TREHE T/ IERE | ZEEE
5 11 46| (D68P533) | +——" > | +amikacin TAZIPIPC ¥ 48 TPk (R THE), TR
AR 7% |1.5mglkg BID  |CAZ f¥ 51 fl TV iE T 24~T72 W14
i E AL (A (BB AA)
LR T ORI T T~
14 5% (LB
A DR R
L
gk | 53513 |ME{EZA{L[90 mg/ikg & 1 H 4|7t 146 5] 223 =v° — | FEE |7 HH | TEEBILA 72~96 KF| ZEER
511 48| (D68P542) | ——" 2 |[|] NG TFHER M 4 HAB), A
Ev Z ~L4 | +amikacin TAZ/PIPC B¥ 76 3] TBE PHCTHRE (THHE)
iz 4L 7| 20 mg/kg/day CAZ #£ 70 {4 DEFRNR 2 L
PR
BRR | 5.35.1.4 |M{EAL|459% 1 H 4\ |5F528 5] (EAN) FEVE 121 B |TRIERAA 72 RFRE | ZEER
| @wWX) | A—F TAZ/PIPC 1 265 i | i FhEk | %, TBIRK TR,
FLL CFPM #% 263 15l Wi R 7 A LLER
i E AL (A L2k (R
LR ZhFEHMEE) O
RN R72 &
BRR | 53515 |M{EAL|459% 1 H 31 |FH733 641 (A) FEVE | RB TR TREORRIR | 258k
R (F@3X) |7 FER|+with/without | B 364 4] T HER MR E
x5 — 8 |amikacin OFFEE 369 Wi
Sk i | 7.5 mo/kg BID
axAL[E
gk | 53516 |M{EA{L[90 mgikg & 1 H 4|F 27 6150 =& — K | FEE | RBH |96 REREI: OERIRS) | S5&ER
BV (FR3C) | HieEkER | m) GN) AFHER ik
TAZIPIPC #£ 25 =t | Il
CFPM (25 =tV — |
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#1552-3 BRIABR—EX OLE) HKiE

el RIS

RKErD| CTD&ES | #B ; " . e . [222%0)
- - oy |emn oo | BEIE - R BB it a0y .
i | RBER) |7 Al H S iR
Bk | 5.35.17 |ME{EX4{L|90 mg/kg & 1 H 437041127 =7y — F| BBWE | R | TARE THEORIR | 225k
R GR3) | A—T | GNEY AR hiRie &
VAU TAZIPIPC #£ 65 —t° | IliE
i E AL (A —F
PR CFPMEfE2 ="y — |
ik | 53522 [A—7|45g% 1A 4[] [114 %] (FKA) FEEME |7 B (RS TP IERE | EER
5 111 | (D68P523) | 5 ~14 | + amikacin or TPk (R THE), TR
R it 5% 3% [ | tobramycin or BUE T 24~T72 W%
J Hriigs 34 | gentamicin (R BHRFHA)
B T ORI T T~

14 A% (BB
) DL R
ey

1.5.5.3 HRERTH A VO RUGCPESFICEAT S50k

AANL, BRICRLSE, Mgk (BENMiRZETe), SMEMEREDEZ, B LR, MRk, MERENR
%5, BREER KL ONHERICOWTCENTRRZ FEE L CRIE2 BUG L TR0, RERGEHFAICS D
TYH, ToOAMELEZEMITHSLShSo5h D, Lo T, AFIOFNBEEZRIGRE LA
PR O OFHMIE, BEHERO E, =7 T ULRBRE LT,

KA DA TED DI FE M LR RER T, ~ S o FESICES < MEAER], 3k,
SEFEERATHA, [EELOBRARBROEHmOIEEICEIT 2845 (GCP)J, TEIEMDEFARRERDE
fiDFEHEZEIT 58 B ORMATICOWNT) KO TEHES ORGARER O S O L HEDERIZOW\WT) 12
P> THEMi L7z,

1.5.6 ERIRZEE(ICEI HER

AARNIZIIT D AR OREARIHHER & Ui, @ERAT TICI1 2 Ha i 538 & KEE S
PR, TR RIS 2 SR E AR & OV IR T R YE R S 0 U B SR Eh e AR A T
LTW5. AMEANCET D ERRIEHERER & LT, @R AE XIS E Lz 5RER, KERS
AR, SR T 5 K EREERER, Frok R BE RN (BHREEE SRS, IMEARER L) 2k
VB SR ENREER K OSEA EER R (TAZ & PIPC, AL 7 _Rxv R, N7 I~vA X
INvav s vy) REMESNTWS. L EOBRKREERERE RN G, BARNIBIT 5 ARHF DK
MENREIFAMNEAN E RES BRI 2R LTS (Vv U AR SR 55 2.7.2.25.3
IH) .

FN B ICB T D AFI O REEERER & L ClE, ARE GMEAN) O3EyEhaEsER ) 5 X
NTW5s (VB RARIEGER 55 2.7.2265H). —J7, /NERFICE T 2 EYEREITSE S
NTWRINST2Z LD, RHFEICBW CHYERERR 2 Ehi L7z, /NE FN BH TR T 254
BHHE D A N 7= R BR OIS A2 2 1.5.6-1 (TR L 7=,

#&1.5.6-1 /PNEDOREBREIFPIKBEMEBREICES T DHEYEBEROTMICA L HER

HRO | CTD &5 B B bR B D & HBRE BED k5
F¥E FRBEE) | 7 FHPA (Be5 515 - 28) | (PK ) 2l Him
FEER | %5 5.3.3.2 18 |pEine |4 — 72 T X|90mg/kg & 1 H 4 [ 94 FEEVE A7 ER| 7 AL L,

BIAE | (12DA38) | /3T A—% [V fisk 4k F | ¥ (1 Wi S WAE ChRE, | 14 HIH
R B ) 1~13 %)
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1.5.6.1 HEEFREKRAERFICHS T 5 EYEE

B A N O R A K& OV A ifiZe /g, AMEL N ORERERR A, AN FN B K OV EIE NI GiE
BEICBIT 2 WENE (PK) /XT A—HZ %, TAZ O PIPC (2 AHME A AR A B ZE PN EGE B35 12
BOWTHOMARITOREVMEINIC &S o722y, FBERMTHIEEH, 2527 V7 7 ARV
FRFEICHE R2ENNIA LN -T2, ZRHDZ LD, MR KOO N BEEM &k
N FN BE CTAKI O Y B RES K & < B/ 2 TR <, AR FN B CHRERI 72 Bl i R 2
ThsbEEZHN (5253115H) .

AR N/NE FN B IZARAIA 18190 mg/kg A& T 1 B 4 [BLSGE#FHE L7 B D TAZ OV PIPC
O MIEPIREHERR L, A AN EYYE BE KO FN B3 OMEA) & BEE ZE VIR
Do oTe. AFZ LA 4E 6 R I EICKERG LIGEOY I 2 b—ra URERNG,
W2 50 HARNNE FN B CEREMEDNTBO N D AlREtEiEnEZ 2 o, HiZ, AR
AD/NR N B KOV EYESE, SMEAO/NRABRERE K OVNR RN EGE B 1
BT D TAZ LOPIPC D PK /3T A —% (JHIEH, 257 V7 7 A ROGHER) 13, %
BEFEMTHEEL TWe, 2D &b, /NN EFIZ 1E190mgkg % 1 H 4 B[ 5 L7235
&, AFIOIYBREAMb /N BRELER L/ FN BE TR E < B2 5 TREMEIE <, /NEFN
FHCIIPEAGRO/NEHE (1R 1125 mgkg 2 1 H 3[E%5) kv b 1 BHEREL 25720, &
WA RIBBENPEONDL O EEX BN (55253121H) .

1.5.7 BEICET 28R
AN B9 A BRI, BN TEM L 72 FN 23T 2 AKFI O IRLE N AR O ER I
HASNTITo7- (815.7-1).

#157-1 AWEOFEMIZAN-HER

. o p PR EEfiiE
T | gy | g | B - e moy | R
B (RF D) M H
I IR 53521 |A—72 |RATIX459 %, |FA : 118 4 7 HIH 4HEH (&5
5 11141 | (10038080) | 5~ /L% |/\dC1% 90 mg/kg| (Full analysis set(FAS) 109 i, (k& 14 A ) |72 BEfEI%) @
AR %I | 1 B 4[8]$5- (30[Per protocol set(PPS) 94 5, %2 fRBEVGHER. 7
e Ul b CRTERE | AT SLER] 117 1) HERUOESE
) /NI 12 TR LT
(FAS 10 i, PPS 8 3], 24t HkIRE) Ofif
FEAT T SREE [ 12 i) EGhE - HRIR
MR E

1.5.7.1 BRATOENHE

ek SN BE 118 HIEBICIRBREE NG S, 20 5 BEHlixt G5 O 1R 5R FE it m £l A
U 7= fHT %t 52451 (Per protocol set : PPS) 1% 94 5l Td» - 7-.
1.5.7.1.1 %5 4BE0RBMR (EEFFEER)

FHEFHEEE Th 2% 54 A B OB RO [95%EHEX [, DL TREE] 1%, 50.0% (47/94
B) [39.5%, 60.5%] Tdh-o7- (F 157.11-1). 7=, FHBRLSICIT D 4 EREU T O iR
ROBERHEZ, 4FHERE 100 /WL A0 T 37.5% (18/48 f5]) [24.0%, 52.6%], 100 /uL LAk 500 /uL
A5 C 62.5% (10716 f51) [35.4%, 84.8%], 500 /uL LL_E 1000 /uL A5 € 1/2 %l [1.3%, 98.7%],
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1000 /uL LA EC 76.2% (16/21 f51) [52.8%, 91.8%] TV, HIMERSE A Tl 28.6% (2/7 i)
[3.7%, 71.0%] TH-7-.

157111 #548B80@8E85R (BA,

A R D EFRIREA) - PPS

AF FRERHIX 3 (/uL) SEIEFE | ARh%) | W) | AR (%) BN D 95%(EHEIX [
RN 94 47(50.0) | 47(50.0) 47(50.0) [39.5,60.5]
100 A 48 18(37.5) | 30(62.5) 18(37.5) [24.0,52.6]
100 LA I 500 Aifi 16 10(62.5) 6(37.5) 10(62.5) [35.4,84.8]
500 LAk 1000 i 2 1(50.0) 1(50.0) 1(50.0) [1.3,98.7]
1000 LAk 21 16(76.2) 5(23.8) 16(76.2) [52.8,91.8]
Bk 5 8 A< B 7 2"2(28.6) | 5°(71.4) 2(28.6) [3.7,71.0]

*1: FHNR =750 &HIE ST uRE EPPS JEGIER < 100
*2 : BIMEREL : 170 /ul 2 TF 300 /uL
*3 . [EIMERELC : 150 /uL, 200 /uL, 300 /uL, 400 /uL K OAHE
%5 5.3.5.2.1 T8 10038080 CSR # 11-12

1.5.7.1.2
157121

(20/26 131) [56.4%, 91.0%] TH Y,

Bl REHEIEB

%5 7 BEO@BREHE
#5-7 B BIZR T DD R OA 03 [95%IEFIXH], LT FIER] 1%, 54.8% (51/93 #1]) [44.2%,
65.2%] T o7- (£ 1.5.7.1.2.1-1). F7=, FHIRERICIS T 2 4 PERED COMBGHR DO BRI,
R ER % 100 /ul A5 C 50.0% (10/20 f51]) [27.2%, 72.8%], 100 /uL LA | 500 /uL i T 81.3% (13/16
i) [54.4%, 96.0%], 500 /uL LA I 1000 /uL i T 3/5 51 [14.7%, 94.7%], 1000 /uL LA | T 76.9%

H I ER 7 B ASE Tl 19.2% (5/26 f31]) [6.6%, 39.4%] Tk

-7z,
#1571.21-1 #57BEHOHRMNE (BA, FHEEROIFHEKEE) - PPS
TFAPERER Sy (/L) | HSEBIER | A9N%) | (%) | CHIERRE | A2 (%) | AR 95% S HEXH

I 93 51(54.8) | 42(45.2) 0 51(54.8) [44.2,65.2]

100 A 20 10(50.0) | 10(50.0) 0 10(50.0) [27.2,72.8]

100 LI - 500 A 16 13(81.3) | 3(18.8) 0 13(81.3) [54.4,96.0]

500 LA I 1000 A 5 3(60.0) | 2(40.0) 0 3(60.0) [14.7,94.7]

1000 LAk 26 20(76.9) | 6(23.1) 0 20(76.9) [56.4,91.0]

9 i BRI ASB 2 26 5(19.2) | 21(80.8) 0 5(19.2) [6.6,39.4]

*1: AR =FH%) & HE ST BEL PPSIEREL CHERREAER| 2 FRr<) X100

*2 : FAERBGIARME

% 5.3.5.2.1 1 10038080 CSR # 11-15

1.5.71.2.2

[68.9%, 95.0%] T&HY,

BERT/HIERFOREEME
B GA& T IR IERR ISR T IRV R O IRIL, 61.7% (58/94 #1) [51.1%, 71.5%] Th -7z (F
1.5.7.1.2.2-1). F7z, FHERERIZISIT D 4FHEREDN T OB I ORI, AP ERF 100 /uL £
Titi C 34.4% (11/32 ) [18.6%, 53.2%], 100 /uL LAk 500 /uL Afii T 78.9% (15/19 fi) [54.4%,
93.9%], 500 /uL LA I 1000 /uL A5 C 3/4 1 [19.4%, 99.4%], 1000 /uL LL |- C 85.3% (29/34 )
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%= 1.57.1.2.2-1 HERT/HILEFEOEBNE (KA, FFHEEFROFHEREG) : PPS

GFRERER X (/L) | STBUEFIER | Aoi%) | (%) | HIEREE | ARFE (%) | ARhERO 95%FHE X H
ESUN 94 58(61.7) | 36(38.3) 0 58(61.7) [51.1,71.5]
100 A 32 11(34.4) | 21(65.6) 0 11(34.4) [18.6,53.2]
100 LA I 500 Aifi 19 15(78.9) | 4(21.1) 0 15(78.9) [54.4,93.9]
500 L4 |- 1000 i 4 3(75.0) | 1(25.0) 0 3(75.0) [19.4,99.4]
1000 LAk 34 29(85.3) | 5(14.7) 0 29(85.3) [68.9,95.0]
Bk 5 8 A< B 5 0(0) 5"2(100) 0 0(0) [0,52.2]

*1: B =% & HIE ST BE L PPS JEBIEL CHIEREERER 2 Fk<) x100
*2 - [ ERENE 150 /ul, 200 /pl, 300 /L, 400/uL KR OSKRHIE (4 161)
% 5.3.5.2.1 76 10038080 CSR # 11-18

1.5.7.1.2.3 #E5 7 BERVESRT/HIEROBRKSER

57 B BB DEEEFEOEDHRIL 42.6% (23/54 #1), F 231X 79.6% (43/54 1)) [66.5%,
89.4%] T o7z (F 1.5.7.1.2.3-1) . FHIiRF U I 1T D 4F FERE] T DOEGIRZIRIL, 4FHER%EL 100 /uL
A TN 35.7% (/14 f51)), A% 71.4% (10/14 f5]) [41.9%, 91.6%], 100 /uL LAk 500 /uL
A CHENFR 57.1% (8/14 ), H7%h3% 85.7% (12/14 f5]) [57.2%, 98.2%], 500 /uL LAk 1000 /uL
A CENR 12 6, H%h= 1/2 41 [1.3%, 98.7%] } %1000 /uL LA | CTHE%h=R 37.5% (9/24 ),
H%h=E 83.3% (20/24 f5]) [62.6%, 95.3%] ThH-o7-.

Fro, BER TIPS 5 REIROFELHIT 29.0% (27/93 1), A 4h31% 59.1% (55/93
) [48.5%, 69.2%] T o7-. FHAMRERICIS T DAFHERED T OERKRZIERIL, aFHE%EL 100 /UL
Al TN 16.1% (5/31 f51)), A #h#% 35.5% (11/31 ) [19.2%, 54.6%], 100 /uL Lk F 500 /uL
ATl CERNR 47.4% (9/19 ), H7%h% 68.4% (13/19 f5) [43.4%, 87.4%], 500 /uL LI 1000 /uL
AT TERNR U B, HEh=R 214 B [6.8%, 93.2%], 1000 /uL LA - CTHELE 34.3% (12/35 %1), A
#h# 82.9% (29/35 f5]) [66.4%, 93.4%] ToH Y, HMERSEIARI TILERFE 0/4 5, Hzh= 0/4
%1 [0%, 60.2%] TH-7=.
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% 15.7.1.23-1 57 BERVEEET/HRILEOERESE (BN, FHMMiEEmOFHBREGR]) : PPS

PO e[ 2%
FEAmEE | F TP EREUC 3 (/uL) | EB | ZE20(%) |[A250(%) | HE (%) ;”ﬁmg LN )| AR (%) %T;(i;ggﬁ
& e
SN 54 |23(42.6)|20(37.0)|11(20.4) 23(42.6) 43(79.6) [66.5,89.4]
100 F#iifi 14 | 5(35.7) | 5(35.7) | 4(28.6) | © 5(35.7) 10(71.4) [41.9,91.6]
100 uL 14 | 8(57.1) | 4(28.6) | 2(14.3) | 0O 8(57.1) 12(85.7) [57.2,98.2]
500 i
57 HH 500 DL -
1000 T 2 | 1(50.0) | 0(0) |1(50.0)| O 1(50.0) 1(50.0) [1.3,98.7]
1000 LA - 24 | 9(37.5) |11(45.8)| 4(16.7) | O 9(37.5) 20(83.3) [62.6,95.3]
Bk 5 8 A< B 0
SN 94 |27(28.7)|28(29.8)|38(40.4)| 1 27(29.0) 55(59.1) [48.5,69.2]
100 F#iifi 32 | 5(15.6) | 6(18.8) [20(62.5)| 1 5(16.1) 11(35.5) [19.2,54.6]
100 L4 |
gk T 500 i 19 | 9(47.4) | 4(21.1) | 6(31.6) | 0O 9(47.4) 13(68.4) [43.4,87.4]
[ IERE (500 L L
1000 T 4 |1(25.0) | 1(25.0) | 2(50.0) | © 1(25.0) 2(50.0) [6.8,93.2]
1000 LA - 35 |12(34.3)[17(48.6)| 6(17.1) | © 12(34.3) 29(82.9) [66.4,93.4]
L Bk 5 8 A< B 4 0(0) 0(0) |47%100)| © 0(0) 0(0) [0,60.2]

*1  BNR=F &HE SN EEHPPSIEGIEL CHIERGEER 2 k<) X100

*2 L AR =K O3 &I S BEEPPS FEBIEL  CHIE RREFEFI &R <) X100
*3 . {MERENE 150 /ul, 200/pL, 400 /uL K OSKAIE (45 1 41)

% 5.3.5.2.1 T8 10038080 CSR # 11-21

1.5.7.2 INETOEDMN

Bk ST BE 12 B EplIIRBRIENR G- S, 209 HIHlixtRO PPS 1L 8 il Th - 7-.
1.5.7.2.1 %5 4 BEOHREMNE (EEFFMIEE)

TEFHEER TH D% 5 4 A HOMBERNROAZNR [95%(EHIXE, LUTFER] 1%, 62.5% (5/8
#il) [24.5%, 91.5%] Th o7 (F£15721-1). 7z, FFMEEESOFHERERIREEKIE, 100 /uL
A% 6 4, 100 /uL LA_E 500 /uL AKfi 23 2 Bl CTho7-. $eh5 4 B H OB R OGDHRIL, &
BR¥L 100 /uL K35 € 50.0% (3/6 1), 100 /uL LL_E 500 /uL A5 T 2/2 il T - 7=

157211 #548B0@BBNE (NRE, FHMERFROIFHREREGRD  PPS

AP ERELX 53 (/uL) xHGUE IR HZh(%) FEN%) | ANET (%) | AENED 5% EHEX
RN 8 5(62.5) 3(37.5) 5(62.5) [24.5,91.5]

100 F i 6 3(50.0) 3(50.0) 3(50.0) [11.8,88.2]

100 LA I 500 Aifi 2 2(100) 0(0) 2(100) [15.8,100]

500 LA - 1000 il 0

1000 LA - 0

SNIIRE AT NS 0 -

*] : FRIER=F7%) & HIE S BERPPS JEHIEL X 100
% 535.2.1 76 10038080 CSR % 11-30
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15.7.2.2 &R T IE B

1.5.7.2.2.1 =57 BED@BENR

57 B BIZB T 2MBEGHFEOF N [95%EHEX M, LLTFRE] 1%, 62.5% (5/8 i) [24.5%,
91.5%] Th o7 (£ 157.221-1). 7z, BRSO PEREOIEEENL, 4FPEREL 100 /uL A
2% 44511, 100 /uL LL_E 500 /ul A28 2 6, 1000 /uL LA ER 2 B CTH 7=, #5557 B H O
BN TER) ThomBEOEIEGIE, HFPEREL 100 /ul AR5 T 3/4 41, 100 /uL LAt 500 /uL A ©
0/2 i1, 1000 /uL LA _EC 2/2 il T o 7=.

#= 1572211 ¥#57BEBOHEBDE (NR, FFMEFFSOIFREREA]D  PPS

AP EREL X 3 (/uL) SHEUEGIEL | ARN%) | BERN(%) | HIERRE | AT (%) | AR 95%(EHE XM
SN 8 5(62.5) | 3(37.5) 0 5(62.5) [24.5,91.5]

100 A 4 3(75.0) | 1(25.0) 0 3(75.0) [19.4,99.4]

100 LA - 500 i 2 0(0) 2(100) 0 0(0) [0,84.2]

500 LA = 1000 il 0

1000 LAk 2 2(100) 0(0) 0 2(100) [15.8,100]

19 1 BR 4 18 A< B 0

*] AR =F%h & HIE SN BESPPSIENIEL CHIERRERERZ<) X100
% 5.3.5.2.1 76 10038080 CSR %% 11-32

1.5.7.2.2.2 BERT/hIEBORBME

B A& T IR IER ISR T B IREVH R O IRIL, 62.5% (5/8 #) [24.5%, 915%] Tho7- (F
15.7.2.2.2-1). F£7z, GRS OLF PEREOEFEEIL, 4FPEREL 100 /uL A32% 3 451, 100 /ul LA E
500 /uL A5 A3 161, 500 /ul LAk 1000 /uL A5#23 161, 1000 /uL LA L3 3B ThH o7z, BeHH& T/
IR OREGHED %)) ThomBEOEIGE, FPEREL 100 /uL A5 T 2/3 #1], 100 /uL LA
k500 /uL AT 071 451, 500 /uL LAk 1000 /uL AT 1/1 61, 1000 /uL LA LT 283 FlTH - 7-.

1572221 HERT/HIEFOFERDE (NR, FHMEEFROFHEREA - PPS

AF P ERHIX 3 (/uL) SHEUEGIEL | ARN%) | BERN(%) | HIERRE | AT (%) | AR 95%(EHE XM
RN 8 5(62.5) | 3(37.5) 0 5(62.5) [24.5,91.5]

100 A 3 2(66.7) | 1(33.3) 0 2(66.7) [9.4,99.2]

100 LA L 500 i 1 0(0) 1(100) 0 0(0) [0,97.5]

500 L4 |- 1000 i 1 1(100) 0(0) 0 1(100) [2.5,100]

1000 LAk 3 2(66.7) | 1(33.3) 0 2(66.7) [9.4,99.2]

M M ER 53 18 A< B 0

*] AR =F%h & HIE SN BESPPSIESIEL CHIERRERERZ<) X100
% 5.3.5.2.1 IH 10038080 CSR % 11-34

1.5.7.2.2.3 #57BHERVESHET/HIEEOERRKE

#5-7 B HOBRKRZROELFIT 42.9% @761, A#ERIZ57.1% (4/7 1) [18.4%, 90.1%]
Tl ol BeHHET I IR O ERIRN R DE R 1T 62.5% (5/8 i), H7h=81% 75.0% (6/8 f51]) [34.9%,
96.8%] Tl -7z (F15.7.223-1). £/, HFIHERFAIZIWT, AFHPEREDNIZ 100 /WL A, 100
/uL BA_F 500 /uL SR, 500 /pL LA | 1000 /uL i, 1000 /uL LA b K OV 1 BR 75 i AN B CRE AR 2h R
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R L7z, &5 7 B HOBRZRD 122 ThoBHEOEIGITZENEN 2361, 02 4], *f
FEBERL, IRHFKRCHGEEEZRLTHY, ThHz Lk (1% KO THR)) TholcB#E
DEIGITENEI 2834, 026, MEBERL, 2R FIKOHREEFE R L ThoT. BHHETIF
IERFOERRN RN T35 CThoTBEOFIEIXENE 23 61, 01, 11HE], 213§ K% U5
BERL, A2 UETHoT2BFEOREGITENE 2861, 0145, U1LE, 33 6] OS5 E
FHiLThoT.

% 1572231 #&57BERVEEET/HRILEOERESE (MNR, FHMMEEmOFHBRE]) : PPS

TR Sy | AR |, B o] FE [y e e HRNED
P R i K s I R R R ey v
NS 7 | 3(42.9) | 1143) | 3¢429) | 0 | 3(429) 457.) | [18.4,90.1]
100 il 3 | 266.7)| 00) |1(333)| 0 | 2(66.7) 2(66.7) [9.4,99.2]
100 MJ% 2 00) | 00 | 2(00) | o 0(0) 0(0) [0,84.2]
fe7.7 bR A
500 LA 1 0
1000 A
1000 L4 |- 2 | 1(50.0) [ 1(50.0) | 0(0) | © 1(50.0) 2(100) [15.8,100]
AR | 0
Atk 8 | 5(625) | 1(125) | 2(25.00| 0 | 5(625) 6(75.0) | [34.9,96.8]
100 i 3 | 266.7)| 00) |1(333)| 0 | 2(66.7) 2(66.7) [9.4,99.2]
100 2L
BEET 500 2 1 00) | 0@ | 1(00)| o 0(0) 0(0) [0,97.5]
[HIkRE (500 BA k-
1000 2o 1 | 12(200) | 0©) | o@©) | 0 1(100) 1(100) [2.5,100]
1000 LA 1= 3 2(66.7) | 1(33.3) | 0(0) 0 2(66.7) 3(100) [29.2,100]
R SR

*1 FRR =L HE ST BE S PPSAERIEL (CHIEARREIER] 2R <) X100
*2 AR =E R OE R & HE ST BAER PPSJEGIEL CHITE RREJERI 2Bk <) <100
% 5.3.5.2.1 1 10038080 CSR # 11-36

1.5.7.3 BHEIN-DROXRETILEBERVES

FN BEZXRITRATIZ L[ 459 () %, /NETIZ 11190 mglkg (i) % 1 H 4 [=]4#%
B UTARROFIEIZONT, UTFOZ LAMERTE .

(1) FERHMEHEE Th 55 4 B H OMES R OARFRITA AN 50.0% (47/94 #1), 57 A B K&
O AT IR IR OfFEGH R OB ZNHE N Z N Eh 54.8% (51/93 f5]) &N 61.7% (58/94 ) T
HY, NI OTHOFHIEFRICIBNTSH 62.5% (B8 #l) Th-o7=. FAKOVNE L L 72
IEEt% F COMBEHEDBHIFCTE, RAKONE~OREROHEDR, RATIZLE 459 (1
i) %, /WNETIZ1E 90 mglkg (i) & 1 A 4EHRERZYTHLZ L.

(2) #&5-4 B BIZ31T 2 aF FERED] T DOIFEGH R DA 2h=31%, A M OV T 100 /ul A3 37.5%

(18/48 f51]) & 50.0% (3/6 511), 100 /uL LA E 500 /uL A% 62.5% (10/16 f51]) & 2/2 i, 500 /uL
LAk 1000 /uL Ajifins 12 51 & /NRR 2 B 72 L, 1000 /ul LA EAS 76.2% (16/21 f31]) & /NEa%4
BERLTHY, ALKV E &4 EREAS 500 UL Kiifi CHMEGI RN/ T 52 L.

(3) #5-7 H B KOG T IERFIZ 31T 2 BRI OB ZIHIT, AKX OVNRE TEIZEI 79.6%

(43/54 ) & 62.5% (5/8 f5l) K 1159.1% (55/93 f5) & 75.0% (6/8 i) TH Y, FAKLOVNA
&b FN IS DGR PR TE 5 2 L.
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EMNIZIVT FN Z3EE & L TORR SN TV D ERATEEKIL, 7 = ARPIHEEOE 7 = &
BEHNANNRRLRPEED A XK LD 2HIDOHRTHD. AENIFED ENBIRT A K7 A 1
BWTE Y 27 BEICHHT S BAGBEEOD L L LTHER IS TWD 2 &, £/, o 2/
TR D=V URIIEIETH D Z LD, ENTEREEH S5 X 9 I27220UE FN IR DR
B~ R R AR 5 2 &N TEH B2 D.

158 ZREMICHETLHHER
LR OX %R & U KRR AR 2% 1.58-1 IR LT,

AHFND FN BEIZBIT 5222 et 272912, ENCER L7- RS 11 FEEER 130 filo%e
APEAZRHMm L7,

#1581 HEMOFMICAL-ERKRGER

_ _ R PR |

#RBo| CTDES | #B \ , . Bl 7| Eeo
e I I TS BEH B EG \

WE | @R | | T WW | e (BOB

Bak | 53521 |A—7 |HATIZAS5g [HRA : 118 45 (FAS 109| FEWE |7 B (&|4 H B (&5 | ZHAmE B
5 FE| (10038080) |5~ v%| %, /NRETIZ (B, PPS 94 i, ZeaxtE| ffhEk |[E14 B |72 BERI%) @

AR fadL[Al |90 mglkg % 1 H 4\fEAT 6 REE 117 ) | B E | ) fRENR. T
AEBR | ERG (B043LL |/ - 12451 (FAS 10 A H RO

ECaSiEEeE) B, PPS8fI, Atk H& T (X

FRAT R SR 12 1) (ECANIS I

B R - I

RRIE

#5217 £52-1

1.5.8.1 HBEHMECROoNGZBEER

AN D FN BE 33 2 BRR S 11 FHEER 0 B HE R 130 Bl FE B L 7= 5 SR OIS % i A
3% 15.8.1-1 12, /NEIE#E 15812 1R LT,

B AAZ DWW TVRBRFES 5151 118 7> b 22 MR AS 26 24 Tl &Il S 47z 1l &2 R - 24
PEEEAMER G 117 ] Cfghr L7-. BHEESIT 75.2% (88/117 1)), EIVEMIL 43.6% (51/117 f51) 3§
BlL7z. ERAEFS %Ll 3B 2RHAFEGOEWIEIZRT &, T 17.9% (21117 ), AF
FEREFLH 10.3% (12/117 f), KA U ¥ AMUSE 9.4% (11117 fBl), y-Z AH IV KT U AT =T —
¥ (y-Glutamyltransferase : y-GTP) H§/1 7.7% (9/117 f51]), ONZ% 6.8% (8/117 ), 3&9% 6.0% (7/117
Bi), 520 5.1% (6/117 f5), &R, M2 L F=2 890, i/ MR & 3.4% (4/1117 1),
RS BERYY, miE, L, FENZ, BEREREE, BB, TI7=0T7 I/ 7 RAT7 2T
—¥ (Alanine aminotransferase : ALT) H3/ll, {REHIMK 2.6% (3/117 §l) Th-o7-. Fiz, E&
BITER (2%LL B8 Z3BEIEO@mOIRIC R &, TH 11.1% (13/117 1)), fFGeR 5 8.5%

(10/117 #1), y-GTP 141 6.8% (8/117 fﬁJ) &7 U 7 AIMSE 6.0% (7/117 1), FZ LM 7
T T = NS 3.4% (4117 1)), ERERERETE M OY ALT #9045 2.6% (3/117 #i)) Th -7z,

AT, BWEH D7 1 — F‘%IJ@%%E%IVE.\ %, ZL—R1M817.9% (21117 %1), Z'L— K2R
11.1% (13/117 %), 7L — K 323 13.7% (16/117 3]), 7 L — K43 0.9% (1/117 ffl) THY, 7
L—R1PmbH %<, 7 L— K5 ORIERILR)»-7- (% 5.3.5.2.1 15 10038080 CSR 7 14.3.9 &
V% 14.3.10).
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INIZ DWW, TRBRIEEE 5451 12 Bl % 22 S EREmER ] & U CREbT L7, A EE50T 83.3%
(10712 #), BIWEMIE 16.7% (2/12 i) B L7, 2 GILL LSRR LI-AEF L 2 BHEE D&
NEIZ /R &, TH133.3% (4/12 f51]), FEENEAF P ERIVDE 25.0% (3/12 B1)), 7 L —iif i
i 16.7% (2112 f5) Toh o7z, RHWEAZRERFNGOEmWIRIZ RS &, TH116.7% (2/12 {7), 1
JREETD 8.3% (1/12 f5l) TH-7=.

NRTT, BWER O 7 L— RBIORHEAT, 71— R 172383% (1/1241), 7L —F 27 8.3%
(112 ) THY, 7L— R 3ILLEORWEMAIZZ22 > 7= (55 5.3.5.2.1 1H 10038080 CSR # 12.10
J O 14.3.43).

# 158.1-1 HAOEEZRFKIERFI OB

@B L — K N=117

2R 1 2 3 4

FHL | EBEG | RO | REES | BHE | BEES | BE | BHEEE | BE | BHES
Bk W) ™[ B ) | Bl () ™| Bl | () | Bk (%) ™

HEES | 88 75.2 32 274 24 20.5 26 22.2 6 5.1

BIEH 51 43.6 21 17.9 13 11.1 16 13.7 1 0.9

*1 o RBEES (%) = [KEFITITVOWRET L, HE I L ORE 7 L— KPR UWRE] /st 26)
Fr X 100
%5 5.3.5.2.1 TH 10038080 CSR 3 14-3-9 }x (N5 14-3-10 Z# &1k

% 158.1-2 /NROBEEZERFKEFI OB

BEHHB 7 L— R N=12

2R 1 2 3 4

FEHL | EBES | I REES [ BHE | BIHES | BE | BHEE | BER | BIHES
Bk W) ™[ B ) | Bl () ™ | B ) | Bl (%) ™

HEHEL | 10 83.3 1 8.3 1 8.3 8 66.7 0 0

BIEH 2 16.7 1 8.3 1 8.3 0 0 0 0

*1 o RBEEES (%) = [KEFITIVOWRET L, HEZLORE 7 U— KRR UWRE] /x84
Fr X 100
%5 5.3.5.2.1 TH 10038080 CSR 3 12-12 X (N5 14-3-43 &1k

1.5.8.2 BEERICEBEBEHIEIZDONNT

AT, AFNOF G 2B LU ERRITHNC 7RI L. ZONR GEAGE : Preferred
terms : PT) (FMUMAENES = v 7, F8EL, EHEREMET, ITHERBILE, MMk, REVERGR B & OV
BR& LB LIFETHY, BUEM Y 3 v 7 R OWIER 2B < FRRIER & HESh -, RAIO
PG 1k & 38 U 7= A EE R IRIE R & ORI L BALE ClaE i L7z,

INRT, REIOE G IEAE B LA ERFGUI RS EE I 1B 1L Th D, AAlE DR
BIfRIE TAEM R ATREMEN 20\ | BHIE S NTe. AFIOHIE 2B U - ARG T ERMRiER & O
P CEIE LT,
1.5.8.3 RERUZOMDEELFEER

AEIFN BEAZ RS E LT, ENTHEM L ZERKRSE N AERERT, SRR bhiho Tz,

AT, TOMOERLAFFRRILAGNCSFRB L. TONR (PT) IXHEVEMRED 2
il 2 o, WEYES 2 7, 80 Y U AMIER OGRS 1B LIETHY, 205 HRIER &
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E SIS OILVE MRS 2 6 2 R OMEA U 7 AMSED L L {ETh o 7-. BEELRAESE
GUIVTI G iR 7 8 OIBRERIZ X o CTlalfE F g L.
INRTCIIEERAEFEROBBIL o7,

1.5.8.4 TOMDEELEEER

[N CHEM L7 BRAREE I AHRER ClY, o BEBERAFEFFREZER Ln o7z,

KETITON T EER GBIV TR BB L, KETITONMORER, BONEW)
AT BRICE W T LI EMEE Th o 72 FRIICOWT, & L. AT, TR
17.9% (U117 #i]) I L=, WINbIFEEETHY, RBgaE T35 2 L7 <, 0.9% (1/117 #1)
ZBROCERIIRIE 72 & ORI IEALE ClelfE LY. REIE CERIFEIEE/K T Lz 161 GEBIE
50 01-10) 1%, BENEI (AR 1K VBT L omBl s Ak T L.

NIT, THIE 3.4% (4B 44F) BELTZ. WIThb 7 L—R1XIZL—R2THY, R
k452 L, SEMYREE E OB SUTIELLE CRlE T L.
1.5.8.5 EREHERN 5 DREMDMRE

[EI N CEEME L 7= BEPR AR 1N FHERER O 2 MR IE, RS DUV CIRBRIEE: 5451 118 (il B 224
PERFAM 23 224 Cra v &Il Sz 112 BRUON T2 22 PR M ER A1 117 5l & x5 & U CREFT 24T -
7o, HEFERITT5.2% (88/117 #) I L=, =D HLEIEMIT 43.6% (51/117 f) L L7-.

FeRWER (2%LL ERED) ZHBEIGOEmVIRICRT &, TH 11.1% (13/117 ), e
H 8.5% (10/117 ), y-GTP #9/ 6.8% (8/117 ), (X4 U & AMffE 6.0% (7/117 f51]), H$9Z M Ol
7 LT F= UHINA 3.4% (4117 ), EREREREE A OY ALT #5045 2.6% (3/117 f5]) Th -~ 7-.

INFAZ DT, TRBRIES 51 12 B4 2 MR A G & UCRiT L7-. A5 5543 83.3%
(1012 f5) HELLT=. 2D 5 HLEANWEHIX 16.7% (2/12 fi) FE8LL 7=

AN FREBL L 7= RIWER 2 3 BLEI G O BmWIEIZ R &, T 16.7% (2/12 1), ifnH IREETE) 8.3%
(112 6) Th otz Fiz, ARBRL, NE—BEGERE 235 & L-RBRE ik L <, AE
HLIIFRERT, BWERIZR - 7.

KRB TORRN & /NR A2 S Y- EWER OFBEE 41.1% (53/129 ) 1%, BEAZERLRE DK
A REIC S0 L 72 BROR e (UidiE, Mgk, B da B R M OB MEMERE eSS, /INFRYLE, RPN
YUEZ xR E L2 73BR) CTORIWERBBIEIES 61.1% (297/486 f5]) X0 /bipdoiz. -, AR
BRCHROEL BB LEAFFRIITHTHY, BERDRE 7R RROMFEHRE LRk TH T,

LY, 4 FNEEZ SR E U CENTHER LIRS N FERER CTo, AAlZ N EEIC
IX1E45g, /NFRBFIZIZLFEI0mg/kg % 1 H 4 RIAEFFELZE EOLENT 07 7 A VIT,
BERORENE T 7 7 AV ERE S B0 TIERL, BHLUZEWER LEEKREEECTH -
722 E0h, FN BEICXHT 2 AR O ZRENHER SN B2 6z,
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1.5.8.6 NETORZEMN
LRMFHR O T2 DB EEE & UTAMETHEMS - FN BE 2515 L+ 2 RRRO —&E#
3 1586-1 12 L7-.

% 1.5.86-1 S EEERFABR—E

- - LTS FPEAMmRERA _—
ABRD| CTD&HFH % ; . . Eild=a N BEEO
g ”, o | oo | BRI - RS BE P4 30
FeiZH HEER) |71 RHIO D) HfH] SEiE B0
FRR 53511 |#{EAL|3.3759g% 1 H 6 |FF205 %1 (EAN) FEVE T BRI TRER T | EER
e (D68P19) |4 ——7 || TAZ/PIPC B 104 f51] | {7k 1B (BT
Bk 7~ 4 | +tobramycin IPM/CS B 101 51 | JeiE E), TR T
Hiz¥ 4L [F |5 mo/kg/day 24~T72 B[]
B oyt % (LB
) KOYE
AET T~14

Atk (RHIE
B O

KRR E
ik | 5.35.1.2 |[#E{EXA(L|459% 1 H 410 |[FF99 4] (BEA) FEWE|9 HR (TR TR | =8k

% 114 (D68P533) |4——7> | +amikacin TAZ/PIPC #F 48 {3 AFHPER 1ERE (6T

BV F5~L%|7.5mg/kg BID  |CAZ B 51 44l Wi RE), IR T
iR AL [A] 24~72 W[

PR % (BB

) KOYE

PEALT 7~14

& (RHLhE
B O

KRR &
Fepk | 5.35.1.3 |#E{EAL|90 mo/kg & 1 A 4|71 146 411223 —v°y — | FEEME |7 AR |TBEBAAE 72 | EEE
5 114 (D68P542) | —7" > ([l K CNR) AR ~96 HEfH 4
R Z ~ L% | +amikacin TAZ/PIPC B¥ 76 3] B 4B8H), A
TiF 3R |20 mg/kg/day CAZ F 70 #1 SRS TR (7
PR HE) DK
MR E
Bk | 53522 |A—7|459% 1 H 4 [114 6] (RA) FEME |7 B TR T | ZEER
@148 (D68P523) | 5~ /L2% | +amikacin or T HER 1H (T
v i 4] | tobramycin or T iE RE), TR T
FE A | gentamicin 24~72 [
L % (FHLEHR
) KOYE
PEALT T~14

Atk (RHIE
B O
R &

%521 H £ 522 W&

HMETIT DIz FN BBEICEB T KRR T, AFIZ G SN 342 6105 6, {6 hof5H
FG A B L0, D68P19 7Bk TiX 78 i (75.0%), D68P523 iR Tl 34 41 (29.8%), D68P533
ABRTIL 22 ] (45.8%), D68P542 3l Tix 20 il (26.3%) Toh-o7-. BAD FN BFE ARG L L
7GR AR T o 72 2 7Bk (D68P19, D68P533 iklk) TOAHEELIEHEINIL, AR
& LB FRER G RECIRARE CTh o 72728, /NED FN BE Zxtg & L7-ikBR (D68P542 k) T
AR GREDS Ll RERRE & 0 AR E <, T OHBENIAFIE SR CIED U ¥ A E &K 033
DFRBUSEE DN GRE L D L@ o272 Tho 72, slAD 3Bk (D68P19, D68P523,
D68P533 i) THRHELLI-AFEHFRTEICALNIZHOIE, TH, FEl - IEH-FOIHELEER &
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ORBEDRERIGTH 7=, £7-, /NE (D68P542 #kER) TIL, AL HANTHOERES I
K<, B4 U U AMFER ORBNEL R o, LLED XS, FN BFIZRD bR ARFIE S
£ 2 ERBEWERIZ, MERRERE OGRS TH Y, REOBARNEETITON - B CORE R
EHBE LT, FN BEIZFENRATERORBUIA N7

HMEFRIERZE T d 5K E D Pfizer #EAMERL L 724 #I D PSUR (5 5.3.6.3 1) 23\ TIE, #Hi
IRBEEMEICEAT A IR E SN otz F7-, CCDS %22 it (55 1.6 TH BIUs 1.6.2) 128
TIX, FN BE TR 2R 38 O LB TR S v T 7zu.

P bXv, SMETITON FN BE 2658 L LR RBRO 22T i RIE, P&
HE COENA D ERRRER - TRE CORBOZEIET 0 7 7 A Db FRIATREZREFAN TH Y,
FN BE R R e 2 EOREIZRD bh o T-.

1.5.8.7 ZEMFED T LD

AFNE, EWNT 20084 7 AIZRIE, Midk, B &K OBEHEMEREDER 2 8IG0E & L C&GR
STk, /NRBFEZETR 200 A (2013 4 12 A BIE) OBRFIHEA SN EHEINS.
F 72AMETIX 1993 FEITKRE AL TLLK, 2008 4= F Tl 2700 /7 A (AMR cost/patient data, Pfizer),
2009 472 5 2012 =D REJIZ I 3,523,035~9,864,497 ADBF I H SN EHEE SR TRY, st
TOLEMIZET A7 a7 7 A VI L T E EEZBND (5 53631H).

A1l RFNO FN BE BT 22l A2 T 2 729018, EN T M L 72 ERR S 11HAERER Tk
N CTRBREEAE 551 118 i)~ D 22 R MR 2N 234 Tra s &Il S iz 151 % By 7= 2 MR
B 117 Bl & /f 2 & U CIRMT L7z, AHFSRIL75.2% (88/117 ) RHL L7z, D5 LEWEMIX
43.6% (51117 f5il) FE L7, F£7=, /WNIET, TRBRIER G541 12 B 25 & 22 MEFHnER A e & LT
it L7z, AEFZOFBEIGIL 83.3% (10112 #]) Tho7-. 2D 5 LEWEAORBEI G 16.7%
(2112 f5l) Th ot KRB TOREFEFLLORWEHORBEIGIL, BIARZIREO ARSI
Fhite U 7= B akBr (BUfE, Mg, BB R & OMEMEREES, /NRYYE, MEVEPNIRYYE & )
G LT8R Lodihot-. £z, BELEFZOMENLFEETH-T-.

HSETIT DIz FN B ISR T AR TR O 2atE, AAOBEMmoReEE7 a7 7
ANERELERDHDOTIERL, N BEFIZFFAOLREEOMESITRD b holo. Fiz
SME DFERES AT H B Pfizer #E23MERL L 7= 5> CCDS %5 22 It (55 1.6 T8 BI#5 1.6.2) TIiX, FN
FRFITRT 2 RERI AR TR O BRI FER ST,

Ubo by, SRIERNTIE L FN BE T 2 EKRERO BIERAFSHEIE, BEARS
Ae (MuifnsE, Mg, BBk, GEMENERERE, NEREK, MEWENREE, MBZEZ, IBER) OER
AT S U 72 B PR BR O R,  SMEITC FN BRI U CSME S 7o BRI O Rk,  [EINSE D
TR BT — & L i L C, BWERRBL Y v 7 7 A MITERIOMER CTH Y, RBUBEE KO
FEEEII/NE <, PN BRI 2 280 BEIKGRAIRE & FfRICHR SN L B2 b5,

1.5.9 HSNEIZHITHEFIKR

AFNL 1992 F 7 27 T ATHIO TRGRIZ/R D, IRWTHEE, R, KETHEBIZR-
7-. Pfizer #2317 % CCDS % 22 kit (20134510 A, %5 1.6 18 B 16.2) (2L D &, ZhhE - 2hk
IR T TIRGERGE (TG, BEAGR), FRESEYYE, KERENEYYE, &F B2 FehEL ek
JRYYE, UMAE, fm ANPHEYE, FEEVELF P ERIAE (7 2 7 B R L O0FH), B - BIEIRYE,
@@%@%ﬁjﬁwmﬁfmF%ﬁﬁ%*ﬁﬁ&ﬁ(?i/%ﬁ%k@ﬁ%)Hﬁi@imfjf
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H5. 201448 HHIFETIE 112 » B TEARENTEY, 2009 4£0 PSUR Ti, AHKID FN ORhEE
1% 66 » [HTEBEINLTND.

1.5.10 Z&EXWM
1) Higashitani F, Hyodo A, Ishida N, Inoue M, Mitsuhashi S. Inhibition of B-lactamases by tazobactam

and in vitro antibacterial activity of tazobactam combined with piperacillin. J Antimicrob Chemother.
1990;25:567-574. (f 5.4.1 TH)

2) Bush K, Macalintal C, Rasmussen BA, Lee VJ, Yang Y. Kinetic interactions of tazobactam with
B-lactamases from all major structural classes. Antimicrob Agents Chemother. 1993;37:851-858. (&5
5.4.2 IH)

3) WHEEE, KW, MEORME, FRIEA, TR, T-1220 (B9 5 M E LRI ZE.
Chemotherapy. 1977;25:731-746. (i 5.4.3 1H)

4)  HAREGRIEL 20w, FEEELF PERBME (FN) 23T A R4 . 13 FN ORZE & 9]
PR, 2 % FN X9 276, B MRS thmiis: 5 2012, (5F 5.4.4 1H)

5) Freifeld AG, Bow EJ, Sepkowitz KA, Boeckh MJ, Ito JI, Mullen CA, et al. Clinical practice guideline
for the use of antimicrobial agents in neutropenic patients with cancer: 2010 update by the Infectious
Diseases Society of America. Clin Infect Dis. 2011;52:€56-93. (f 5.4.5 1)

6) Klastersky J, Ameye L, Maertens J, Georgala A, Muanza F, Aoun M, et al. Bacteraemia in febrile
neutropenic cancer patients. Int J Antimicrob Agents. 2007;30 (Suppl 1) :S51-59. (i 5.4.6 18)

7) Yoshida M, Tsubaki K, Kobayashi T, Tanimoto M, Kuriyama K, Murakami H, et al. Infectious
complications during remission induction therapy in 577 patients with acute myeloid leukemia in the
Japan Adult Leukemia Study Group studies between 1987 and 1991. Int J Hematol. 1999;70:261-267.

(%5 5.4.7 18)

8) AARIUETSR, AALERIETS M. FLEEEROT A FT A4 >0 1-4-9 (18 E5M & &Y
SE) AFTERIAE. B MRl Al 5 2005. p.43-44. (5 5.4.8 IH)

9) Ef e, FEEWELPERJERE DR  REMEAF R ERBUME. B [BIEY v — Tt
2005. p.9-11. (%5 5.4.9 1H)

10) Hughes WT, Armstrong D, Bodey GP, Feld R, Mandell GL, Meyers JD, et al. From the Infectious
Diseases Society of America. Guidelines for the use of antimicrobial agents in neutropenic patients
with unexplained fever. J Infect Dis. 1990;161:381-396. (& 5.4.10 1)

11) & 18, SRR 58, Sa IR, i B, VIR oL, IeAKETEk. T SEEWELT th BRI JE. JAIDASC
JEAEIRE AT A FZB 2 . JAIDISC BEAWEIRRE A A R 2011, WAt HARYYE S, HA
(b4, 2011, p.14-19. (% 5.4.11 1H)

12) IhP &=, KB, AFRM, §E—W, SHsrh, MHER, M. 2004 422 77 fiik ) 5
Oy BfE S AU R PR 2y BiERE 18,639 BE D& FEGT I K IZ kT B A Y — 1 Z > A, Jpn J Antibiot.
2006;59:428-451. (&5 5.4.12 IH)

13) NP &=, AJERM, A, BRI, IWARES, IR, fll. 2001 4-~2006 £EfHK
SIBERRIZ X9 % tazobactam/piperacillin U ENE.  H{LFAES. 2011;59:177- 187. (5 5.4.13
IH)
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14) FHA3TES, [LHEEE], AR E b7, IEHRRR T, KT ERE, k72 F X, il Metallo-B-lactamase

PEAE Pseudomonas aeruginosa 43 BER I & TG ST A5 E O fEK. 2008;24:100- 110.
(% 5.4.14 1)

15) HEEEF, ®EH—, [LRE = MBI DRIRE TR RS M L IR O RS, 5 43 [Elfk
R R ERF ST = P08k 4E. 2009.p.36. (55 5.4.15 1H)

16) A& =, AHEM, fEHE—E, EKD, WEHHE, ZORR, . AFEHE O tazobactam/
piperacillin (213 2 MR R BLOFAE. B Ik#aEE. 2013;61:514-525. (5 5.4.16 )

17) Rodriguez-Bafio J, Navarro MD, Retamar P, Picon E, Pascual A, the Extended-Spectrum
Beta-Lactamases—Red Espafiola de Investigacidn en Patologia Infecciosa/Grupo de Estudio de
Infeccion Hospitalaria Group. p-Lactam/B-lactam inhibitor combinations for the treatment of
bacteremia due to extended-spectrum B-lactamase—producing Escherichia coli: a post hoc analysis of
prospective cohorts. Clin Infect Dis. 2012;54:167-174. (% 5.4.17 &)

18) Vardakas KZ, Tansarli GS, Rafailidis Pl, Falagas ME. Carbapenems versus alternative antibiotics for
the treatment of bacteraemia due to Enterobacteriaceae producing extended-spectrum p-lactamases: a
systematic review and meta-analysis. J Antimicrob Chemother. 2012;67:2793-2803. (%7 5.4.18 IH)

19) de Naurois J, Novitzky-Basso I, Gill MJ, Marti FM, Cullen MH, Roila F. Manegement of febrile
neutropenia: ESMO clinical practice guidelines. Ann Oncol. 2010;21 (Suppl 5):v252-256. (5 5.4.19
H)

20) Link H, Bohme A, Cornely OA, Hoffken K, Kellner O, Kern WYV, et al. Antimicrobial therapy of
unexplained fever in neutropenic patients - Guidelines of the Infectious Diseases Working Party
(AGIHO) of the German Society of Hematology and Oncology (DGHO), Study Group Interventional
Therapy of Unexplained Fever, Arbeitsgemeinschaft Supportivmassnahmen in der Onkologie (ASO) of
the Deutsche Krebsgesellschaft (DKG-German Cancer Society). Ann Hematol. 2003;82 (Suppl
2) :S105-117. (% 5.4.20 IH)

21) Baden LR, Bensinger W, Angarone M, Casper C, Dubberke ER, Freifeld AG, et al. Prevention and
treatment of cancer-related infections. J Natl Compr Canc Netw. 2012;10:1412-1445. (5 5.4.21 IH)

22) Hughes WT, Armstrong D, Bodey GP, Bow EJ, Brown AE, Calandra T, et al. 2002 guidelines for the
use of antimicrobial agents in neutropenic patients with cancer. Clin Infect Dis. 2002;34:730-751. (&%
5.4.22 1)

23) Lehrnbecher T, Phillips R, Alexander S, Alvaro F, Carlesse F, Fisher B, et al. Guideline for the
management of fever and neutropenia in children with cancer and/or undergoing hematopoietic
stem-cell transplantation. J Clin Oncol. 2012;30:4427-4438. (& 5.4.23 1)

24) Gilbert DN, Moellering RC, Eliopoulos GM, Chambers HF, Saag MS. Table 1 (59) Systemic
syndromes (Febrile/non-febrile/sepsis) . The Sanford guide to antimicrobial therapy 2013. Sperryville:
Antimicrobial Therapy, Inc. 2013.p.62-63. (55 5.4.24 )

25) mitn AR, FEEVAELF P ERBAE. BRI M. 2014. 54; 468-476. (5 5.4.25 1H)

26) IR, HAGEM, “ARFGAN, WHEE, WEE, SeFEh. mPREFEE LR E L
tazobactam/piperacillin (B & kb 1:8 #44) DEFIRIEIRER, HILH#EEE. 2010;58(S-1):11-28. (55
5.4.26 1H)
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27) FIRERR, FRRMTE, AL, <=2V URAIEEE LB -2 Y "7 AeRT v v (V)
3 ®) OIRBRERRR R, W5 R B M ONIMPE  HIER ~ D 5% Bio Cliin. 2012;27:250-255. (% 5.4.27
TH)

29



JOUBER 2.25 R 4.5
JOUBERMEEFER/N\YY 45

E1H (FPa1—)L1) : BEESSTEIHER
RUBAXEIZEET 2158

1.6 SNEICETLIERRKREFICEATLIEN

KEESTEKKSH



V' EN 1.6 AMENCET ARSI T 2 &6

B R
1.6 AMEICHT D ARIEIZE T 2EE
1.6.1 AMENZ IS T DAE FHARDT e,
1.6.2 G ES QL YE oY S - T
1.6.3 S TSP

B 1.6.1 BT OANE ORE
B 1.6.1.1  Tazocin OIRfI3CE (EU)
RIS 1.6.1.2  Zosyn DUSFICE CKE)

PR 162 77 AP —Hhms—%—k (CCDS)



VU FN 1.6 SMENZ T DR ILEIZ B4 D Bkt
Bes—8
[ 352 W
CCDS Company Core Data Sheet : 24T — % > — b
EU European Union : BRME &
PIPC Piperacillin : £2x7 U >
TAZ Tazobactam : & ' /N7 & A




V' EN 1.6 AMENCET ARSI T 2 &6

1.6 HSNEICETLFERARRFICETLIEN
1.6.1 SEIZEFHERRKR

1986 4F 9 AIC KBRS T3 (B 134V "7 # 4 (TAZ) KOERT v U v (PIPC) & DfdA
7% K [E > American Cyanamid ft: (8i Pfizer #&) (23 HI L, American Cyanamid Lz LV TAZ &
PIPC DEGIRBHFE SECK & D B vz, TAZ & PIPC OFLA I 1:8 AN ETH AN, K
A VS TCIRALA HEAY 1:4 UK B ST,

Vv (RAD) X192 47 RIZ7 7 U AT TERGRIZR D, IRWTHEE, K>, KET
KB /e o 7=, Pfizer thic BT A7 —4 > — F (CCDS 22 iR, 2013 410 A, 5l#s 1.6.2)
2R DL, 2« DRITARA TIE TTRRGERGYE (i, BEMis), IRESRGYE, MR
YU, B2 - BGHMUERGYE, ROE, fm ANBHERYYE, FEWELFPERBE (7 X Bk L o
OFAD, B - BIEIRIYE, EEGERYE] K OVNE I TREWEL R ERBAE (7 2 bR L o
OFMD, IEERNIRGYIE] Th 5. £72, 2014 4 8 H BUETIE 112 » [ET/HFR S, 2009 4D Periodic
Safety Update Report Ti&, AHID FN OZhEEIL 66 » [E (NEOFHENH 5 DiE 21 » [E) THERS
TS, BRI EORETOAN - & &, 2 - 2IRE O - ROV TE 1.6.1-1 IR LT,

£16.1-1 SAEIZBT3HFTRESEORKR

FIT - 2 B e o
{4 | (Tazpipe) ShEE - D CIEEWS) ik - R () fii %
EU |[~A7 0 | AR IEED i A (13 BBLE) : BUREMEIR IR USHE (B5|2011 629 A 19 Ak

2259 (1:8) |mkA (13 mbhb) @ BEN KON TIPS | R R &2 L), BHEMENEIENYE, |37 Summary of
459(1:8)  |BEM EALNGYS, BUHEME R ISERIE (| R R ORI R O PR i S IRkt % | Prodluct
TBEREET), BMEIEEERNEYYE, #| &) T, 459 % 8 K] = & (c# 5. [5z|Characteristics (Z &
N P B R OV LR e CRE PR P | PR B OV T 0 o BET e oD RS i 2%, M| D
SRR E B Te), FEENELF R EREAE #F BRI AME DA CIERRAIZ 45 g % 6
ANEC 2 D 12 5%) - BIMEMEREIE R [ R 2 1R S

E, FEEELF BRI E AN (2~ 12 7)) - BUHEME IR IVE PN IS IE T,
112.5 mg/kg % 8 W[ 2 &l 5., FEEME LT
FPERTEE TiZ, 90 mglkg % 6 BERT & i
B GRTSRE - 5.

KE [T B-Lactamase FEALTH, AFIEESME, ©XF| (RA) @, 33759 % 6 Rl T &L 125 (2012 42 5 H SGTHR
2259 (1:8) |2 VU UAMHED HSEE~ BIE D TR GWE (FENIR DA, 45 g % 6 KR 2 & 12| Product label (2 &
33759 (L8) | (s A) mTmde, MRS, S - RREH| 5 %.

A50(L8)  |upmyuic (iide, FUSIRE, BmMEEl ONR) 9 » ALLE, (K 40 kg Ao/
PRI B % Erie), BERTENEE, |JRITiE, 1125 mgkg % 8 BE & IC#5-.
BREPSIEMEE AR, iR (PEED|2 » HLIE 9 » H R 90 mg/kg % 8 BERY

A), BENAZE (S E~ TE) T Lz Tk, RE 40 kg L EOE
CNE) MEPENERGE (RIEYE, MRS [REIEH 72/ NI IR A 2 e 5
(R EHED 7).

RA Y Tl 1997 4£ 3 H 26 HIC/&GBEE L7z 2.5 g fHI (TAZ & PIPC OELA L 1:4 TUHI, ZhEE -
wig « piec ittt Aateg o - o) % roize o
| E et VR aanry

BT OFINES (EU) M USKEO U SCE (2014 4 3 HFHE) OJE K O OFIER % Bl 1.6.1
WA L7z, £72, Pfizer #0O5#H O CCDS (22 i) % B¥s 1.6.2 [ICWsfT L=,

70%3, 2012 4F 9 ABUEDERI, ZhHg « 2R, AL - HERIOARH, BEAEWMW e - 1
EH, ARk - BOEAE - AKGRIEEFL ORI Y A X Pfizer £ Periodic Safety Update Report (%5
53.6.31H) (TR LTz
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1.6.2 HSNETORROZE

1986 4EIC KBS T2 (K MNAFIZEH L, TAZ & PIPC OEEHZ B+~ < SEMENF5E,
R FEVERR R 2 RMESE L T2 (BK) & American Cyanamid #-03:[F TRALE L7=. 244, TAZ & PIPC
DOELE D 1:4 TH 2 WA ORI 2 HFIL@E T HIE L7228, MK TIZER O PIPC @ 1 [F# 581X
3~4g THY, HAD 1~29g LB L TE W2 &, HIlE O p-lactamase % [L5E T 2 DI MR TAZ
DEIFHARNEFKNTENZNWEBESNZZ LD, BARTIXTAZ & PIPC OF &N 1:4
KBRS D2 & &L, WCKTIE Wyeth #1728 18 A Z BT 2 2 L TRE L. 728, KA
Vi, 188 Ch s 459z <, 25gwmomEstons (TR
#n ).

HME T ORI D 55 | AHRRERIE 1987 4RICHE CEME ST, TAZ O3EWEIHEA PIPC
DENERL —HLTWEZ END, RNTEALENRIZND Z ERH LN/ -T2. B,
TAZ O 1 [A4% 5873 0.25~0.5 g HAVIE B M O pEA % p-lactamase % 43 BLE 2 JRE % B
BERfRS Z LN TEX B Z EAvRanz Y2,

2T, BN 1 BHRGEN 4.5 g A &2 V- - AEZ PO LT, KETIE 33759
BN % = - A Z OIS U O IE VW ERYIE LS 3 U C R AR BR 23 2 S .

FE R RBR OFE RS, PIPC O HEIZ 0.25~059 D TAZ 2z 5 Z &k v, KA
B-lactamase FEAETA 1T XF LTI PIPC & TAZ DFEFE(EM THAMEZ S L, B-lactamase FEEABIC
®LTHPIPC & TAZ IFHEPUERAZ RSV LA TH D 2 LD MR S Lz,

77 AT, TFRGERRIE, PRIGEGUE, MVENIRYE, FRGRYYE, FBWELF ek
SiE] DOZEE « R TL992 47 H 2 BIZAGR S, ZHDEERFEAR IR > TS,

PE T, [FRERYYE, JREEGE, MERENEGE, F2E - B REMHAREYE, MufiE, #
BREYE] OZhRE « 2T 1992 4 12 A 2 RICHAGE S iz, A EkBD R d1T 2 MBI o
BHREIZ AR K OVINIZ DT 1998 45 5 H 8 HIZ/KR ST WA, E7=, /RIS 2 I N s
JEDZHHENS 2001 45 2 A 9 HIZAR IN TN 5

F%/Tiu%gﬁﬁ_ﬂbffﬁkﬁﬁ%ﬁ,ﬁ@@%ﬁié%,&%'ﬁ%ﬁ%@%ﬁj
@@%fﬁ%&ﬂﬂl3ﬁ:ﬂﬁ’@ofwé.mm&mmﬁmamm¢ﬁmﬂ#5@%ﬁ@%
JiE 23 2725 TWW%. 20034F 10 H 9 BITIE, AR 2B RL DS B o D 4f H BRIV E
@%%x PMTIRoTWD . T, BERMRIZK 22088 2005 4F 1 H 10 HIZARIT /2> T
%.

KETIE (MEENERYE, B - RRMHRREIE, TRMiZ, fm ABHEYYE] ORhhe - 2R T
1993 4F 10 H 22 BIZARRIT/2 > T D, 1996 4 5 HIZBeNfiZk D#hfgss 3.37591 H 6 [A1D % -
HETEZIZR>TND. ZOBRAMMEDOZIEEIZ OV TIE, 200344 H 28 HIZHE - &% 45
gl H 4EIORE - HEIZ %@zf%« 272> TWA. F7z, 200647 A 26 HIZ/WNRIZxT 5
HAEEIENEILE DRIRE « IR DIKFRITIR > TV D.

NMESHﬁE,KﬁiWA&U¢mCﬂTé90®@%'%%Tﬂzkﬁfﬁﬁ'ﬁ%éﬂ
TW5%.

1.6.3 SEXE

1. Cheung WK, Greene DS, Kuye O, Smith MP, Holder A, Fernandez P, et al. Pharmacokinetics of YTR
830H in healthy human subjects. J Chemother. 1989;1(Suppl. 4):505-506. (f; 5.4.28 IH)
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2. Cheung WK, Greene DS, Kuye O, Shin K, Tonelli AP, Houston A, et al. Pharmacokinetics of YTR
830H and piperacillin after intravenous coadministration. J Chemother. 1989;1(Suppl. 4):507-508. (&
5.4.29 )



V' EN 1.6 AMENCET ARSI T 2 &6

F18 (E¥Pa—J)L 1) - HEESSTRIER
RUBAXEIZEET 2158

1.6 SNEICETLIERRKREFICEATLIEN

Al 1.6.1 RFONEOFAE

BT 1.6.1.1 Tazocin DA CE (EU)

B 1.6.1.2  Zosyn OUSHHSCE CRIE)



V' EN 1.6 AMENCET ARSI T 2 &6

Bl 1.6.1.1 Tazocin DFFHXE
(EU)



V' EN 1.6 AMENCET ARSI T 2 &6

RIH 16.1.1 Tazocin DA CE: (JFA)
SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT
Tazocin 4 g / 0.5 g powder for solution for infusion

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains piperacillin (as sodium salt) equivalent to 4 g and tazobactam (as sodium salt)
equivalent to 0.5 g.
Each vial of Tazocin 4 g/ 0.5 g contains 11.16 mmol (256 mg) of sodium.
Excipients:
For a full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM
Powder for solution for infusion.
White to off-white powder.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications
Tazocin is indicated for the treatment of the following infections in adults and children over 2 years of
age (see sections 4.2 and 5.1):

Adults and adolescents

- Severe pneumonia including hospital-acquired and ventilator-associated pneumonia

- Complicated urinary tract infections (including pyelonephritis)

- Complicated intra-abdominal infections

- Complicated skin and soft tissue infections (including diabetic foot infections)

Treatment of patients with bacteraemia that occurs in association with, or is suspected to be associated
with, any of the infections listed above.

Tazocin may be used in the management of neutropenic patients with fever suspected to be due to a
bacterial infection.

Children 2 to 12 years of age

- Complicated intra-abdominal infections

Tazocin may be used in the management of neutropenic children with fever suspected to be due to a
bacterial infection.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration
Posology
The dose and frequency of Tazocin depends on the severity and localisation of the infection and
expected pathogens.

Adult and adolescent patients
Infections
The usual dose is 4 g piperacillin / 0.5 g tazobactam given every 8 hours.

For nosocomial pneumonia and bacterial infections in neutropenic patients, the recommended dose is
4 g piperacillin / 0.5 g tazobactam administered every 6 hours. This regimen may also be applicable to
treat patients with other indicated infections when particularly severe.

The following table summarises the treatment frequency and the recommended dose for adult and
adolescent patients by indication or condition:

Treatment frequency Tazocin4g/0.5¢g
Every 6 hours Severe pneumonia
Neutropenic adults with fever suspected to be due to a bacterial infection.
Every 8 hours Complicated urinary tract infections (including pyelonephritis)
Complicated intra-abdominal infections
Skin and soft tissue infections (including diabetic foot infections)

9
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Renal impairment

The intravenous dose should be adjusted to the degree of actual renal impairment as follows (each
patient must be monitored closely for signs of substance toxicity; medicinal product dose and interval
should be adjusted accordingly):

Creatinine clearance (ml/min) Tazocin (recommended dose)
> 40 No dose adjustment necessary
20-40 Maximum dose suggested: 4 g / 0.5 g every 8 hours
<20 Maximum dose suggested: 4 g / 0.5 g every 12 hours

For patients on haemodialysis, one additional dose of piperacillin / tazobactam 2 g / 0.25 g should be
administered following each dialysis period, because haemodialysis removes 30%-50% of piperacillin
in 4 hours.

Hepatic impairment
No dose adjustment is necessary (see section 5.2).

Dose in elderly patients
No dose adjustment is required for the elderly with normal renal function or creatinine clearance
values above 40 ml/min.

Paediatric population (2-12 years of age)

Infections

The following table summarises the treatment frequency and the dose per body weight for paediatric
patients 2-12 years of age by indication or condition:

Dose per weight and treatment frequency Indication / condition
80 mg Piperacillin / 10 mg Tazobactam per kg Neutropenic children with fever suspected to be due to
body weight /every 6 hours bacterial infections*
100 mg Piperacillin / 12.5 mg Tazobactam per kg Complicated intra-abdominal infections*
body weight /every 8 hours

* Not to exceed the maximum 4 g/ 0.5 g per dose over 30 minutes.

Renal impairment

The intravenous dose should be adjusted to the degree of actual renal

impairment as follows (each patient must be monitored closely for signs of substance toxicity;
medicinal product dose and interval should be adjusted accordingly):

Creatinine clearance (ml/min) Tazocin (recommended dose)
> 50 No dose adjustment needed.
<50 70 mg piperacillin / 8.75 mg tazobactam / kg every 8 hours.

For children on haemodialysis, one additional dose of 40 mg piperacillin / 5 mg tazobactam / kg
should be administered following each dialysis period.

Use in children aged below 2 years

The safety and efficacy of Tazocin in children 0- 2 years of age has not been established.

No data from controlled clinical studies are available.

Treatment duration

The usual duration of treatment for most indications is in the range of 5-14 days. However, the
duration of treatment should be guided by the severity of the infection, the pathogen(s) and the

patient's clinical and bacteriological progress.

Route of administration
Tazocin 4 g / 0.5 g is administered by intravenous infusion (over 30 minutes).

For reconstitution instructions, see section 6.6.

10
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4.3

4.4

4.5

Contraindications
Hypersensitivity to the active substances, any other penicillin-antibacterial agent or to any of the
excipients.

History of acute severe allergic reaction to any other beta-lactam active substances (e.g. cephalosporin,
monobactam or carbapenem).

Special warnings and precautions for use

The selection of piperacillin / tazobactam to treat an individual patient should take into account the
appropriateness of using a broad-spectrum semi-synthetic penicillin based on factors such as the
severity of the infection and the prevalence of resistance to other suitable antibacterial agents.

Before initiating therapy with Tazocin, careful inquiry should be made concerning previous
hypersensitivity reactions to penicillins, other beta-lactam agents (e.g. cephalosporin, monobactam or
carbapenem) and other allergens. Serious and occasionally fatal hypersensitivity
(anaphylactic/anaphylactoid [including shock]) reactions have been reported in patients receiving
therapy with penicillins, including piperacillin / tazobactam. These reactions are more likely to occur
in persons with a history of sensitivity to multiple allergens.

Serious hypersensitivity reactions require the discontinuation of the antibiotic, and may require
administration of epinephrine and other emergency measures.

Antibiotic-induced pseudomembranous colitis may be manifested by severe, persistent diarrhoea
which may be life-threatening. The onset of pseudomembranous colitis symptoms may occur during
or after antibacterial treatment. In these cases Tazocin, should be discontinued.

Therapy with Tazocin may result in the emergence of resistant organisms, which might cause
super-infections.

Bleeding manifestations have occurred in some patients receiving beta-lactam antibiotics. These
reactions sometimes have been associated with abnormalities of coagulation tests, such as clotting
time, platelet aggregation and prothrombin time, and are more likely to occur in patients with renal
failure. If bleeding manifestations occur, the antibiotic should be discontinued and appropriate therapy
instituted.

Leukopenia and neutropenia may occur, especially during prolonged therapy; therefore, periodic
assessment of haematopoietic function should be performed.

As with treatment with other penicillins, neurological complications in the form of convulsions may
occur when high doses are administered, especially in patients with impaired renal function.

Each vial of Tazocin 2 g/ 0.25 g contains 5.58 mmol (128 mg) of sodium and Tazocin4 g/0.5g
contains 11.16 mmol (256 mg) of sodium. This should be taken into consideration for patients who are
on a controlled sodium diet.

Hypokalaemia may occur in patients with low potassium reserves or those receiving concomitant
medicinal products that may lower potassium levels; periodic electrolyte determinations may be
advisable in such patients.

Interaction with other medicinal products and other forms of interaction

Non-depolarising muscle relaxants

Piperacillin when used concomitantly with vecuronium has been implicated in the prolongation of the
neuromuscular blockade of vecuronium. Due to their similar mechanisms of action, it is expected that
the neuromuscular blockade produced by any of the non-depolarising muscle relaxants could be
prolonged in the presence of piperacillin.

Oral anticoagulants

During simultaneous administration of heparin, oral anticoagulants and other substances that may
affect the blood coagulation system including thrombocyte function, appropriate coagulation tests
should be performed more frequently and monitored regularly.

11



V' EN 1.6 AMENCET ARSI T 2 &6

4.6

4.7

Methotrexate
Piperacillin may reduce the excretion of methotrexate; therefore, serum levels of methotrexate should
be monitored in patients to avoid substance toxicity.

Probenecid

As with other penicillins, concurrent administration of probenecid and piperacillin / tazobactam
produces a longer half-life and lower renal clearance for both piperacillin and tazobactam; however,
peak plasma concentrations of either substances are unaffected.

Aminoglycosides

Piperacillin, either alone or with tazobactam, did not significantly alter the pharmacokinetics of
tobramycin in subjects with normal renal function and with mild or moderate renal impairment. The
pharmacokinetics of piperacillin, tazobactam, and the M1 metabolite were also not significantly
altered by tobramycin administration.

The inactivation of tobramycin and gentamicin by piperacillin has been demonstrated in patients with
severe renal impairment.

For information related to the administration of piperacillin / tazobactam with

aminoglycosides please refer to sections 6.2 and 6.6.

Vancomycin
No pharmacokinetic interactions have been noted between piperacillin / tazobactam and vancomycin.

Effects on laboratory tests
Non-enzymatic methods of measuring urinary glucose may lead to falsepositive results, as with other
penicillins. Therefore, enzymatic urinary glucose measurement is required under Tazocin therapy.

A number of chemical urine protein measurement methods may lead to falsepositive results. Protein
measurement with dip sticks is not affected.

The direct Coombs test may be positive.

Bio-Rad Laboratories Platelia Aspergillus EIA tests may lead to false-positive results for patients
receiving Tazocin. Cross-reactions with non-Aspergillus polysaccharides and polyfuranoses with
Bio-Rad Laboratories Platelia Aspergillus EIA test have been reported.

Positive test results for the assays listed above in patients receiving Tazocin should be confirmed by
other diagnostic methods.

Fertility, pregnancy and lactation

Pregnancy
There are no or a limited amount of data from the use of Tazocin in pregnant women.

Studies in animals have shown developmental toxicity, but no evidence of teratogenicity, at doses that
are maternally toxic (see section 5.3).

Piperacillin and tazobactam cross the placenta. Piperacillin / tazobactam should only be used during
pregnancy if clearly indicated, i.e. only if the expected benefit outweighs the possible risks to the
pregnant woman and foetus.

Breast-feeding
Piperacillin is excreted in low concentrations in human milk; tazobactam

concentrations in human milk have not been studied. Women who are breastfeeding
should be treated only if the expected benefit outweighs the possible
risks to the woman and child.

Fertility
A fertility study in rats showed no effect on fertility and mating after intraperitoneal administration of
tazobactam or the combination piperacillin / tazobactam (see section 5.3).

Effects on ability to drive and use machines
No studies on the effect on the ability to drive and use machines have been performed.

12
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4.8 Undesirable effects
The most commonly reported adverse reactions (occurring in 1 to 10 patients in 100) are diarrhoea,
vomiting, nausea and rash.
In the following table, adverse reactions are listed by system organ class and MedDRA-preferred term.
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

System Organ
Class

Common
>1/100to < 1/10

Uncommon
>1/1,000 to < 1/100

Rare
> 1/10,000 to <1/1,000

Very rare
(< 1/10,000)

Infections and
infestations

candidal
superinfection

Blood and lymphatic
system
disorders

leukopenia,
neutropenia,
thrombocytopenia

anaemia,
haemolytic
anaemia,
purpura,
epistaxis,
bleeding time
prolonged,
eosinophilia

agranulocytosis,
pancytopenia,
activated partial
thromboplastin
time prolonged,
prothrombin time
prolonged, Coombs
direct test positive,
thrombocythaemia

Immune system
disorders

hypersensitivity

anaphylactic/
anaphylactoid
reaction (including
shock)

Metabolism and
nutrition disorders

hypokalaemia, blood
glucose decreased,
blood albumin
decreased, blood
protein total decreased

Nervous system
disorders

headache, insomnia

Vascular disorders hypotension, flushing
thrombophlebitis,
phlebitis

Gastrointestinal diarrhoea, vomiting, jaundice, stomatitis, pseudomembranous

disorders nausea constipation, colitis, abdominal pain
dyspepsia
Hepatobiliary alanine hepatitis, blood

disorders aminotransferase bilirubin increased,
increased, aspartate blood alkaline
aminotransferase phosphatase increased,
increased gamma-
glutamyltransferase
increased
Skin and rash, including urticaria, Erythema multiforme, | toxic epidermal
subcutaneous maculopapular pruritus dermatitis bullous, necrolysis, Stevens-
tissue disorders rash exanthema Johnson syndrome
Musculoskeletal and arthralgia,
connective tissue myalgia
disorders
Renal and urinary blood creatinine renal failure, blood urea increased
disorders increased tubulointerstitial
nephritis
General disorders pyrexia, chills
and administration injection-site
site conditions reaction

Piperacillin therapy has been associated with an increased incidence of fever and rash in cystic fibrosis patients.

4.9 Overdose
Symptoms

There have been post-marketing reports of overdose with piperacillin / tazobactam. The majority of
those events experienced, including nausea, vomiting, and diarrhoea, have also been reported with the
usual recommended dose. Patients may experience neuromuscular excitability or convulsions if higher
than recommended doses are given intravenously (particularly in thepresence of renal failure).

Treatment

In the event of an overdose, piperacillin / tazobactam treatment should be discontinued. No specific
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antidote is known.
Treatment should be supportive and symptomatic according to the patient’s clinical presentation.

Excessive serum concentrations of either piperacillin or tazobactam may be reducedby haemodialysis
(see section 4.4).

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, Combinations of penicillins incl.
beta-lactamase inhibitors; ATC code: JO1C R05

Mechanism of action
Piperacillin, a broad-spectrum, semisynthetic penicillin exerts bactericidal activity by inhibition of
both septum and cell-wall synthesis.

Tazobactam, a beta-lactam structurally related to penicillins, is an inhibitor of many beta-lactamases,
which commonly cause resistance to penicillins and cephalosporinsbut it does not inhibit AmpC
enzymes or metallo betalactamases. Tazobactum extends the antibiotic spectrum of piperacillin to
include many beta-lactamase-producing bacteria that have acquired resistance to piperacillin alone.

Phamacokinetic / Pharmacodynamic relationship
The time above the minimum inhibitory concentration (T>MIC) is considered to be the major
pharmacodynamic determinant of efficacy for piperacillin.

Mechanism of resistance
The two main mechanisms of resistance to piperacillin / tazobactam are:

o Inactivation of the piperacillin component by those beta-lactamases that are not inhibited by
tazobactam: beta-lactamases in the Molecular class B, C and D. In addition, tazobactam does not
provide protection against extended-spectrum beta-lactamases (ESBLS) in the Molecular class A and
D enzyme groups.

¢ Alteration of penicillin-binding proteins (PBPs), which results in the reduction of the affinity of
piperacillin for the molecular target in bacteria.

Additionally, alterations in bacterial membrane permeability, as well as expression of multi-drug
efflux pumps, may cause or contribute to bacterial resistance to piperacillin / tazobactam, especially
in Gram-negative bacteria.

Breakpoints
EUCAST Clinical MIC Breakpoints for Piperacillin / Tazobactam (2009-12-02, v 1). For
Susceptibility Testing Purposes, the Concentration of Tazobactam is Fixed at 4 mg/l

Pathogen Species-related breakpoints (S</R>)
Enterobacteriaceae 8/16
Pseudomonas 16/16
Gram-negative and Gram-positive anaerobes 8/16
Non-species related breakpoints 4/16

The susceptibility of streptococci is inferred from the penicillin susceptibility.
The susceptibility of staphylococci is inferred from the oxacillin susceptibility.

Susceptibility

The prevalence of acquired resistance may vary geographically and with time for selected species, and
local information on resistance is desirable, particularly when treating severe infections. As necessary,
expert advice should be sought when the local prevalence of resistance is such that the utility of the
agent in at least some types of infections is questionable.

Groupings of relevant species according to piperacillin / tazobactam susceptibility
COMMONLY SUSCEPTIBLE SPECIES
Aerobic Gram-positive micro-organisms

Enterococcus faecalis
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Listeria monocytogenes
Staphylococcus aureus, methicillin-susceptible®
Staphylococcus species, coagulase negative, methicillin-susceptible
Streptococcus pyogenes
Group B streptococci
Aerobic Gram-negative micro-organisms
Citrobacter koseri
Haemophilus influenza
Moraxella catarrhalis
Proteus mirabilis
Aerobic Gram-negative micro-organisms
Citrobacter koseri
Haemophilus influenza
Moraxella catarrhalis
Proteus mirabilis
Anaerobic Gram-positive micro-organisms
Clostridium species
Eubacterium species
Peptostreptococcus species
Anaerobic Gram-negative micro-organisms
Bacteroides fragilis group
Fusobacterium species
Porphyromonas species
Prevotella species

SPECIES FOR WHICH ACQUIRED RESISTANCE MAY BE A PROBLEM
Aerobic Gram-positive micro-organisms
Enterococcus faecium®*
Streptococcus pneumonia
Streptococcus viridans group
Aerobic Gram-negative micro-organisms
Acinetobacter baumannii®
Burkholderia cepacia
Citrobacter freundii
Enterobacter species
Escherichia coli
Klebsiella pneumonia
Morganella morganii
Proteus vulgaris
Providencia ssp.
Pseudomonas aeruginosa
Serratia species
INHERENTLY RESISTANT ORGANISMS
Aerobic Gram-positive micro-organisms
Corynebacterium jeikeium
Aerobic Gram-negative micro-organisms
Legionella species
Stenotrophomonas maltophilia”™®
Other microorganisms
Chlamydophilia pneumonia
Mycoplasma pneumonia
® Species showing natural intermediate susceptibility.
" Species for which high-resistance rates (more than 50%) have been observed in one or more
areas/countries/regions within the EU.
£ All methicillin-resistant staphylococci are resistant to piperacillin / tazobactam.

5.2 Pharmacokinetic properties
Absorption
The peak piperacillin and tazobactam concentrations after 4 g/ 0.5 g administered over 30 minutes by
intravenous infusion are 298 pg/ml and 34 pg/ml respectively.

Distribution
Both piperacillin and tazobactam are approximately 30% bound to plasma proteins. The protein
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5.3

binding of either piperacillin or tazobactam is unaffected by the presence of the other compound.
Protein binding of the tazobactam metabolite is negligible.

Piperacillin / tazobactam is widely distributed in tissues and body fluids including intestinal mucosa,
gallbladder, lung, bile, and bone. Mean tissue concentrations are generally 50 to 100% of those in
plasma. Distribution into cerebrospinal fluid is low in subjects with non-inflamed meninges, as with
other penicillins.

Biotransformation
Piperacillin is metabolised to a minor microbiologically active desethyl metabolite. Tazobactam is
metabolised to a single metabolite that has been found to be microbiologically inactive.

Elimination
Piperacillin and tazobactam are eliminated via the kidney by glomerular filtration and tubular
secretion.

Piperacillin is excreted rapidly as unchanged substance, with 68% of the administered dose appearing
in the urine. Tazobactam and its metabolite are eliminated primarily by renal excretion, with 80% of
the administered dose appearing as unchanged substance and the remainder as the single metabolite.
Piperacillin, tazobactam, and desethyl piperacillin are also secreted into the bile.

Following single or multiple doses of piperacillin / tazobactam to healthy subjects, the plasma half-life
of piperacillin and tazobactam ranged from 0.7 to 1.2 hours and was unaffected by dose or duration of
infusion. The elimination half-lives of both piperacillin and tazobactam are increased with decreasing

renal clearance.

There are no significant changes in piperacillin pharmacokinetics due to tazobactam. Piperacillin
appears to slightly reduce the clearance of tazobactam.

Special populations
The half-life of piperacillin and of tazobactam increases by approximately 25% and 18%, respectively,
in patients with hepatic cirrhosis compared to healthy subjects.

The half-life of piperacillin and tazobactam increases with decreasing creatinine clearance. The
increase in half-life is two-fold and four-fold for piperacillin and tazobactam, respectively, at
creatinine clearance below 20 ml/min compared to patients with normal renal function.

Haemodialysis removes 30% to 50% of piperacillin / tazobactam, with an additional 5% of the
tazobactam dose removed as the tazobactam metabolite. Peritoneal dialysis removes approximately
6% and 21% of the piperacillin and tazobactam doses, respectively, with up to 18% of the tazobactam
dose removed as the tazobactam metabolite.

Paediatric population

In a population PK analysis, estimated clearance for 9 month-old to 12 year-old patients was
comparable to adults, with a population mean (SE) value of 5.64 (0.34) ml/min/kg. The piperacillin
clearance estimate is 80% of this value for paediatric patients 2-9 months of age. The population mean
(SE) for piperacillin volume of distribution is 0.243 (0.011) I/kg and is independent of age.

Elderly patients

The mean half-life for piperacillin and tazobactam were 32% and 55% longer, respectively, in the
elderly compared with younger subjects. This difference may be due to age-related changes in
creatinine clearance.

Race
No difference in piperacillin or tazobactam pharmacokinetics was observed between Asian (n=9) and
Caucasian (n=9) healthy volunteers who received single 4 g / 0.5 g doses.

Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of repeated dose
toxicity and genotoxicity. Carcinogenicity studies have not been conducted with piperacillin /
tazobactam.
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A fertility and general reproduction study in rats using intraperitoneal administration of tazobactam or
the combination piperacillin / tazobactam reported a decrease in litter size and an increase in fetuses
with ossification delays and variations of ribs, concurrent with maternal toxicity. Fertility of the F1
generation and embryonic development of F2 generation were not impaired.

Teratogenicity studies using intravenous administration of tazobactam or the combination piperacillin
/ tazobactam in mice and rats resulted in slight reductions in rat fetal weights at maternally toxic doses
but did not show teratogenic effects.

Peri/postnatal development was impaired (reduced pup weights, increase in stillbirths, increase in pup
mortality) concurrent with maternal toxicity after intraperitoneal administration of tazobactam or the
combination piperacillin / tazobactam in the rat.

6 PHARMACEUTICAL PARTICULARS

6.1

6.2

6.3

6.4

6.5

List of excipients
Edetate disodium (EDTA)
Citric acid monohydrate

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

Whenever Tazocin is used concurrently with another antibiotic (e.g. aminoglycosides), the substances
must be administered separately. The mixing of beta-lactam antibiotics with an aminoglycoside in
vitro can result in substantial inactivation of the aminoglycoside.

Tazocin should not be mixed with other substances in a syringe or infusion bottle since compatibility
has not been established.

Due to chemical instability, Tazocin should not be used in solutions containing only sodium
bicarbonate.

Tazocin should not be added to blood products or aloumin hydrolysates.

Shelf life
Unopened vial: 3 years

Reconstituted solution in vial

Chemical and physical in-use stability has been demonstrated for up to 24 hours at 25°C and for 48
hours when stored in a refrigerator at 2-8°C, when reconstituted with one of the compatible solvents
for reconstitution (see section 6.6).

Diluted infusion solution

After reconstitution, chemical and physical in-use stability of diluted infusion solutions has been
demonstrated for 24 hours at 25°C and for 48 hours when stored in a refrigerator at 2-8°C, when
reconstituted using one of the compatible solvents for further dilution of the reconstituted solution at
the suggested dilution volumes (see section 6.6).

From a microbiological point of view, the reconstituted and diluted solutions should be used
immediately. If not used immediately, in-use storage times and conditions prior to use are the
responsibility of the user and would normally not be longer than 12 hours at 2-8°C, unless
reconstitution and dilution have taken place in controlled and validated aseptic conditions.

Special precautions for storage
Unopened vials: Do not store above 25°C.

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.

Nature and contents of container
70 ml Type I glass vial with a bromo-butyl rubber stopper and flip-off seal.
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6.6

Pack sizes: 1, 5, 10, 12 or 25 vials per carton.
Not all pack sizes may be marketed.

Special precautions for disposal

The reconstitution and dilution is to be made under aseptic conditions. The solution is to be inspected
visually for particulate matter and discolouration prior to administration. The solution should only be
used if the solution is clear and free from particles.

Intravenous use

Reconstitute each vial with the volume of solvent shown in the table below, using one of the
compatible solvents for reconstitution. Swirl until dissolved. When swirled constantly, reconstitution
generally occurs within 5 to 10 minutes (for details on handling, please see below).

Volume of solvent* to be added to vial
10 ml
20 ml

Content of vial

2 9/0.25 g (2 g piperacillin and 0.25 g tacobactam)
4g/0.5g (4 g piperacillin and 0.5 g tacobactam)

* Compatible solvents for reconstitution:

- 0.9% (9 mg/ml) sodium chloride solution for injection
- Sterile water for injections®®

- Glucose 5%

@ Maximum recommended volume of sterile water for injection per dose is 50 ml.

The reconstituted solutions should be withdrawn from the vial by syringe. When reconstituted as
directed, the vial contents withdrawn by syringe will provide the labelled amount of piperacillin and
tazobactam.

The reconstituted solutions may be further diluted to the desired volume (e.g. 50 ml to 150 ml) with
one of the following compatible solvents:

- 0.9% (9 mg/ml) sodium chloride solution for injection

- Glucose 5%

- Dextran 6% in 0.9% sodium chloride

- Lactated Ringers injection

- Hartmann’s solution

- Ringer’s acetate

- Ringer’s acetate/malate

Co-administration with aminoglycosides

Due to the in vitro inactivation of the aminoglycoside by beta-lactam antibiotics, Tazocin and the
aminoglycoside are recommended for separate administration. Tazocin and the aminoglycoside should
be reconstituted and diluted separately when concomitant therapy with aminoglycosides is

indicated.

In circumstances where co-administration is recommended, Tazocin is compatible for simultaneous
co-administration via Y-site infusion only with the following aminoglycosides under the following
conditions:

Aminoglycoside

Aminoglycoside Tazocin Dose Tazocin diluent concentration Acgeptable
volume (ml) diluents
range* (mg/ml)
0.9% sodium
Amikacin 29/0.259 50, 100, 150 175-75 chloride or 5%
49/05¢g
glucose
0.9% sodium
Gentamicin 29/0.259 50, 100, 150 0.7-3.32 chloride or 5%
49/05¢g
glucose

* The dose of aminoglycoside should be based on patient weight, status of infection (serious or
life-threatening) and renal function (creatinine clearance).

Compatibility of Tazocin with other aminoglycosides has not been established. Only the concentration
and diluents for amikacin and gentamicin with the dose of Tazocin listed in the above table have been
established as compatible for co-administration via Y-site infusion. Simultaneous co-administration
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via Y-site in any manner other than listed above may result in inactivation of the aminoglycoside by
Tazocin.
See section 6.2 for incompatibilities.

Any unused product or waste material should be disposed of in accordance with local requirements.
For single use only. Discard any unused solution.

7  MARKETING AUTHORISATION HOLDER
Pfizer Limited
Ramsgate Road
Sandwich
Kent
CT139NJ
United Kingdom

8 MARKETING AUTHORISATION NUMBER(S)
PL 00057/1294

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
30/07/2011

10 DATE OF REVISION OF THE TEXT
19/09/2011
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& L) 05gfYE&ETe.
B 49/05 901 NA TUZIE, TR U 7 A11.16 mmol (256 mg) AEFEND.
whny
WY OFERE 72— 1361 2 2 R,

3 HE
[ERERLOIELHEN
8~ SN Do 72 B DR

4 FRERBEEFEM
4.1 JREBERE
B NE, AR O 2B 2 D /NRIZEB T 2 BGYEIRFE 25 &35 (425 L UG 1H A
ZH) .
BRAREEDHE
- BRSSOV TN 25 BEE it 2% 2 25 T HE B oD ifi
- BHMEMEREEYE (BRBREET)
- AEHEMERE IS N IRRYYE
- AEMEME R R RGREAR RGYE (BRI M R & & T )
FRUERYYEICEIE L CTA U D, FEBE L CA Ui 2 kb 5 W IUE B3 O IR
Z 0, IR E LTI N B oL 5B & 2 4 R Ek D> BE OB BICHWS Z &
LARERGERH D.
2~12D/MNR
- BHEMERE e N RS E
&A%, JRIRE LTI RGE DN GE oL D RS & 2 4 R /NI RS O BRI VW 2
ZELAREETHD.
PAEWE O RERDONXTA RTA4 50T, BEELELET5.

42 HARRUEEIE
A&
2 ORISR OB SRR, BGYEDERERE &AL DN PRI S AR E 2 U T
LEVAAR

JRA K NGB DL 5

JRZIE

WHFIZAQE T U > /0594 VNI H K ESRFHE X IR

I P ERISD BT BT DB R K O DA, 4972V v /0594 VN7 X A
%ﬁ%%ﬁ%ﬂ&ﬁ#é ERMELE SN D . Z OBEIEITIEIGIE & 72 o TV DO RYYE THE
WCHEHEDORBEDHRFEICLHWA Z LN TEXS.

TRIZARAN « HEEFITRT DG & {82 68 £ 23R R E & D 5.

BEHE % 49/059
6IRFfH] s = HE D

JHR L UGB b 28D & 2 i HERBD A B
BIRFH]F6 & BHEME RIS GE (BRBREED)

BHEVEREIE N I YYE

B AR GYE ORI S & B o)
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B RE 2

B ITEROBEREREORE A DT CGRET 20BN H 5 AR D IRz N
THEBEZEBEELST=Z ) U7 LTSRS, EIHRS O FE N O%5-HIE G
DLENHD) .

JVT7F=r79YT7 7 A (mL/min) Fvv (HERAER)
>40 @R
20~40 AHERE & : 498 K[l Z 12059
<20 FeRHEVEF L 4.9/ 12535 %1205 g

MEHENT %2 T CWDBEDES, BT 029/ % V37 % 1025 g% fi3: 8] O T Elii
BIBINEET 2 WEN D 5. MBI LG H AR T30%~50% D T U U RE S
NTLEIMNLTHD.

AR

MEFRIIRE G2HZSZHR) .

BB BT 5
BKREN ER H AT LT F =0 27 U7 5 2 AR40 mLminz 8 2 A &S ibE s B W CHE
EhE

NEEE 2~124%)

[

TFRIZ2~12EE DO/NREF KT 2 R GHE EREL kgd 72V O F & % E F 72 139K 85
WIZE LD 5.

FELkghE Y ORERUOERGHE HINEE R
RELKgHTZD BT 0 80mg,/ &> N | JRK & UTHIBEEGE NS DI 5 D & 2 4F HEk
7 Z 510 mg,/ 6IRFfi] 6 & PN
(KE1kgdH 7=V X720 100mg,/ & V' BN RIS PN S i >
7 % 12,5 mg,/ 8IS X

*305 M CLREI DR G EN R KHE TH 54905952722 L.

B RESE 2

FE BT EBR OB E OB IIS C TRO LD ICHETT 2 0EN D 5 CEAIEIEDIK
RICHOWTEEZEERS E=F2 UV 7 LRTER 6, EZGO &N ORSFRE b
HRBEOLENDH D) .

IVTF=IIVTT 2Ty (HERE)
v A (mL/min)
>50 A
<50 1kgh7= 0 ©X7 0 70mg,/ & > /327 & 18,75 mg,/ 8kl &

MAREHT 231 TOLD/NRBEDOEE, 1kgh72h BT Y o 40mg,/ #3207 Z L5 mgs
R OB ESELICBMNEET D HNEND D .

25ELL F DN TOMREH]

0~2i% D/NRIZIIT B & V' v DRV OB NI DUV TUERESL S AL TR U.
NRTOXIEER T — Z 1345 6TV 720,

551
ﬁ&hf@ﬁﬁﬁﬂﬁ?éﬁﬁ%%ﬁ%%@&ﬂAakﬁofmé.k@mi,@%ﬁ@éﬁ

e, I, M OBRAREGE, AR R ORI U TR A RET <X Th B,
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4.3

4.4

4.5

B HRR
% hg/05 grERER S (3043 H]) .

i EIC DWW TIX6.61H A S .

P, =)
AN

BRKSY, TOMDON= Y SRPUEA, IR 2 sk

FDOMDPB-T 7 X L RB IR T D EEDODMET LA —OGEE (B 7 712 AR Y
v, BN EN, HIVNRA)

B REEROERA EOBE

% DBEZETETDHIZDICERT LN BN BN RIS DI, BYWIE O BIEE 2
L T3y 72 FrEEHl ~ D ik D SR IZEE SN T, IR AT ML OYE= ) v %
WD Z LD OV TEEBTHILERDD.

B CORBERMGT D1, ~=V 2, TOMOB-T 7 X2 L% Bl 87 7raX
RY L, BRI BN, N L) , OT LS A5 DI SR W TE
HICHZTO0ENLD. BTV ‘//5' RG BZ R EDOR= ) s ERAWT-IEE RS
FTWBHEBEICBWT, RICIBICELEEOBRENE (T 74 T7%—/TF7 4 F7F%
—8E [TavruaE0] ) RSB HREENTWD. 29 LERSITEERO T VL7 A5
DIEZMERED & 2 BEITB W TE Z D070,
FERBBISOSE, TAWERGZTIET 52 R kOB, X7 ) U HERE
DHMDOBRLDRNMLEL D ENDD.

PUAEMEFREBEIERGR T, BEEORHIETHNEL, AU IH60b5 5.
(ARREIE RN DIERITZHUEWE ORGP GRISEZV 5 5. 2o LSS, Y v ro
BGEZPILETETHS.

BT EWTEIREEITO Z & T, MEMENAL, EEERICELSZ LD D.

INETIIR-T 7 X 2RHAEWME 2 # 5 SN T-BEO—H CHIIER AR L TWD. 29
U 7o BOSEREYT, SRRSOl MIERE, 71 b ey B U REH & W o 7 BRE R A O S G R
CRHEL TV ZERDHY, BAERETRI YOIV, HIERNEE 28E, fidmE
OEGEPRI L, WURIBREREZHODLZEBROLNS.

FRCRIIR OB 5128 T A ILERBAMEC U P BRI EDSEE Z 5 2 0D D72, &bk
RED R 2 E WIHINZAT 5 LB H 5.

o_R=2 U B HWZIEREE AR, BHEORGECL, FRCBERENESR Db TSR
FIZBWTHWNADIZE TCOMBFEMATHENRZ D52 ENH 5.

X 29/025 gD ANA TVZIE T R Y 7 A3558 mmol (128 mg) & EAL, ¥V v i4g
/059131 7UZiEF b Y 7 AA11.16 mmol (256 mg) & END. T b U T AR AT
BErEHLTWHLBEEDOEE, ZOZLE2BETLILNENRDD.

BV UL ENMENEE T Y 7 ALYV E FIF S A REMEO H 5 A2 HFH LT b B
WCBWTE, B2 Y o AfERNE L AR[REMNHD. 29 LI-BFEITRBWT i*ﬁ”’?’?% iE
HIFICHIEST 5 2 ENEFE LU,

fthF & DHEIERA R OZE DMOTRBOEEIEA

FE 7oA P A5 st A

R v = AOMEIHER ORI, BT b7 u=g AOJFANEE LTS,
TEFREFF NI L T D Z e b, FEBA MR shiB AT & AR imelnix, o0
FETTIERET S & THIENS.
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4.6

8 0 FUBEE A

AR LR O BURRE A, i MRERE 7 & O MREEE SR EEET D F OMOWE A [RIRFIC#
54556, BOEERECHEL BT CHEmL, THMICE=2) 723 o0END
5.

2 bR LEHg—k
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BHICBOTIERA b b LS — MEERE=X U L /T BUERDS.

A= 0% SN

o= U EFEEE, TuXRX U REERT U S HE IR X EEHATLHZET, ¥
NI v, BN AEFGTOERMPMEE SN, B2 VT 7 OABNMETT 5, Mg
REE— 7 TN T OIEANZ O T H BT 2.

TI7YVavFk

BRI VY CEHAH D WDIEX NI X AL L TESG LT, BRGREN ER I gbis &
WD D WITTEEOBKERELZ AT 2HRE BT, N7 I~A v OEYEEICH
BB bE bbb sideholn. T IA VU ERETHILET, BRIV L, X
VR 2 AOIEYENE, MR EEICEILT 52 L ide otz

BRIV NCES TR T TR F U~ A VU BNREE L SN D 2 & DVEFE DB
REEEREICBWTEIESNL TV,

BRGNS BZIRERET 7Y ay ROHICET A 1ERIL, 6.25HK %6.61HA S
AR

NyaeAfrv
BRI BINRT B RN av A, v ORICEMEIEMR EERIT N TROD LN
TR,

BRREEA~DOE
2 W W R EIEZIT 5 2 & T, o=V > & [FEEIT MRS S5 H 5 Al REE
Nhb., LoT, IV RETIE, BEICLDIREENENNLEL RS,

bW E % T2 R & 2 X7 PIEIRIZ S EAFET D03, AR RN D laerEnH 5.
FU T AT 4 T offiol-Z X7 EIT L2 T 0.

EA% 7 — D ABRITG M & 72 D TREMEDN D 5 .

Bio-Rad Laboratories®Platelia Aspergillus EIAGRER (X, % ' o & 5 BE CIXBEMERE 23 H 5
AIREMEN B D . FEAspergillusZHEFE L VKR Y 7 7 7 — X L Bio-Rad Laboratories?® Platelia
Aspergillus EIAGRER & DT DN THE R 2SI TW 5.

5 AR BFITINTLILT v ORBEERAHE & 725 1 S AT O B THER
THRETHD,

XEER, MR, SALO%HE
SRS
BRI B2 Y L AEAOT — 2 1 TEE, HDVERLND.

BEWIcEEDH 2 HEICHOWT, BB TRAEFEN RSN TV AN, BaEtEoT e
T AXI (BIEAESR) .

BT Y e YNy 2 NI 2 EE T D, BWINAAHTH LS, HRTIIE AN

Vo /BN ZEDORBEFHTRETHY, +7hbb, HigeBIRICH LT, %7 1>
RN 227 % ERIDZEAIZORMERTXETH 5.
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4.7

4.8

ZEE LRV EER
BOHWENZOEIER (BEL10061H1~106123 ) 1%, TH, NEH-

WZxt9 %

B9
oA

BT 2RBRICEBNT, 2V AT ZAEFERNRGEHEITERT V)
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FER

HREECBNT, EXTUY L/ 58 ¥ AOBRREREE SR TG, B, 1k
W, FISOREI LI IR OKHA L, WA ORI T TR SR TS, BIECT
ST M2 2 IR AL 50 5 &, BT IR O B £ 1= L A 5 = & %
b5 (ETEREDD S EE) .

®E
WEHREMNMTONIRE, BT/ BN AOFEZRIETRETHS. B
fREEANTE 220,

BHE DEFEATERITIE U TR MERIE T O M BN H 5.

BT U FERRE YN X ADOMIGEFRESEEICEHWIGE, MRS Lo TIRT S
HDHZLENTED B4THEESR) .

5 FEZEHRFE

5.1 ZKEZEH)RM:
RYRIERE - AW E 2 25Kk E, B-7 7 4 ~—E¥HEREDOR= U & 0tH, ATCa—
K : JO1C RO5

YERBER
BT v EIRANRY RL, RSN = U VR ALY L & AR A AR Ol T A BHEE
T5HZ LIk o TRHEEH &

BN G BN REERNC R = ) VCBEE T AR-T 7 A, R R= ) ot T e
AR o ~DMHEZAE T SEDLLHOB-T 7 4 ~—FDHEHRTH DN, AMpCEEEC A X
2-B-7 7 X ~—BIFHELRV. ¥ NI XN ERT Y COPE AT MVIRIEKR
L, BT VHANIKT D2 S LI2% < Op-T7 7 # ~—PARMEIC b 5T 5.

KMBRRER) / SRE LR BILR
/AR LR B R (T>MIC) 1%, EXT U OFRIMEDOEBZIRE ST 5 F0%E
KeEZOLND.

ittt DB

BRGNS BN B ADTEOBEFEIL = oH 5.

XN Z ML S THEENSGP-T 7 H~—BIZLDERT VU VR OREMAL : 45+
LULSHEB, C, DOB-7 7 X ~—E. Mz T, ¥V R\7 X NI LUV AN DD
R 7 N —T BN, JERANY MB-T 7 ¥ ~—E (ESBLs) (ZxI7 BBWER%Z & 7=
SN BNl b A A

o= U AER L N (PBP) OBALIZ L D BT U v OFE T D4y FHERN T D
FPEDME T, £72, ZAPEHAR S 7ORI L L COMEBERBREEDZEIC L - T, #ics
T LEMEEICBWT, BT S H YR 2 NIR DM EE U S ATREMED B
D, HHVITZEDOJRRE 72D ATREME D & 5.

TU—7BA Uk
ERSS Y v E Y NY X ADEUCASTERRMICT L— 2 A > b (2009-12-02,v 1) . J&&
ST X NEITO BRIOTRYD, ¥\ ¥ ARE %4 my/LIZHERE.

R B WEREET L — 7R A b (S<IR>)
Enterobacteriaceae 8/16
Pseudomonas 16/16
7T KEME KON T MR e AR ) 8/16
FEFHMBE T L — 27 KA > b 4/16

Streptococci DAL IR Y 2 U U DRGSR ED B HELE.
Staphylococci DIESZ T A ¥ U o DR MED HHELR.
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Bz

FERMIPED B SRIIHUI TR Y, FEDEMEICHOW TIRFMIC L > TEVWRHL Z &b H
D, RRICEE OBRYYE 2R T A8, mHEoHRE®RA kO b s, mEOHBRIC L -
TH7a < & S ERHDIRIEIZ B 2 3A| O A MBI AL Ul s, SEIS T TH
MEDYZEERDDLRETHD.

BRGNS BN FARERIC L DEEREDOS T
—REICEZ ML E T O EE
RN 77 LGRS AEY)
Enterococcus faecalis
Listeria monocytogenes
Staphylococcus aureus, * F 3V L JEa%zt
Staphylococcusti, #Zz/EEE =, AT U st
Streptococcus pyogenes
Group B streptococci
RN 77 B EMEREY
Citrobacter koseri
Haemophilus influenza
Moraxella catarrhalis
Proteus mirabilis
RN 77 S EMERSEY
Citrobacter koseri
Haemophilus influenza
Moraxella catarrhalis
Proteus mirabilis
HeRWE 77 DGR AEY)
Clostridium#fi
Eubacteriumfi
Peptostreptococcusfi
WEANE T T LMY
Bacteroides fragilistf
Fusobacteriumfi
Porphyromonasfd
Prevotella#Z

£

BAMMESREE Y 5 26

R 7T LG HERAEY)
Enterococcus faecium®
Streptococcus pneumonia
Streptococcus viridans#f

RN 7T SRR AEY)
Acinetobacter baumannii®
Burkholderia cepacia
Citrobacter freundii
Enterobacterfi
Escherichia coli
Klebsiella pneumonia
Morganella morganii
Proteus vulgaris
Providencia ssp.
Pseudomonas aeruginosa
Serratia 7%

% 8 LTV S MED

RN 7T LG AEY)
Corynebacterium jeikeium

RN 7T SRR AEY)
Legionellafi
Stenotrophomonas maltophilia®™ *
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Z D OWAEY
Chlamydophilia pneumonia
Mycoplasma pneumonia

S SR B ARESZ M A R T TR

tOEmEER (50%E) AEUN D —LL B, [E, il TR BTV D

EOXF LU Uit REREIT TR CELT LU v X R 2 NS ATt A A
5.

5.2 FEEZR)ReME
U
49, 0.5gFEHREGHITDERT LY U ROF Y NI ZLAOE—TREX, L
298 ug/ml, 34 pug/mlL & 7o 7=,

pagiil

BT U RN N Z NI TIE IMEES X7 1ZR80% DEIS TREAG L TWnWD. F
RIVY CETNTE NI B DL R FERIIMOICE AL LT H BT T 20,
BN B EORE D2 I FESIL T T Th S.

BT BN BN, IR, IHEE M, MR, B, MR OMRIRIZ IS < oAh
T 5. AR P AT I U C L TP RS 050~100% Tdh D . IMERBEIR N ~DARIE, o
N=v U ol EEE, BERESRIE L O AHBRE IR W TIRS 2 5.

EENE

BT U I NS &, NS R0, EMFENIEEOSH DT AT AREM E 72D,
BN B AN ESND EHE ORI DD, ZIUTIIED FTEER 72 2 LR
Do TNA.

Bt

BT LY H RS B AT, BiEE T L CGRER R M ORI Wi L o THE S
5.

BT U IR EWE L L CARICHEE S, R HEIIR G ED8% LD, XNy
B I EF ORI EICBEYEIC L Rt Sh, BEEDUNNAREME THY, FDFEY
TR L 72 5.

BRIy, BRI HE LN, FAZFLELT ) L, ERICSmEND.
BT S BYNT B REREE NCHEBIR G E IR ERG T E, BT X
VR B LD M EEINT0.7~ 128 L 22 0, HESTEARR OREIIZ T 2. BXT
U RN H ADOPEIRERENEE 2 VT T U AME T T A I on T KT S.
BN B EINTFET BT, BT U0 o OEYENREICITA R R 2T v, BTV
NIE NI B LD )T T A DT NIRRT EEL L0 Iclbns.

KRR EE R
RFREZS R ClE, s N E R LT, BT U O ERHINKI25%, & VN7 Z LD R
H23HI18% K L7z,

ERFGN e 2N Z AR, LT F=r 2 VT T ABNMET T AIC o T
KTDH, VLT F=o 707 T ANBREDIEF /R EBE & _T20 mL/minFE % &, B
0 L ONRENT2AE, Z VN7 2 LD IMEIIE)NS.

MIEBHTIZ L > TERT Y BT B KE30%~50%FRE S, EOMIZH N7 4
LDS%NHE N7 2 AONREE L TBRESND. BESEITZITH &, XTI a2y
RT B NTHI6% ~21%BREESNT, XV NI X DO E L TIRKE VX7 2 LD18% M
BrEEnb.

IR EE ]
EMPKIEHTIZEBNT, OMHAMNBI2ZEE CTOBRED Y VT 7 AHEEME RN & T 5 &,
MY (SE) i6135.64  (0.34) mL/min/kkg T~ 7=, 2~90H O/NERETIE, BXT7Y
DI NT T AKX DED80% & 72 o7, BT 1) AR SRR O I (SE)
130.243 (0.011) L/kgTH Y, FEZIFEA L7V,
BB
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5.3

BT B YRS B AOIEPERENL, SRS CITEERE LY b ENTNR2% L
55% 5L 7roTn. TOEITERICEGRTAZ LT F=o 7 U T T AOBLIC LA D LE
ZHh5.

N
BT LY B RS B LD EIREL, 4905 g HEERE ST YT A (n=9) &
FIA (n=9) fEFHEERE OMIZZEITRD b o7z,

AR 22t —#

A G0 & BIGFEO N E TORRICHESE, b MR L TRICERIZZR VD Z & 250

BEIRT — 2R END. BT U v /B R0 2 Nk T 38 B3 % 3B 3 5
I TR0,

Z v MBI DX NI 2 AEENEE E7-2138XT 20 X 3T 2 AR S GHE

R AT o723, BETEDNMET L, BLBEE EERO L DIRENEEM L, AN

PEoTo Z ERHE I TS, FIIMROZIREE L ORI DO IRFE A D FEE L/ - 7.

VAL Ty MIBIFTHE NI B AT EZIIERT Y //&//\75'A1?FFHH#@{
R CIE, BMABEEARIZTT v MRIEENDT I Lizh, (@ FERITRE
HAILieho Tz,

S MCE N B AEEPENE G E 13T U 2R 2 AEE LA,

PEM] AR BORENEL (SEMKEORD, JFEFEOHEM, ShERFETCOHM) , A

LS T~

6 FHIOFEM

6.1

6.2

6.3

6.4

whnh—&
=7 g2~V v 4 (EDTA)
7 WE—KFn)

BEZ1k

6.6IIZFLH I N TS b DL DEI G 2 AN ERA L TE R b2,
2o EWE (B T2 27U a3y R) 2T AEA ISR 2 1 E LT
L7267, B-F 7 2 LRGUAEME LT I 77U 2> KR éﬂék,?i/ﬁU:v
R2372572 0 OFEE TinvitrolZ TRIEM LS D Z ERH 5.
FEEMEDRHESL S TWRWW 2D, Z Y 3 » EMOWE 2 10 sl AN B VN TIRG T &
TiE7Z2W.

{EFHNCARRZETHDH Z b, Y U HERET MU U AN ERICHNDRE TRV,
B ATMIERRIFNC T L 7 2 ARG R SRR & TR,

RS
RBHENMRAED A 7L« 34

AT VA BIRBIK
PR ORI LS 2 FH O TR L72IRRE T, 25°CIRE IS THROR241F(#], 2~8°CD iy
JEHE LR (2 TABIFRI DALY - MBERUE P ZEMEDN FERES TV D (B.6EHAZSM) .

FR R

HELEATIR B COFMEEIR 2 S HIZHRT D 72 O OFEMERBELFE 2 D TR L 72 jRRE T,
25°CHRAE (2 T4, 2~8°C Dy i {2 | CABIERE] DAL 2R 1y + Wy B A F 22 i 1 70N S23TF
ERTW5 (6.6HZSM) .

WA FRIBLENOE 2L, BIBEREOFRIRIEIT IEHATXETH L. 2 LITHEH
L7aWGA, R E R & RIS ZE OB L 720, FEINAIES R
TV D RS THFE L WM TOILTWARWRDY , @HE132~8°CTL2HMUT &4 5.

BRE LRI R ER

RBESA T 25°CEHAB R HIRE TIRE L2

PR « FPREEA| OLRE SRIEIZ OV TR, 6.3 A2 M.
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6.5

6.6

BROUERUNEY

0mMLY A F1H T ABAL TN, TaETFALLROT Y v T F 7 =&
BIEEHNL - 156N A T V15,710,712 25K A D)

TR T DAL TP SN TS SR LA,

SR < BT B B R R IR
A, ARULMHAIE T O ) BER D . 5T AN, W B A
RVHABICE D AT 5 2 &L B TR T ORVIREOIIED A & M T <& Th 5.

FE

R ORI 2 O TR RIOR TR TS 7L 2 fiii 4 5. T %
FETHET D, HaiT 5 L, MEIIE~107UNICHMENRTE D GELWED HVICH
WTiE, TREEZR) .

AT LOEE A T IVCEINT B0

29,0259 297U U K0.25g% /N7 X ) | 10mL

49,/05g (4gE~XT U KR0S gH /S NT HN) 20 mL
* PR P ARTATETR L -
HEHH0.9% (9mg/mL) #Efb) N U w7 AVEIR

TS IR A @

7 a— A5%

O[] 45 0 VE 5 IR 7K D e RAHELESS B350 ml

TSR 200 > TR LIZWIE 2 A TN HE0 4. @ v IcHERAER 2 S Thh
X, HERERICEO RS TAOFEZIY HT L, FRICGEHINTWIEDOERT ) b
2SI BB ELND.

WO DTz W CHAERER 2 B OR R (] : 50 mL~150mL) L9 25D X
DIZARTHZ LN TE A,

- 09% (9mg/mL) FEFHBEILT MU U AEK

- J)La— 5%
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R¥ 1.6.1.2 Zosyn DHEATLE (FA)
ZOSYN®
(Piperacillin and Tazobactam for Injection, USP)

Rx only

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

DESCRIPTION

ZOSYN (piperacillin and tazobactam for injection, USP) is an injectable antibacterial combination
product consisting of the semisynthetic antibiotic piperacillin sodium and the B-lactamase inhibitor
tazobactam sodium for intravenous administration.

Piperacillin sodium is derived from D(-)-a-aminobenzyl-penicillin. The chemical name of
piperacillin sodium is sodium
(2S,5R,6R)-6-[(R)-2-(4-ethyl-2,3-dioxo-1-piperazinecarboxamido)-2-phenylacetamido]-

3,3-dimethyl-7-0x0-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylate. The chemical formula is
Ca3H26NsNaO-S and the molecular weight is 539.5. The chemical structure of piperacillin sodium is:

(313 COONa
0 CH3
N/\N H 0 T%N\/'><CH3
0 N S
55T N

Tazobactam sodium, a derivative of the penicillin nucleus, is a penicillanic acid sulfone. Its chemical
name is sodium (2S,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.

The chemical formula is C10H1:N4sNaOsS and the molecular weight is 322.3. The chemical structure
of tazobactam sodium is:

ZOSYN, piperacillin/tazobactam parenteral combination, is a white to off-white sterile,
cryodesiccated powder consisting of piperacillin and tazobactam as their sodium salts packaged in
glass vials. The formulation also contains edetate disodium dehydrate (EDTA) and sodium citrate.

Each ZOSYN 2.25 g single dose vial contains an amount of drug sufficient for withdrawal of
piperacillin sodium equivalent to 2 grams of piperacillin and tazobactam sodium equivalent to 0.25 g
of tazobactam. The product also contains 0.5 mg of EDTA per vial.

Each ZOSYN 3.375 g single dose vial contains an amount of drug sufficient for withdrawal of
piperacillin sodium equivalent to 3 grams of piperacillin and tazobactam sodium equivalent to
0.375 g of tazobactam.

The product also contains 0.75 mg of EDTA per vial.
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Each ZOSYN 4.5 g single dose vial contains an amount of drug sufficient for withdrawal of
piperacillin sodium equivalent to 4 grams of piperacillin and tazobactam sodium equivalent to 0.5 g
of tazobactam. The product also contains 1 mg of EDTA per vial.

ZOSYN (piperacillin and tazobactam for injection, USP) contains a total of 2.79 mEq (64 mg) of
sodium (Na") per gram of piperacillin in the combination product.

CLINICAL PHARMACOLOGY

Adults

Peak plasma concentrations of piperacillin and tazobactam are attained immediately after completion
of an intravenous infusion of ZOSYN. Piperacillin plasma concentrations, following a 30-minute
infusion of ZOSYN, were similar to those attained when equivalent doses of piperacillin were
administered alone, with mean peak plasma concentrations of approximately 134, 242 and 298
pg/mL for the 2.25 g, 3.375 g and 4.5 g ZOSYN (piperacillin/tazobactam) doses, respectively. The
corresponding mean peak plasma concentrations of tazobactam were 15, 24 and 34 pg/mL,
respectively.

Following a 30-minute I.V. infusion of 3.375 g ZOSYN every 6 hours, steady-state plasma
concentrations of piperacillin and tazobactam were similar to those attained after the first dose. In
like manner, steady-state plasma concentrations were not different from those attained after the first
dose when 2.25 g or 4.5 g doses of ZOSYN were administered via 30-minute infusions every
6 hours. Steady-state plasma concentrations after 30-minute infusions every 6 hours are provided in
Table 1.

Following single or multiple ZOSYN doses to healthy subjects, the plasma half-life of piperacillin
and of tazobactam ranged from 0.7 to 1.2 hours and was unaffected by dose or duration of infusion.

Piperacillin is metabolized to a minor microbiologically active desethyl metabolite. Tazobactam is
metabolized to a single metabolite that lacks pharmacological and antibacterial activities. Both
piperacillin and tazobactam are eliminated via the kidney by glomerular filtration and tubular
secretion. Piperacillin is excreted rapidly as unchanged drug with 68% of the administered dose
excreted in the urine. Tazobactam and its metabolite are eliminated primarily by renal excretion with
80% of the administered dose excreted as unchanged drug and the remainder as the single metabolite.
Piperacillin, tazobactam and desethyl piperacillin are also secreted into the bile.

Both piperacillin and tazobactam are approximately 30% bound to plasma proteins. The protein
binding of either piperacillin or tazobactam is unaffected by the presence of the other compound.
Protein binding of the tazobactam metabolite is negligible.

Piperacillin and tazobactam are widely distributed into tissues and body fluids including intestinal
mucosa, gallbladder, lung, female reproductive tissues (uterus, ovary, and fallopian tube), interstitial
fluid, and bile. Mean tissue concentrations are generally 50% to 100% of those in plasma.
Distribution of piperacillin and tazobactam into cerebrospinal fluid is low in subjects with
non-inflamed meninges, as with other penicillins.

After the administration of single doses of piperacillin/tazobactam to subjects with renal impairment,
the half-life of piperacillin and of tazobactam increases with decreasing creatinine clearance. At
creatinine clearance below 20 mL/min, the increase in half-life is twofold for piperacillin and
fourfold for tazobactam compared to subjects with normal renal function.

Dosage adjustments for ZOSYN are recommended when creatinine clearance is below 40 mL/min in
patients receiving the usual recommended daily dose of ZOSYN (piperacillin and tazobactam for
injection, USP). (See DOSAGE AND ADMINISTRATION section for specific recommendations
for the treatment of patients with renal insufficiency.)
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Hemodialysis removes 30% to 40% of a piperacillin/tazobactam dose with an additional 5% of the
tazobactam dose removed as the tazobactam metabolite. Peritoneal dialysis removes approximately
6% and 21% of the piperacillin and tazobactam doses, respectively, with up to 16% of the
tazobactam dose removed as the tazobactam metabolite. For dosage recommendations for patients
undergoing hemodialysis, see DOSAGE AND ADMINISTRATION section.

The half-life of piperacillin and of tazobactam increases by approximately 25% and 18%,

respectively, in patients with hepatic cirrhosis compared to healthy subjects. However, this
difference does not warrant dosage adjustment of ZOSYN due to hepatic cirrhosis.

34



V' v EN 1.6 AMENCET ARSI T 2 &6

TABLE 1
STEADY STATE MEAN PLASMA CONCENTRATIONS IN ADULTS AFTER 30-MINUTE
INTRAVENOUS INFUSION OF PIPERACILLIN/TAZOBACTAM EVERY 6 HOURS

PIPERACILLIN

. AUC **
Plasma Concentrations**  (ug/mL) (ug + hr/mL)
Piperacillin/ No. of Evaluable .
Tazobactam Dose®  Subjects 30 min 1hr 2 hr 3hr 4 hr 6 hr AUC o6
2.25¢ 8 134(14) 57(14) 171(23) 52(32) 25(35) 0.9(14° 131(14)
3.375¢ 6 242 (12) 106(8) 34.6(20) 11.5(19) 5.1(22) 1.0(10) 242 (10)
45¢g 8 208 (14) 141(19) 46.6(28) 16.4(29) 6.9(29) 1.4(30) 322 (16)
TAZOBACTAM
Plasma Concentrations** (ug/mL) AUC™
H (g + hr/mL)
Piperacillin/ No. of Evaluable .
Tazobactam Dose ®  Subjects 30 min 1hr 2 hr 3hr 4 hr 6 hr AUC o6
2.25¢ 8 148(14) 7.2(22) 26(30) 11(35B) 0.7(6) <0.5 16.0 (21)
33759 6 242(14) 10.7(7) 4.0(18) 1.4(21) 0.7(16)° <05 25.0 (8)
45¢g 8 33.8(15) 17.3(16) 6.8(24) 2.8(25) 1.3(30) <0.5 39.8 (15)

** Numbers in parentheses are coefficients of variation (CV%).
a: Piperacillin and tazobactam were given in combination.
b:N=4

c:N=3

Pediatrics

Piperacillin and tazobactam pharmacokinetics were studied in pediatric patients 2 months of age and
older. The clearance of both compounds is slower in the younger patients compared to older children
and adults.

In a population PK analysis, estimated clearance for 9 month-old to 12 year-old patients was
comparable to adults, with a population mean (SE) value of 5.64 (0.34) mL/min/kg. The piperacillin
clearance estimate is 80% of this value for pediatric patients 2-9 months old. In patients younger
than 2 months of age, clearance of piperacillin is slower compared to older children; however, it is
not adequeately characterized for dosing recommendations. The population mean (SE) for
piperacillin distribution volume is 0.243 (0.011) L/kg and is independent of age.

Microbiology

Piperacillin sodium exerts bactericidal activity by inhibiting septum formation and cell wall
synthesis of susceptible bacteria. In vitro, piperacillin is active against a variety of gram-positive and
gram-negative aerobic and anaerobic bacteria. Tazobactam sodium has little clinically relevant in
vitro activity against bacteria due to its reduced affinity to penicillin-binding proteins.It is, however,
a B-lactamase inhibitor of the Richmond-Sykes class 111 (Bush class 2b & 2b") penicillinases and
cephalosporinases. It varies in its ability to inhibit class Il and IV (2a & 4) penicillinases.
Tazobactam does not induce chromosomally-mediated B-lactamases at tazobactam concentrations
achieved with the recommended dosage regimen.

Piperacillin/tazobactam has been shown to be active against most strains of the following
microorganisms both in vitro and in clinical infections as described in the INDICATIONS AND
USAGE section.

Aerobic and facultative Gram-positive microorganisms:
Staphylococcus aureus (excluding methicillin and oxacillin-resistant isolates)
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Aerobic and facultative Gram-negative microorganisms:

Acinetobacter baumanii

Escherichia coli

Haemophilus influenzae (excluding p-lactamase negative, ampicillin-resistant isolates)

Klebsiella pneumoniae

Pseudomonas aeruginosa (given in combination with an aminoglycoside to which the isolate is
susceptible)

Gram-negative anaerobes:
Bacteroides fragilis group (B. fragilis, B. ovatus, B. thetaiotaomicron, and B. vulgatus)

The following in vitro data are available, but their clinical significance is unknown.

At least 90% of the following microorganisms exhibit an in vitro minimum inhibitory concentration
(MIC) less than or equal to the susceptible breakpoint for piperacillin/tazobactam.

However, the safety and effectiveness of piperacillin/tazobactam in treating clinical infections due to
these bacteria have not been established in adequate and well-controlled clinical trials.

Aerobic and facultative Gram-positive microorganisms:

Enterococcus faecalis (ampicillin or penicillin-susceptible isolates only)
Staphylococcus epidermidis (excluding methicillin and oxacillin-resistant isolates)
Streptococcus agalactiaet

Streptococcus pneumoniaet (penicillin-susceptible isolates only)

Streptococcus pyogenest

Viridans group streptococcit

Aerobic and facultative Gram-negative microorganisms:
Citrobacter koseri
Moraxella catarrhalis
Morganella morganii
Neisseria gonorrhoeae
Proteus mirabilis
Proteus vulgaris
Serratia marcescens
Providencia stuartii
Providencia rettgeri
Salmonella enterica

Gram-positive anaerobes:
Clostridium perfringens

Gram-negative anaerobes:
Bacteroides distasonis
Prevotella melaninogenica

tThese are not B-lactamase producing bacteria and, therefore, are susceptible to piperacillin alone.

Susceptibility Testing Methods

As is recommended with all antimicrobials, the results of in vitro susceptibility tests, when available,
should be provided to the physician as periodic reports, which describe the susceptibility profile of
nosocomial and community-acquired pathogens. These reports should aid the physician in selecting
the most effective antimicrobial.
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Dilution Techniques:

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations
(MICs). These MICs provide estimates of the susceptibility of bacteria to antimicrobial compounds.
The MICs should be determined using a standardized procedure. Standardized procedures are based
on a dilution method (broth or agar) or equivalent with standardized inoculum concentrations and
standardized concentrations of piperacillin and tazobactam powders."> MIC values should be
determined using serial dilutions of piperacillin combined with a fixed concentration of 4 pug/mL
tazobactam. The MIC values obtained should be interpreted according to criteria provided in Table 2.

Diffusion Technique:

Quantitative methods that require measurement of zone diameters also provide reproducible
estimates of the susceptibility of bacteria to antimicrobial compounds. One such standardized
procedure™® requires the use of standardized inoculum concentrations. This procedure uses paper
disks impregnated with 100 pg of piperacillin and 10 ug of tazobactam to test the susceptibility of
microorganisms to piperacillin/tazobactam. The disk diffusion interpreted criteria are provided in
Table 2.

Anaerobic Techniques
For anaerobic bacteria, the susceptibility to piperacillin/tazobactam can be determined by the
reference agar dilution method.*
TABLE 2
SUSCEPTIBILITY INTERPRETIVE CRITERIA FOR PIPERACILLIN/TAZOBACTAM

Susceptibility Test Result Interpretive Criteria

Minimal Inhibitory Concentration (MIC pg/mL)  Disk Diffusion (Zone Diameter in mm)

Pathogen S | R S | R
Enterobacteriaceae and <16 32-64 >128 >21 18-20 <17
Acinetobacter baumanii

Haemophilus influenzae ? <1 - >2 - - -
Pseudomonas aeruginosa <64 - >128 >18 - <17
Staphylococcus aureus <8 - > 16 >18 - <17
Bacteroides fragilis group <32 64 > 128 - - -

a: These interpretive criteria for Haemophilus influenzae are applicable only to tests performed using Haemophilus
Test Medium inoculated with a direct colony suspension and incubated at 35°C in ambient air for 20 to 24 hours.

A report of S (“Susceptible”) indicates that the pathogen is likely to be inhibited if the antimicrobial
compound in the blood reaches the concentration usually achievable. A report of | (“Intermediate™)
indicates that the results 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 high dosage of drug can be used. This category also provides a buffer zone, which
prevents small, uncontrolled technical factors from causing major discrepancies in interpretation. A
report of R (“Resistant”) indicates that the pathogen is not likely to be inhibited if the antimicrobial
compound in the blood reaches the concentration usually achievable; other therapy should be
considered.

Quality Control

Standardized susceptibility test procedures require the use of quality control microorganisms to
control the technical aspects of the test procedures.*?** Standard piperacillin/tazobactam powder
should provide the following ranges of values noted in Table 3. Quality control microorganisms are
specific strains of microorganisms with intrinsic biological properties relating to resistance
mechanisms and their genetic expression within the microorganism; the specific strains used for
microbiological quality control are not clinically significant.
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TABLE 3
ACCEPTABLE QUALITY CONTROL RANGES FOR PIPERACILLIN/TAZOBACTAM TO
BE USED IN VALIDATION OF SUSCEPTIBILITY TEST RESULTS

Acceptable Quality Control Ranges

QC Strain Minimum Inhibitory Concentration !Disk Diffusion _
Range (MIC in pg/mL) Zone Diameter Ranges in mm
Escherichia coli ATCC 25922 1-4 24-30
Escherichia coli ATCC 35218 05-2 24-30
Pseudomonas aeruginosa ATCC 27853 1-8 25-33
Haemophilus influenzae ® ATCC 49247 0.06-0.5 33-38
Staphylococcus aureus ATCC 29213 0.25-2 -
Staphylococcus aureus ATCC 25923 - 27-36
Bacteroides fragilis ATCC 25285 0.12-05 -
Bacteroides  thetaiotaomicron ~ ATCC 4-16 -
29741

a: This quality control range for Haemophilus influenzae is applicable only to tests performed using Haemophilus
Test Medium inoculated with a direct colony suspension and incubated at 35°C in ambient air for 20 to 24 hours.

INDICATIONS AND USAGE

ZOSYN (piperacillin and tazobactam for injection, USP) is indicated for the treatment of patients
with moderate to severe infections caused by piperacillin-resistant,
piperacillin/tazobactam-susceptible, B-lactamase producing strains of the designated microorganisms
in the specified conditions listed below:

Appendicitis (complicated by rupture or abscess) and peritonitis caused by piperacillin-resistant,
B-lactamase producing strains of Escherichia coli or the following members of the Bacteroides
fragilis group: B. fragilis, B. ovatus, B. thetaiotaomicron, or B. vulgatus. The individual members of
this group were studied in less than 10 cases.

Uncomplicated and complicated skin and skin structure infections, including cellulitis, cutaneous
abscesses and ischemic/diabetic foot infections caused by piperacillin-resistant, p-lactamase
producing strains of Staphylococcus aureus.

Postpartum endometritis or pelvic inflammatory disease caused by piperacillin-resistant, p-lactamase
producing strains of Escherichia coli.

Community-acquired pneumonia (moderate severity only) caused by piperacillin-resistant,
B-lactamase producing strains of Haemophilus influenzae.

Nosocomial pneumonia (moderate to severe) caused by piperacillin-resistant, B-lactamase producing
strains of Staphylococcus aureus and by piperacillin/tazobactam-susceptible Acinetobacter baumanii,
Haemophilus influenzae, Klebsiella pneumoniae, and Pseudomonas aeruginosa (Nosocomial
pneumonia caused by P. aeruginosa should be treated in combination with an aminoglycoside). (See
DOSAGE AND ADMINISTRATION.)

ZOSYN (piperacillin and tazobactam for injection, USP) is indicated only for the specified
conditions listed above. Infections caused by piperacillin-susceptible organisms, for which
piperacillin has been shown to be effective, are also amenable to ZOSYN treatment due to its
piperacillin content.

The tazobactam component of this combination product does not decrease the activity of the
piperacillin component against piperacillin-susceptible organisms. Therefore, the treatment of mixed
infections caused by piperacillin-susceptible organisms and piperacillin-resistant, p-lactamase
producing organisms susceptible to ZOSYN should not require the addition of another antibiotic.
(See DOSAGE AND ADMINISTRATION.)

ZOSYN is useful as presumptive therapy in the indicated conditions prior to the identification of
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causative organisms because of its broad spectrum of bactericidal activity against gram-positive and
gram-negative aerobic and anaerobic organisms.

Appropriate cultures should usually be performed before initiating antimicrobial treatment in order
to isolate and identify the organisms causing infection and to determine their susceptibility to
ZOSYN. Antimicrobial therapy should be adjusted, if appropriate, once the results of culture(s) and
antimicrobial susceptibility testing are known.

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

CONTRAINDICATIONS
ZOSYN is contraindicated in patients with a history of allergic reactions to any of the penicillins,
cephalosporins, or f-lactamase inhibitors.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY
(ANAPHYLACTIC/ANAPHYLACTOID) REACTIONS (INCLUDING SHOCK) HAVE BEEN
REPORTED IN PATIENTS RECEIVING THERAPY WITH PENICILLINS INCLUDING ZOSYN.
THESE REACTIONS ARE MORE LIKELY TO OCCUR IN INDIVIDUALS WITH A HISTORY
OF PENICILLIN HYPERSENSITIVITY OR A HISTORY OF SENSITIVITY TO MULTIPLE
ALLERGENS. THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE REACTIONS
WHEN TREATED WITH CEPHALOSPORINS. BEFORE INITIATING THERAPY WITH
ZOSYN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS
HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPORINS, OR OTHER
ALLERGENS. IF AN ALLERGIC REACTION OCCURS, ZOSYN SHOULD BE
DISCONTINUED  AND  APPROPRIATE  THERAPY INSTITUTED. SERIOUS
ANAPHYLACTIC/ANAPHYLACTOID REACTIONS (INCLUDING SHOCK) REQUIRE
IMMEDIATE EMERGENCY TREATMENT WITH EPINEPHRINE. OXYGEN,
INTRAVENOUS STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

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

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

If CDAD is suspected of confirmed, ongoing antibiotic use not directed against C. difficile may need

to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,
antibiotic treatment of C. difficile, and surgical evaluation should be instituted as clinically indicated.

39



V' v EN 1.6 AMENCET ARSI T 2 &6

PRECAUTIONS

General

Bleeding manifestations have occurred in some patients receiving B-lactam antibiotics, including
piperacillin. These reactions have sometimes been associated with abnormalities of coagulation tests
such as clotting time, platelet aggregation and prothrombin time, and are more likely to occur in
patients with renal failure. If bleeding manifestations occur, ZOSYN (piperacillin and tazobactam
for injection, USP) should be discontinued and appropriate therapy instituted.

The possibility of the emergence of resistant organisms that might cause superinfections should be
kept in mind. If this occurs, appropriate measures should be taken.

As with other penicillins, patients may experience neuromuscular excitability or convulsions if
higher than recommended doses are given intravenously (particularly in the presence of renal
failure).

ZOSYN contains a total of 2.79 mEq (64 mg) of Na* per gram of piperacillin in the combination
product. This should be considered when treating patients requiring restricted salt intake. Periodic
electrolyte determinations should be performed in patients with low potassium reserves, and the
possibility of hypokalemia should be kept in mind with patients who have potentially low potassium
reserves and who are receiving cytotoxic therapy or diuretics.

As with other semisynthetic penicillins, piperacillin therapy has been associated with an increased
incidence of fever and rash in cystic fibrosis patients.

In patients with creatinine clearance < 40 mL/min and dialysis patients (hemodialysis and CAPD),
the intravenous dose should be adjusted to the degree of renal function impairment. (See DOSAGE
AND ADMINISTRATION.)

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

Information for Patients

Patients should be counseled that antibacterial drugs including ZOSYN should only be used to treat
bacterial infections. They do not treat viral infections (e.g., the common cold). When ZOSYN 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 ZOSYN or other antibacterial drugs in the future.

Diarrhea is a common problem caused by antibiotics which usually ends when the antibiotics is
discontinued. Sometimes after starting treatment with antibiotics, patients can develop watery and
bloody stools (with or without stomach cramps and fever) even as late as two or more months after
having taken the last dose of the antibiotic. If this occurs, patients should contact their physician as
soon as possible.

Laboratory Tests
Periodic assessment of hematopoietic function should be performed, especially with prolonged
therapy, ie, > 21 days. (See ADVERSE REACTIONS, Adverse Laboratory Events.)

Drug Interactions

Aminoglycosides
The mixing of beta-lactam antibiotics with aminoglycosides in vitro can result in substantial
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inactivation of the aminoglycoside. However, amikacin and gentamicin have been shown to be
compatible in vitro with reformulated Zozyn containing EDTA supplied in vials or bulk pharmacy
containers in certain diluents at specific concentrations for a simultaneous Y-site infusion. (See
DOSAGE AND ADMINISTRATION.) Reformulated ZOSYN containing EDTA is not compatible
with tobramycin for simultaneous coadministration via Y-site infusion.

The inactivation of aminoglycosides in the presence of penicillin-class drugs has been recognized. It
has been postulated that penicillin-aminoglycoside complexes form; these complexes are
microbiologically inactive and of unknown toxicity. Sequential administration of ZOSYN with
tobramycin to patients with normal renal function and mild to moderate renal impairment has been
shown to modestly decrease serum concentrations of tobramycin but does not significantly affect
tobramycin pharmacokinetics. When aminoglycosides are administered in combination with
piperacillin to patients with end-stage renal disease requiring hemodialysis, the concentrations of the
aminoglycosides (especially tobramycin) may be significantly altered and should be monitored.
Since aminoglycosides are not equally susceptible to inactivation by piperacillin, consideration
should be given to the choice of the aminoglycoside when administered in combination with
piperacillin to these patients.

Probenecid
Probenecid administered concomitantly with ZOSYN prolongs the half-life of piperacillin by 21%
and that of tazobactam by 71%.

Vancomycin
No pharmacokinetic interactions have been noted between ZOSYN and vancomycin.

Heparin

Coagulation parameters should be tested more frequently and monitored regularly during
simultaneous administration of high doses of heparin, oral anticoagulants, or other drugs that may
affect the blood coagulation system or the thrombocyte function.

Vecuronium

Piperacillin when used concomitantly with vecuronium has been implicated in the prolongation of
the neuromuscular blockade of vecuronium. ZOSYN (piperacillin/tazobactam) could produce the
same phenomenon if given along with vecuronium. Due to their similar mechanism of action, it is
expected that the neuromuscular blockade produced by any of the non-depolarizing muscle relaxants
could be prolonged in the presence of piperacillin. (See package insert for vecuronium bromide.)

Methotrexate

Limited data suggests that co-administration of methotrexate and piperacillin may reduce the
clearance of methotrexate due to competition for renal secretion. The impact of tazobactam on the
elimination of methotrexate has not been evaluated. If concurrent therapy is necessary, serum
concentrations of methotrexate as well as the signs and symptoms of methotrexate toxicity should be
frequently monitored.

Drug/Laboratory Test Interactions

As with other penicillins, the administration of ZOSYN (piperacillin and tazobactam for injection,
USP) may result in a false-positive reaction for glucose in the urine using a copper-reduction method
(CLINITEST®). It is recommended that glucose tests based on enzymatic glucose oxidase reactions
(such as DIASTIX ® or TES-TAPE) be used.

There have been reports of positive test results using the Bio-Rad Laboratories Platelia Aspergillus
EIA test in patients receiving piperacillin/tazobactam injection who were subsequently found to be
free of Aspergillus infection. Cross-reactions with non-Aspergillus polysaccharides and
polyfuranoses with the Bio-Rad Laboratories Platelia Aspergillus EIA test have been reported.

41



V' v EN 1.6 AMENCET ARSI T 2 &6

Therefore, positive test results in patients receiving piperacillin/tazobactam should be interpreted
cautiously and confirmed by other diagnostic methods.

Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term carcinogenicity studies in animals have not been conducted with piperacillin/tazobactam,
piperacillin, or tazobactam.

Piperacillin/Tazobactam

Piperacillin/tazobactam was negative in microbial mutagenicity assays at concentrations up to
14.84/1.86 ng/plate. Piperacillin/tazobactam was negative in the unscheduled DNA synthesis (UDS)
test at concentrations up to 5689/711 pg/mL. Piperacillin/tazobactam was negative in a mammalian
point mutation (Chinese hamster ovary cell HPRT) assay at concentrations up to 8000/1000 pg/mL.
Piperacillin/tazobactam was negative in a mammalian cell (BALB/c-3T3) transformation assay at
concentrations up to 8/1 pg/mL. In vivo, piperacillin/ tazobactam did not induce chromosomal
aberrations in rats dosed I.V. with 1500/187.5 mg/kg; this dose is similar to the maximum
recommended human daily dose on a body-surface-area basis (mg/m?).

Piperacillin

Piperacillin was negative in microbial mutagenicity assays at concentrations up to 50 pg/plate.

There was no DNA damage in bacteria (Rec assay) exposed to piperacillin at concentrations up to
200 pg/disk. Piperacillin was negative in the UDS test at concentrations up to 10,000 pg/mL.

In a mammalian point mutation (mouse lymphoma cells) assay, piperacillin was positive at
concentrations > 2500 pg/mL. Piperacillin was negative in a cell (BALB/c-3T3) transformation
assay at concentrations up to 3000 pg/mL. In vivo, piperacillin did not induce chromosomal
aberrations in mice at 1.V. doses up to 2000 mg/kg/day or rats at I.V. doses up to 1500 mg/kg/day.
These doses are half (mice) or similar (rats) to the maximum recommended human daily dose based
on body-surface area (mg/m?). In another in vivo test, there was no dominant lethal effect when
piperacillin was administered to rats at 1.V. doses up to 2000 mg/kg/day, which is similar to the
maximum recommended human daily dose based on body-surface area (mg/m?). When mice were
administered piperacillin at 1.V. doses up to 2000 mg/kg/day, which is half the maximum
recommended human daily dose based on body-surface area (mg/m?), urine from these animals was
not mutagenic when tested in a microbial mutagenicity assay. Bacteria injected into the peritoneal
cavity of mice administered piperacillin at 1.\V. doses up to 2000 mg/kg/day did not show increased
mutation frequencies.

Tazobactam

Tazobactam was negative in microbial mutagenicity assays at concentrations up to 333 pg/plate.
Tazobactam was negative in the UDS test at concentrations up to 2000 pg/mL. Tazobactam was
negative in a mammalian point mutation (Chinese hamster ovary cell HPRT) assay at concentrations
up to 5000 pg/mL. In another mammalian point mutation (mouse lymphoma cells) assay, tazobactam
was positive at concentrations > 3000 pg/mL. Tazobactam was negative in a cell (BALB/c-3T3)
transformation assay at concentrations up to 900 pg/mL. In an in vitro cytogenetics (Chinese hamster
lung cells) assay, tazobactam was negative at concentrations up to 3000 ug/mL. In vivo, tazobactam
did not induce chromosomal aberrations in rats at I.V. doses up to 5000 mg/kg, which is 23 times the
maximum recommended human daily dose based on body-surface area (mg/m®).

Pregnancy

Teratogenic effects—Pregnancy Category B

Piperacillin/tazobactam

Reproduction studies have been performed in rats and have revealed no evidence of impaired
fertility due to piperacillin/tazobactam administered up to a dose which is similar to the maximum
recommended human daily dose based on body-surface area (mg/m?).

Teratology studies have been performed in mice and rats and have revealed no evidence of harm to
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the fetus due to piperacillin/tazobactam administered up to a dose which is 1 to 2 times and 2 to 3
times ghe human dose of piperacillin and tazobactam, respectively, based on body-surface area
(mg/m°).

Piperacillin and tazobactam cross the placenta in humans.

Piperacillin

Reproduction and teratology studies have been performed in mice and rats and have revealed no
evidence of impaired fertility or harm to the fetus due to piperacillin administered up to a dose which
is half (mice) or similar (rats) to the maximum recommended human daily dose based on
body-surface area (mg/m?).

Tazobactam

Reproduction studies have been performed in rats and have revealed no evidence of impaired
fertility due to tazobactam administered at doses up to 3 times the maximum recommended human
daily dose based on body-surface area (mg/m?).

Teratology studies have been performed in mice and rats and have revealed no evidence of harm to
the fetus due to tazobactam administered at doses up to 6 and 14 times, respectively, the human dose
based on body-surface area (mg/m?). In rats, tazobactam crosses the placenta.

Concentrations in the fetus are less than or equal to 10% of those found in maternal plasma.

There are, however, no adequate and well-controlled studies with the piperacillin/tazobactam
combination or with piperacillin or tazobactam alone in pregnant women. Because animal
reproduction studies are not always predictive of the human response, this drug should be used
during pregnancy only if clearly needed.

Nursing Mothers

Piperacillin is excreted in low concentrations in human milk; tazobactam concentrations in human
milk have not been studied. Caution should be exercised when ZOSYN (piperacillin and tazobactam
for injection, USP) is administered to a nursing woman.

Pediatric Use

Use of ZOSYN in pediatric patients 2 months of age or older with appendicitis and/or peritonitis is
supported by evidence from well-controlled studies and pharmacokinetic studies in adults and in
pediatric patients. This includes a prospective, randomized, comparative, open-label clinical trial
with 542 pediatric patients 2-12 years of age with complicated intra-abdominal infections, in which
273 pediatric patients received piperacillin/tazobactam. Safety and efficacy in pediatric patients less
than 2 months of age have not been established (see CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATION).

There are no dosage recommendations for ZOSYN in pediatric patients with impaired renal function.

Geriatric Use

Patients over 65 years are not at an increased risk of developing adverse effects solely because of
age. However, dosage should be adjusted in the presence of renal insufficiency.(See DOSAGE AND
ADMINISTRATION.)

In general, dose selection for an elderly patient should be cautious, usually starting at the low end of
the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy.

ZOSYN contains 64 mg (2.79 mEq) of sodium per gram of piperacillin in the combination product.
At the usual recommended doses, patients would receive between 768 and 1024 mg/day (33.5 and
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44.6 mEq) of sodium. The geriatric population may respond with a blunted natriuresis to salt loading.
This may be clinically important with regard to such diseases as congestive heart failure.

This drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to this
drug may be greater in patients with impaired renal function. Because elderly patients are more
likely to have decreased renal function, care should be taken in dose selection, and it may be useful
to monitor renal function.

ADVERSE REACTIONS

Adverse Events From Clinical Trials

During the initial clinical investigations, 2621 patients worldwide were treated with ZOSYN
(piperacillin and tazobactam for injection, USP) in phase 3 trials. In the key North American clinical
trials (n=830 patients), 90% of the adverse events reported were mild to moderate in severity and
transient in nature. However, in 3.2% of the patients treated worldwide, ZOSYN was discontinued
because of adverse events primarily involving the skin (1.3%), including rash and pruritus; the
gastrointestinal system (0.9%), including diarrhea, nausea, and vomiting; and allergic reactions
(0.5%).

Adverse local reactions that were reported, irrespective of relationship to therapy with ZOSYN, were
phlebitis (1.3%), injection site reaction (0.5%), pain (0.2%), inflammation (0.2%), thrombophlebitis
(0.2%), and edema (0.1%).

Based on patients from the North American trials (n=1063), the events with the highest incidence in
patients, irrespective of relationship to ZOSYN therapy, were diarrhea (11.3%); headache (7.7%);
constipation (7.7%); nausea (6.9%); insomnia (6.6%); rash (4.2%), including maculopapular, bullous,
urticarial, and eczematoid; vomiting (3.3%); dyspepsia (3.3%); pruritus (3.1%); stool changes
(2.4%); fever (2.4%); agitation (2.1%); pain (1.7%); moniliasis (1.6%); hypertension (1.6%);
dizziness (1.4%); abdominal pain (1.3%); chest pain (1.3%); edema (1.2%); anxiety (1.2%); rhinitis
(1.2%); and dyspnea (1.1%).

Additional adverse systemic clinical events reported in 1.0% or less of the patients in the initial
North American trials are listed below within each body system.

Autonomic nervous system—hypotension, ileus, syncope

Body as a whole—rigors, back pain, malaise

Cardiovascular—tachycardia, including supraventricular and ventricular; bradycardia;

arrhythmia, including atrial fibrillation, ventricular fibrillation, cardiac arrest, cardiac failure,
circulatory failure, myocardial infarction

Central nervous system—tremor, convulsions, vertigo

Gastrointestinal—melena, flatulence, hemorrhage, gastritis, hiccough, ulcerative stomatitis
Pseudomembranous colitis was reported in one patient during the clinical trials. The onset of
pseudomembranous colitis symptoms may occur during or after antibacterial treatment. (See
WARNINGS.)

Hearing and Vestibular System—tinnitus

Hypersensitivity—anaphylaxis

Metabolic and Nutritional—symptomatic hypoglycemia, thirst

44



V' v EN 1.6 AMENCET ARSI T 2 &6

Musculoskeletal—myalgia, arthralgia

Platelets, Bleeding, Clotting—mesenteric embolism, purpura, epistaxis, pulmonary embolism (See
PRECAUTIONS, General).

Psychiatric—confusion, hallucination, depression

Reproductive, Female—Ieukorrhea, vaginitis
Respiratory—pharyngitis, pulmonary edema, bronchospasm, coughing
Skin and Appendages—aqenital pruritus, diaphoresis

Special senses—taste perversion

Urinary—retention, dysuria, oliguria, hematuria, incontinence
Vision—photophobia

Vascular (extracardiac)—flushing

Nosocomial Pneumonia Trials

In a completed study of nosocomial lower respiratory tract infections, 222 patients were treated with
ZOSYN in a dosing regimen of 4.5 g every 6 hours in combination with an aminoglycoside and 215
patients were treated with imipenem/cilastatin (500 mg/500 mg q6h) in combination with an
aminoglycoside. In this trial, treatment-emergent adverse events were reported by 402 patients, 204
(91.9%) in the piperacillin/tazobactam group and 198 (92.1%) in the imipenem/cilastatin group.
Twenty-five (11.0%) patients in the piperacillin/tazobactam group and 14 (6.5%) in the
imipenem/cilastatin group (p > 0.05) discontinued treatment due to an adverse event.

In this study of ZOSYN in combination with an aminoglycoside, adverse events that occurred in
more than 1% patients and were considered by the investigator to be drug-related were: diarrhea
(17.6%), fever (2.7%), vomiting (2.7%), urinary tract infection (2.7%), rash (2.3%), abdominal pain
(1.8%), generalized edema (1.8%), moniliasis (1.8%), nausea (1.8%), oral moniliasis (1.8%), BUN
increased (1.8%), creatinine increased (1.8%), peripheral edema (1.8%), abdomen enlarged (1.4%),
headache (1.4%), constipation (1.4%), liver function tests abnormal (1.4%), thrombocythemia
(1.4%), excoriations (1.4%), and sweating (1.4%).

Drug-related adverse events reported in 1% or less of patients in the nosocomial pneumonia study of
ZOSYN with an aminoglycoside were: acidosis, acute kidney failure, agitation, alkaline phosphatase
increased, anemia, asthenia, atrial fibrillation, chest pain, CNS depression, colitis, confusion,
convulsion, cough increased, thrombocytopenia, dehydration, depression, diplopia, drug level
decreased, dry mouth, dyspepsia, dysphagia, dyspnea, dysuria, eosinophilia, fungal dermatitis,
gastritis, glossitis, grand mal convulsion, hematuria, hyperglycemia, hypernatremia, hypertension,
hypertonia, hyperventilation, hypochromic anemia, hypoglycemia, hypokalemia, hyponatremia,
hypophosphatemia, hypoxia, ileus, injection site edema, injection site pain, injection site reaction,
kidney function abnormal, leukocytosis, leukopenia, local reaction to procedure, melena, pain,
prothrombin decreased, pruritus, respiratory disorder, SGOT increased, SGPT increased, sinus
bradycardia, somnolence, stomatitis, stupor, tremor, tachycardia, ventricular extrasystoles, and
ventricular tachycardia.

In a previous nosocomial pneumonia study conducted with a dosing regimen of 3.375 g given every
4 hours with an aminoglycoside, the following adverse events, irrespective of drug relationship, were
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observed: diarrhea (20%); constipation (8.4%); agitation (7.1%); nausea (5.8%); headache (4.5%);
insomnia (4.5%); oral thrush (3.9%); erythematous rash (3.9%); anxiety (3.2%); fever (3.2%); pain
(3.2%); pruritus (3.2%); hiccough (2.6%); vomiting (2.6%); dyspepsia (1.9%); edema (1.9%); fluid
overload (1.9%); stool changes (1.9%); anorexia (1.3%); cardiac arrest (1.3%); confusion (1.3%);
diaphoresis (1.3%); duodenal ulcer (1.3%); flatulence (1.3%); hypertension (1.3%); hypotension
(1.3%); inflammation at injection site (1.3%); pleural effusion (1.3%); pneumothorax (1.3%); rash,
not otherwise specified (1.3%); supraventricular tachycardia (1.3%); thrombophlebitis (1.3%); and
urinary incontinence (1.3%).

Adverse events irrespective of drug relationship observed in 1% or less of patients in the above study
with ZOSYN and an aminoglycoside included: aggressive reaction (combative), angina, asthenia,
atelectasis, balanoposthitis, cerebrovascular accident, chest pain, conjunctivitis, deafness, dyspnea,
earache, ecchymosis, fecal incontinence, gastric ulcer, gout, hemoptysis, hypoxia, pancreatitis,
perineal irritation/pain, urinary tract infection with trichomonas, vitamin Bj, deficiency anemia,
xerosis, and yeast in urine.

Pediatrics

Studies of ZOSYN in pediatric patients suggest a similar safety profile to that seen in adults. In a
prospective, randomized, comparative, open-label clinical trial of pediatric patients with severe
intra-abdominal infections (including appendicitis and/or peritonitis), 273 patients were treated with
ZOSYN (112.5 mg/kg every 8 hours) and 269 patients were treated with cefotaxime (50 mg/kg) plus
metronidazole (7.5 mg/kg) every 8 hours. In this trial, treatment-emergent adverse events were
reported by 146 patients, 73 (26.7%) in the ZOSYN group and 73 (27.1%) in the
cefotaxime/metronidazole group. Six patients (2.2%) in the ZOSYN group and 5 patients (1.9%) in
the cefotaxime/metronidazole group discontinued due to an adverse event.

In this study, adverse events that were reported in more than 1% of patients, irrespective of
relationship to therapy with ZOSYN were: diarrhea(7.0%), fever(4.8%), vomiting(3.7%), local
reaction(3.3%), abscnss(2.2%), sepsis(2.2%), abdominal pain(1.8%), infection(1.8%), bloody
diarrhea(1.1%), pharyngitis(1.5%), constipation(1.1%) and SGOT increase(1.1%).

Adverse events reported in 1% or less of pediatric receiving ZOSYN are consistent with adverse
events reported in adults.

Additional controlled studies in pediatric patients showed a singlear safety profile as that described
above.

Post-Marketing Experience

Additional adverse events reported from worldwide marketing experience with ZOSYN, occurring
under circumstances where causal relationship to ZOSYN is uncertain:

Gastrointestinal—hepatitis, cholestatic jaundice

Hematologic—hemolytic anemia, anemia, thrombocytosis, agranulocytosis, pancytopenia
Immune—hypersensitivity reactions, anaphylactic/anaphylactoid reactions (including shock)
Infections—candidal superinfections

Renal—interstitial nephritis, renal failure

Skin and Appendages—erythema multiforme, Stevens-Johnson syndrome, toxic epidermal
necrolysis

46



V' v EN 1.6 AMENCET ARSI T 2 &6

Post-marketing experience with ZOSYN in pediatric patients suggested a similar safety profile to
that seen in adults.

Adverse Laboratory Events (Seen During Clinical Trials)

Of the studies reported, including that of nosocomial lower respiratory tract infections in which a
higher dose of ZOSYN (piperacillin and tazobactam for injection, USP) was used in combination
with an aminoglycoside, changes in laboratory parameters, without regard to drug relationship,
include:

Hematologic—decreases in hemoglobin and hematocrit, thrombocytopenia, increases in platelet
count, eosinophilia, leukopenia, neutropenia. The leukopenia/neutropenia associated with ZOSYN
administration appears to be reversible and most frequently associated with prolonged administration,
ie, > 21 days of therapy. These patients were withdrawn from therapy; some had accompanying
systemic symptoms (eg, fever, rigors, chills).

Coagulation—positive direct Coombs’ test, prolonged prothrombin time, prolonged partial
thromboplastin time

Hepatic—transient elevations of AST (SGOT), ALT (SGPT), alkaline phosphatase, bilirubin
Renal—increases in serum creatinine, blood urea nitrogen
Urinalysis—proteinuria, hematuria, pyuria

Additional laboratory events include abnormalities in electrolytes (ie, increases and decreases in
sodium, potassium, and calcium), hyperglycemia, decreases in total protein or albumin, blood
glucose decreased, gamma-glutamyltransferase increased, hypokalemia, and bleeding time
prolonged.

The following adverse reaction has also been reported for PIPRACIL ® (piperacillin for injection):
Skeletal—prolonged muscle relaxation (See PRECAUTIONS, Drug Interactions.)

Piperacillin therapy has been associated with an increased incidence of fever and rash in cystic
fibrosis patients.

OVERDOSAGE

There have been postmarketing reports of overdose with piperacillin/tazobactam. The majority of
those events experienced, including nausea, vomiting, and diarrhea, have also been reported with the
usual recommended dosages. Patients may experience neuromuscular excitability or convulsions if
higher than recommended doses are given intravenously (particularly in the presence of renal
failure).

Treatment should be supportive and symptomatic according the patient’s clinical presentation.
Excessive serum concentrations of either piperacillin or tazobactam may be reduced by hemodialysis.
Following a single 3.375 g dose of piperacillin/tazobactam, the percentage of the piperacillin and
tazobactam dose removed by hemodialysis was approximately 31% and 39%, respectively. (See
CLINICAL PHARMACOLOGY.)

DOSAGE AND ADMINISTRATION
ZOSYN should be administered by intravenous infusion over 30 minutes.

The usual total daily dose of ZOSYN for adults is 3.375 g every six hours totaling 13.5 g (12.0 g
piperacillin/1.5 g tazobactam).
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Nosocomial Pneumonia

Initial presumptive treatment of patients with nosocomial pneumonia should start with ZOSYN at a
dosage of 4.5 g every six hours plus an aminoglycoside, totaling 18.0 g (16.0 g piperacillin/2.0 ¢
tazobactam). Treatment with the aminoglycoside should be continued in patients from whom
Pseudomonas aeruginosa is isolated. If Pseudomonas aeruginosa is not isolated, the aminoglycoside
may be discontinued at the discretion of the treating physician.

Due to the in vitro inactivation of the aminoglycoside by beta-lactam antibiotics, ZOSYN and the
aminoglycoside are recommended for separate administration. ZOSYN and the aminoglycoside
should be reconstituted, diluted, and administered separately when concomitant therapy with
aminoglycoside is indicated. (See PRECAUTIONS, Drug Interractions)

In circumstances where co-administration via Y-site is necessary, reformulated ZOSYN containing
EDTA supplied in vials or bulk pharmacy containers is compatible for simultaneous
coadministration via Y-site infusion only with the following aminoglycosides under the following
conditions:

The following compatibility information does not apply to the ZOSYN
(piperacillin/tazobactam) formulation not containing EDTA. This information does not apply
to ZOSYN in Galaxy® containers. Refer to the package insert for ZOSYN Galaxy containers
for instructions.

TABLE 4
. . ZOSYN Dose | ZOSYN Diluent | Aminoglycoside Concentration .
Aminoglycoside ) Volume (mL) Range” (mg/mL) Acceptable Diluents
S - -
Amikacin 2.25,3.375,45 | 50,100, 150 1.75-75 0.9% Sodium Chloride
or 5% Dextrose
Gentamicin 2.25,3.375,45 100, 150 0.7-3.32 0.9% Sodium Chloride

*:The concentration ranges in Table 4 are besed on administration of the aminoglycoside in divided
doses (10-15 mg/kg in two daily doses for amikacin and 3-5 mg/kg/day in three daily doses for
gentamicin). Administration of amikacin or gentamicin in a single daily dose or in doses exceeding
those stated above via Y-site with ZOSYN containing EDTA has not been evaluated. See package
insert for each aminoglycoside for complete Dosage and Administration instructions.

ZOSYN is not compatible with tobramycin for simultaneous coadministration via Y-site
infusion. Compatibility of ZOSYN with other aminoglycosides has not been established. Only
the concentration and diluents for amikacin or gentamicin with the dosages of ZOSYN listed
above have been established as compatible for coadministration via Y-site infusion.
Simultaneous coadministration via Y-site infusion in any manner other than listed above may
result in inactivation of the aminoglycoside by ZOSYN.

Renal Insufficiency

In patients with renal insufficiency (Creatinine Clearance < 40 mL/min), the intravenous dose of
ZOSYN (piperacillin and tazobactam for injection, USP) should be adjusted to the degree of actual
renal function impairment. In patients with nosocomial pneumonia receiving concomitant
aminoglycoside therapy, the aminoglycoside dosage should be adjusted according to the
recommendations of the manufacturer. The recommended daily doses of ZOSYN for patients with
renal insufficiency are as follows:
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Recommended Dosing of ZOSYN in Patients with Normal Renal Function and Renal
Insufficiency (As total grams piperacillin/tazobactam)

Renal Function All Indications (except Nosocomial
(Creatinine Clearance, mL/min) nosocomial pneumonia) Pneumonia
>40 mL/min 3.375q6h 4596h
20 — 40 mL/min* 2.25q6h 3.375q6h
<20 mL/min* 2.25q8h 2.2596h
Hemodialysis** 2.25q12h 2.25q8h
CAPD 225q12h 2.2598h

* Creatinine clearance for patients not receiving hemodialysis
** (.75 g should be administered following each hemodialysis session on hemodialysis days

For patients on hemodialysis, the maximum dose is 2.25 g every twelve hours for all indications
other than nosocomial pneumonia and 2.25 g every eight hours for nosocomial pneumonia. Since
hemodialysis removes 30% to 40% of the administered dose, an additional dose of 0.75 g ZOSYN
should be administered following each dialysis period on hemodialysis days. No additional dosage
of ZOSYN is necessary for CAPD patients.

Duration of Therapy
The usual duration of ZOSYN treatment is from seven to ten days. However, the recommended
duration of ZOSYN treatment of nosocomial pneumonia is 7 to 14 days. In all conditions, the
duration of therapy should be guided by the severity of the infection and the patient's clinical and
bacteriological progress.

Pediatric Patients

For children with appendicitis and/or peritonitis 9 months of age or older, weighting up to 40 kg, and
with normal renal function, the recommended ZOSYN dosage is 100 mg piperacillin/12.5 mg
tazobactam per kilogram of body weight, every 8 hours. For pediatric patients between 2 months and
9 months of age, the recommended ZOSYN dosage based on pharmacokinetic modeling, is 80 mg
piperacillin/10 mg tazobactam per kilogram of body weight, every 8 hours (see PRECAUTIONS,
General, Pediatric Use and CLINICAL PHARMACOLOGY). Pediatric patients weighting over
40 kg and with normal renal function should receive the adult dose. There are no dosage
recommendations for ZOSYN in Pediatric patients with impaired renal function.

Directions for Reconstitution and Dilution for Use

Intravenous Administration

For conventional vials, reconstitute ZOSYN per gram of piperacillin with 5 mL of a compatible
reconstitution diluent from the list provided below.

2.25 g, 3.375 g, and 4.5 g ZOSYN should be reconstituted with 10 mL, 15 mL, and 20 mL,
respectively. Swirl until dissolved.

Pharmacy vials should be used immediately after reconstitution. Discard any unused portion after 24
hours if stored at room temperature (20°C to 25°C [68°F to 77°F]), or after 48 hours if stored at
refrigerated temperature (2°C to 8°C [36°F to 46°F]).

Compatible Reconstitution Diluents
0.9% Sodium Chloride for Injection
Sterile Water for Injection’

Dextrose 5%

Bacteriostatic Saline/Parabens
Bacteriostatic Water/Parabens
Bacteriostatic Saline/Benzyl Alcohol
Bacteriostatic Water/Benzyl Alcohol

Reconstituted ZOSYN solution should be further diluted (recommended volume per dose of 50 mL

49




V' v EN 1.6 AMENCET ARSI T 2 &6

to 150 mL) in a compatible intravenous diluent solution listed below. Administer by infusion over a
period of at least 30 minutes. During the infusion it is desirable to discontinue the primary infusion
solution.

Compatible Intravenous Diluent Solutions

0.9% Sodium Chloride for Injection

Sterile Water for Injection’

Dextrose 5%

Dextran 6% in Saline

Lactated Ringer’s Solution (Compatible only with reformulated ZOSYN containing EDTA)

* Maximum recommended volume per dose of Sterile Water for Injection is 50 mL.

ZOSYN should not be mixed with other drugs in a syringe or infusion bottle since compatibility has
not been established.

ZOSYN is not chemically stable in solutions that contain only sodium bicarbonate and solutions that
significantly alter the pH.

ZOSYN should not be added to blood products or albumin hydrolysates.
ZOSYN can be used in ambulatory intravenous infusion pumps.

Stability of ZOSYN Following Reconstitution
ZOSYN is stable in glass and plastic containers (plastic syringes, 1.V. bags and tubing) when used
with compatible diluents.

Pharmacy vials should be used immediately after reconstitution. Discard any unused portion after 24
hours if stored at room temperature (20°C to 25°C [68°F to 77°F]), or after 48 hours if stored at
refrigerated temperature (2°C to 8°C [36°F to 46°F]). Vials should not be frozen after reconstitution.

Stability studies in the 1.V. bags have demonstrated chemical stability (potency, pH of reconstituted
solution and clarity of solution) for up to 24 hours at room temperature and up to one week at
refrigerated temperature. ZOSYN contains no preservatives. Appropriate consideration of aseptic
technique should be used.

Stability of ZOSYN in an ambulatory intravenous infusion pump has been demonstrated for a period
of 12 hours at room temperature. Each dose was reconstituted and diluted to a volume of 37.5 mL or
25 mL. One-day supplies of dosing solution were aseptically transferred into the medication
reservoir (1.V. bags or cartridge). The reservoir was fitted to a preprogrammed ambulatory
intravenous infusion pump per the manufacturer’s instructions. Stability of ZOSYN is not affected
when administered using an ambulatory intravenous infusion pump.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit.

HOW SUPPLIED
ZOSYN (piperacillin and tazobactam for injection, USP) is supplied in the following sizes:

Each ZOSYN 2.25 g vial provides piperacillin sodium equivalent to 2 grams of piperacillin and
tazobactam sodium equivalent to 0.25 g of tazobactam. Each vial contains 5.58 mEq (128 mg) of
sodium.

Supplied 10 per box—NDC 0206-8852-16
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Each ZOSYN 3.375 g vial provides piperacillin sodium equivalent to 3 grams of piperacillin and
tazobactam sodium equivalent to 0.375 g of tazobactam. Each vial contains 8.38 mEq (192 mg) of
sodium.

Supplied 10 per box—NDC 0206-8854-16

Each ZOSYN 4.5 g vial provides piperacillin sodium equivalent to 4 grams of piperacillin and
tazobactam sodium equivalent to 0.5 g of tazobactam. Each vial contains 11.17 mEq (256 mg) of
sodium.

Supplied 10 per box—NDC 0206-8855-16

ZOSYN should be stored at controlled room temperature
(20°C to 25°C [68°F to 77°F]) prior to reconstitution.

Also Available

ZOSYN (piperacillin and tazobactam injection, USP) in Galaxy Container (PL 2040 Plastic) is
supplied as a frozen, iso-osmotic, sterile, nonpyrogenic solution in single dose plastic containers as
follows:

2.25 g (piperacillin sodium equivalent to 2 g piperacillin/tazobactam sodium equivalent to 0.25 g
tazobactam) in 50 mL. Each container has 5.58 mEq (128 mg) of sodium. Supplied 24/box—NDC
0206-8860-02

3.375 g (piperacillin sodium equivalent to 3 g piperacillin/tazobactam sodium equivalent to 0.375 ¢
tazobactam) in 50 mL. Each container has 8.38 mEq (192 mg) of sodium. Supplied 24/box—NDC
0206-8861-02

4.5 g (piperacillin sodium equivalent to 4 g piperacillin/tazobactam sodium equivalent to 0.5 g
tazobactam) in 100 mL. Each container has 11.17 mEq (256 mg) of sodium. Supplied 12/box—NDC
0206-8862-02

Also Available
ZOSYN (piperacillin and tazobactam for injection, USP) is supplied as a powder in the pharmacy
bulk vial as follows:

40.5 g pharmacy bulk vial containing piperacillin sodium equivalent to 36 grams of piperacillin and
tazobactam sodium equivalent to 4.5 grams of tazobactam. Each pharmacy bulk vial contains 100.4
mEq (2,304 mg) of sodium. NDC 0206-8859-10

REFERENCES

1. Clinical and Laboratory Standard Institute (CLSI), Performance Standards for Antimicrobial
Susceptibility Testing; 21 Informational Supplement. CLSI document M100-S21. CLSI, 940
West Valley Rd., Suite 1400, Wayne, PA, 19087, 2011

2. CLSI, Methods for Dilution Antimicrobial Susceptibility Test for Bacteria that Grow Aerobically;
Approved Standard—8" ed. CLSI document M7-A8, 2009.

3. CLSI, Performance Standards for Antimicrobial Disk Susceptibility Test; Approved
Standard—10" ed. CLSI document M02-A10, 2009.

4. CLSI, Methods for Antimicrobial Susceptibility Testing of Anaerobic Bacteria; Approved
Standard—7" ed. CLSI document M11-A7, 2007.

DIASTIX © is a registered trademark of Bayer Healthcare LLC.

CLINITEST® s a registered trademark of Siemens Healthcare Diagnostics Inc.
Galaxy is a registered trademark of Baxter International, Inc.
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www.wyeth.com or call our medical communications
department toll-free at 1-800-438-1985.
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BIF 1.6.1.2 Zosyn DEATXE: (Figk)
Zosyn®
(BEHAERF VY /& RT 5 A USP)

AT R 3

AN OERZ S L, 2> ZOSYN (BT U /&Ny 2 L) R KOO
PIEEOAIMEEHEFFT D 72012, ZOSYN (BT U v /X Ry & L) [THIE D GERH S
N0 < BN DIEGYEZTBRED HVINI T+ 5720 DORIHEH+TRETH 5.

f2

ZOSYN (WA ERT vV /4"y & L USP) %, HHEAPEEAHIT, #EML
L COEERIIAEME =Y o F NI U LE BT 7 &~v—EHERME I NI Z LT D
LEGHLTND.

EF U vF B U AL, D(-)-o-aminobenzyl-penicillin OFFEATH L. BT Y v
F 8 U 7 LD F4 1, sodium (2S,5R,6R)-6-[(R)-2(4-ethyl-2,3-dioxo-1-piperazine-carboxamido)
-2-phenylacetamido]-3,3-dimethyl-7-oxo-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylate T& 5.
fEZERUE, CapHpNsNaO;S, 43 1%, 5395 THDH. ©-XT VU ) b U 7 AD{bE4EE
2V

(313 COONa
0 CH3
e \

NV Y BB OFERTHLZ I NI FZ LT NI TAE, RX=V Y VAL TH
5. ZOfbEA4 1L, sodium (2S,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 T& 5. {b#=i%, CioH1NsNaOsS, 771 &
1%, 3223 ThoD. ZY NI ZLF MY T LAOFHEER

qgooNa
RN

A

ZOSYN L, BT Y & XNy 2 AOIERABEAIT, BT U ROZ N
ZLANF RN TREEE LT, BT AL T ARIZEA S AN BIRAfE ST 5 H
WO BB RRAITH S, AKNIZ=T MNEEZF N Y U AT KFEDTA) KLY =
B h) LB EALTND.

ZOSYN 2.25 g1 [EHANA TUE, XTI 2gllilid T8IV T NI oAk
WHE NI B K025 QIS TAZ I NI EZ LT NI DA EEATDH. RELIT 1L 4T
M 05mg D EDTA &AL TWN5.

ZOSYN 3375 gL [RIH AL TUiE, BEXZ Y U 3gIlHY T8I R T A
KONZ Ny B N0375 gICHHETHLZ Y AN XA N U LEERELTHWAS. KEITL
NAT YD 075mg D EDTA L&A LTV 5.

ZOSYN A5 gl EIHNA Tk, EXTU) v AgItHS T8I v F R v Ak
WNE NI HZROSQICHYTHH Y NI Z LT NI U LAEGH LTS, AT 131
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THAEY 1mgDEDTALER LTS,
ZOSYN (GEHA YTV /&R0 % 5 USP) 1X, BEEEGAIFOF FU 7 ANah)EE
BT 1940 AF 279 mEq (64 mg) EAH LTV D.

ERPREEZE
A

BTN RO Y R X AOILT PR, ZOSYN S FHER TEZ IR S EICET
%. ZOSYN JEIE#E 30 DB OENT U Vi FEEL, SEBEOCT V) A EMES
L7REERIC L D 2fETH Y, ZOSYN (EXT U %Ry 2 A) 22579, ZOSYN 3.375
g, ZOSYN 459 #5086, Fm M PR, %%, #9134, 242, 298 pg/mL TH Y,
KR HATIE, %415, 24, 34ug/mL THH 7.

ZOSYN 3.375 9 @ 6 FREffE 0 30 ofAfl#EEg%, BXT7 UV ROZ VY RT X AOER
MmAREE, #ERGH%OBELIFIERICCTH-o7-. FL L D74 51ET, ZOSYN 22549 b
L <X ZOSYN 4.59g @ 6 I¢flifE D 30 /3 MAHFEZIT O &, PIENGELIZEEZED S 720
7=, 6 KD 30 M AEEEZ OEF M FRELZR LIRLTHD.

fEFEE ~D ZOSYN O HFEI I B G514, BT U KON V8T & LD (i H -0
1%, 0.7~12 W[, HGEL OB GRHEOREIIZ T ooz,

BT U A ST, ENCMAE IS E G T A T RS .
VR B WL, HEEE OHIEEEO R WE—O BT SRS, BT ) VR
VST BT, RERIRTEE & OVRAIAE 2T ko T SHEE S L 5. X521 U,
PG BED 68%MNKREND F EHCNITIRFICHRIEE NS . & VN7 2 A RO OREBWIL,
WHBED 80NN ARENDEE, HEVITH ORI E L CEICBEL PSS, B
Gy, BRI EZLROHTFLERT Y %, BRIz st Eh 5.

ERT Y U ROE YNNI Z AL, WTIRBK 30% 8 MEES Ry LA LTV B
RTY b LIIZ S NI B LDE 7 ~OFEEIL, ot EMOFEIC L 5B %
ZUFIRN. H IR B LR D 2 R fEAE, TLENTH D.

BT VY U ROE N B RNE, EEEREOIRIET, Thbb, B, Ho 5,
i, Zotetesigs (FE, PSR, SPAE), MIVEWR, MAH7e SICIRFEPHIC AT 5. SRR
IR, S FEEE O 50~100% Th 5. MEMIK~DOE T Y b X NT H N
DAE, BB BEIERIE DO 72 WA 2B WD T d= = U A & RIERIZR .

BHREIEEDH D BE~DERNT LY U E R X AHER S, BT RO
IR Z LD IHE, 7T TF = VT T AR T EEBICIERET S, LT T =
Y7 VT TR 20 mUALLE T, R OIER Y, B#ES ERRBF LKL T, ¥
RITVY T2, ¥ NI X ATIEAETHD. ZOSYN (EFHERT Y /2N
7% N USP)DIEE O 1 AEHRGEZIT CNWDIEET, 7 LT F=0 7 0T 7 A 40mU
LLUTFClE, ZOSYN &5 BEOFEH N MLE TH D (BAREEE OIRFEIZE T 2R/~
DOWTHE - AEDHAZSH).

MIEBITIZ L > TERT U U H R T F AT 30~40%FRE S, Ty 7 #
LD SNNE NI X EAOREE L TBRESND. BB 2175 &, XTI bX
VORI B BTK 6% ~21%REENT, XN FZLORHHE L TRRE S NI X LD
16% 3 prE SN D, MESEHTEE TOED) &G &ICHO WL, BiZ - BE0HEZSH.

TR NI AT A BE TOENRT V) U RONE YR T Z AOEIE, &4, # 25%
FON8WIERT 5. UL, AF#ZEBE TH ZOSYN # 5 EDOFE ITLE TIEAR V.
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K1 ERFTDY IR Z LD 6 FEEED 30 DHEREFNIRDBANCE TS

ERTAM PR
EXZIY
ERTYY UG I R E (ug/mL) AUC(ug - hr/mL)"™
INESE-D PR 30 47 1 B 2 FFRE 3 FFH] 4 B 6 B AUC
225g 8 134(14) 57(14) 17123 52(32) 25(35) 09 (4P 131 (14)
3.375¢ 6 242 (12) 106 (8) 34.6(20) 11.5(19) 5.1(22) 1.0(10) 242 (10)
45¢g 8 298 (14) 141(19) 46.6(28) 16.4(29) 6.9(29) 1.4(30) 322 (16)
BTN R L
ERTYY UG IR 1 R E (ug/mL) AUC(ug - hr/mL)"™
NS PR 30 47 1 B 2 FFRE 3 4 B 6 BRI AUCy
2.25¢g 8 148(14) 7.2(22) 26(30) 1.1(35) 0.7(6)° <0.5 16.0 (21)
3.375g 6 242(14) 107(7) 40(18) 14(21) 07(16° <05 25.0(8)
45¢g 8 33.8(15) 17.3(16) 6.8(24) 2.8(25) 1.3(30) <0.5 39.8 (15)

**77 v aNOEIZEENRE (CVR%) THD
a BT U KON RS HZ NTERARIE LTRE
b: N=4 c: N=3

/NR

A% 2 r AU EO/NRBEEZRGIZERT VY U ROE VXD B AORYERERR 21T
Stz NERBEOWLEMO I VT T A%, TVEEO/NEKOERA LT ELm
THD. EH PKFITICBNT, 920N 12 E TORED Y VT T v AHEEM AR
CHT 5 L, ERPEY (SE) fHiX5.64 (0.34) mL/min/kg Téh-o7-. 2 » 69 7 HD
NRBETIE, XTIV 07 VT 7 AEEIZZOED 80% &7 o7=. A% 2 » A
FVHEDPEE LRI LT V) VRHETERNEBE LT L0010 TH D2,
R E L LTI+ Tidwy. ExXZ 20 i HEORSEY) (SE) 130.243 (0.011) Lkg
ThORARETH L.

WEWE

BT U MY T AT, B MERE ORI laEE S E R K O R AR E I K o TR
EIEH Z7RT. Invitro TliE, BTV 0%, HBax D7 T LAGHERE KDY 7 AEVERE, 4
SR MK OBRRMEEIER T2, 2N 25 F M) UL, X=v U UfEH R
stT BHFMEN KRN, FEKRICEE L7z in vitro FLEIEMHEIZIE & A E72 0,
Richmond-Sykes 7 7 A Ill(Bush class 2b & 2b") _X=2U F—E LKt 77 AR F—EZ
XD p-T7 7 X~v—FVHEAITHD. 77 AN LRV (2a&4d) =2V F—Fix4 50
ERRIE, EHELTHD. RSN TVWEIRGETETDHH Y NI X LARETIE, # /N
7B NE, YR ENER-T 7 ¥ ~—BEiFE L.

MBERVREOHT/RT L OIZ, BT U XY N7 &2 NZ, invitro & ORI GE
DOWTHICTB N THRIZR L7IE E A EDOEKICH L CHEEEZ R LT,

WEFRMES T AR -
Staphylococcus aureus (A F U > /A% U U ibE oy Bl 13BR <)

WSS T SRR
Acinetobacter baumanii
Escherichia coli
Haemophilus influenzae (B-7 7 % ~—E[&t:, 72U Ut EEREIEFR<)
Klebsiella pneumoniae
Pseudomonas aeruginosa (/3 BER NS D T X BlbEA & OOFH)

77 hiEtERR M
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Bacteroides fragilis group (B. fragilis, B. ovatus, B. thetaiotaomicron & O® B. vulgatus)

WD invitro F— 215 5N, BERBAEHIIRETH 5.

DT OMEDD72< & h 0%, BT U LB N7 BN T DR T LA 7R
S U R EVIRND, B DUNEEFUITE LU in vitro BRI EE (MIC) %53, L
LG, ZH6DOMEIC L AEERMBIYEDIBRICBITAE XTI ) ANE R T 2 AD
ZAMRUHEMEL, k< 20 b — SN BARRR T 2R Sh TR,

BRI T S
Enterococcus faecalis (7 > B3 VU o F~L=3 U RS M4 Bl o 7)
Staphylococcus epidermidis (£ F U > O 43 U e Bl 13 BR <)
Streptococcus agalactiae '
Streptococcus pneumoniae (=3 U LA RS BIER D 72)
Streptococcus pyogenes '
Viridans group streptococci

BHEAERMES T AR
Citrobacter koseri
Moraxella catarrhalis
Morganella morganii
Neisseria gonorrhoeae
Proteus mirabilis
Proteus vulgaris
Serratia marcescens
Providencia stuartii
Providencia rettgeri
Salmonella enterica

77 LGRS

Clostridium perfringens

77 hEHHRKMEE
Bacteroides distasonis
Prevotella melaninogenica

TENE, B-7 7 #~—BEARETIIRWS, EXT VU VBEMTHEZMERD 5.

RS MR 15

T RTOPEFTHRE SN D K 51T, in vitro B MERBRORERIT, FIHATRE THIITEE
WO CES SNRREORZE T 7 o — LV ER#E Lo e HimEEL LT, E
BIICIRE SN DS TH D, T LOWMEFIL, EMP KRS DRNRFIEA OERZT
BROBT 2D THAD.

FirBRiE -

EBIEZMER L CHEAIR/DEEIEREE (MIC) Z2HETS. b MICIZX D
FAIOMIE xRS ME 2 HER 9 2. MIC IJFEAEECHIET S 2 L.

YT, FoRIE (7 3 UM TR M) UIRSE O HiEIC LY, MR
FEROMEAEEEE D T ) R ONE Y N7 2 AR EZER L CHIET S 2 &2 MICIE,
B RG B NPRE R 4pgmL (ICEEL, BTV UEBEBEARL CHIET S L. Boh
7= MIC TR 2 IR THEEICL-THEST A Z &,
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PEFE

FLIEM O BEROWEZ LE L3 2 ERIET, PLEANCKT 2 M@ 022 FHED -
THERIT B Z LW TED. ZOX ) REHER LD 1 - BP0k, HEEEmRE 2+ 5
VENDD.

ERTN NE YR Z BT DM ORSE M A R ER T 5 726012, 100 pg/10 pg D B
TV UNB IR E R EGERISETET A AT BT 5. 74 A7 PHAEIC X 0 HE Lz
HUEZ R 2 1R T.

HERMEE

BESMEREIZDOWTIE, BT UZ I NT 2 MR DR, IRIERARIEIC

LoTHET Az ENnTED L

£2 EXRSDYUIBZING R LIZHT HREZMEHIEREE

I R B B/ NFRLIEJRE (MIC pg/mL) T 4 A7 PEERPRLE B mm)
S | R S | R

W NHIEE R % O =16 32-64 =128 =21 18- 20 =17
Acinetobacter baumanii
Haemophilus influenzae® =1 - =2 - - -
Pseudomonas aeruginosa =64 - =128 =18 - =17
Staphylococcus aureus =8 - =16 =18 - =17
Bacteroides fragilis group =32 64 =128 - -

#Haemophilus influenzae (ZB89~2 Z4L & OHEHEAEL, ~E 7 ¢ L RARBREE A T
oo = — IR A ERERERE L, BREEZEA P 35°C T 20~24 BifEEE Lo BRI O @A TE 5.

TR (S) ) ORI, PrAEAIOEE OBEM PRI L > TRIFESHIEESD 2
xR TR (1)) oL, fHELEvwEEZoNh, b LY, HIESERE LR
R OIRAN T D= M2 R L TR WA, RBRE2CVETHLERDH D, ZOf
X, AN EFAIIENE S D B L O R RGN ATREZ R T, BRRE H o
TREMERN DD Z L AR L TWA. £72, ZOiEE, = Fr—L TEXRVNS 2 H
FOERNHEICRE 2822 METOEBIET 2720080 THH 5. Tt (R)] &
D R, BUEAI O Ol E I E AR IE S e g, oREE 2RI &
ZEERLTWVAS.
mEEHE

YRS PEBR TlE, RBRFIEZRET 572D E S HEERZ AV D LEN D D
V23 MR NT Y B R 2 BRIZER 3 ITRT & O REOHME R, B A
FEEERR & VXM TS 12 B 5.5 5 [ A O W R OV OBIRFHIRBLZ 6T 2R/ E
DHEKETH S, MEWFHWEEHRICHONOND 2N ORFEDOEKIL, R EEER SO
TiE7Z2W.

£33 BIMFEBRBRONIT—2aVITHERENEERS DY UIZ YN B LIZET &
BEHE (QC) mFra#EHA

mn B B O RS HH

QC Btk e/ BRI IR T 4 AT YLK
#iPH (MIC pg/mL) FEIE B 4EPH (mm)

Escherichia coli ATCC 25922 1-4 24-30
Escherichia coli ATCC 35218 05-2 24-30
Pseudomonas aeruginosa ATCC 27853 1-8 25-33
Haemophilus influenzae ® ATCC 49247 0.06-0.5 33-38
Staphylococcus aureus ATCC 29213 0.25-2 -
Staphylococcus aureus ATCC 25923 - 27-36
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Bacteroides fragilis ATCC 25285 0.12-05 -
Bacteroides thetaiotaomicron ATCC 29741 4-16

#Haemophilus influenzae (ZB3 % Z O MEEFHOHFIL, ~F7 4 VARG E HO T2 o =—REKE
EHEETE L, BRBIZEAP 35°C T 20~24 B L BRICO LB TE 5.

BRARUMMERE

ZOSYN (FEHMHERT LU Z R0 %5 USP) 1%, UUTFOLEIZBITS B-F7 2~
—BREE, BT BN ZLNEZME, BT U UIERRIZ XD REE N G EE
D EGIE L DIRRIZE M 5.

Escherichia coli % L < |% Bacteroides fragilis group (B. fragilis, B. ovatus, B. thetaiotaomicron,
B .vulgatus) @ E~Z U Uitk B-T 7 Z v —BEAKIC L 5l R (A LIRS L
APF), MEREZ. B. fragilis group O B IZ%F LTI 10 Bl TRt 217> 7-.

Staphylococcus aureus d X7 2 U UfifE B-T 7 # ~—EREARKIC X D FRERR I GE

(BOHEDH I BV T, 8BERE, RERE, R RsE ek es
L.

Escherichia coli ® ¥ X7 2 U Uit B-7 7 &~ —EREARKIZ X D FER B NIEE, T,
HRENARIEMIR A

Haemophilus influenzae O &7 U Uik B-7 7 % ~—EBREARKIC X il (4%
FEDHR).

Staphylococcus aureus D B X7 U Uitk B-T 7 Z~—BRELAKLRERZ Y &2
N & NSz E D Acinetobacter baumanii, Haemophilus influenzae, Klebsiella pneumoniae,
Pseudomonas aeruginosa (P. aeruginosa (& X DBENMiZkIZT X/ BlbEA & OOFHIC X 0 iRE
THZE) TR DBENMIR (TEERWLERE) (FZE- AE0HEZSK).

ZOSYN (FHEHHERT Y 1523y 2 5 USP) 1XLL EOSMFICIRE LIz 72 -
TWb., EXTI U COFMENRED LI TND ERT U USRI K D IYEIZ %)
LTChH, ZOERT VI UERIZHESNT ZOSYNIERENTE L. ZOBEHIF DL Ry
ZLFIERT Y VRIS L TERT VY COTERAIR T S E 5 Z TR, o7z
W, BT MR & ZOSYN BEEEDO BT LU Uit B-T 7 Z v —EBREEAREIC X
LB OBR I OTEME 2 0P 2 LTy (% - BEOHAZR).

ZOSYN |Z, 7T AGMER K O T Dathiis, AR M OSSR RN LKW A~
7 MEAT DD, RRAERREISNLIETOT IV 7T 4787 8—L LTHAT
H5.

JEURI B D 73 BfE & [R)E & O ZOSYN 2k D &S 2l E 5 72 018, AN K D1 &
BRAET HRNCIE, MEREEZIT O XE ThDH. MEEEE K P REEZ RO RIC X -
TlE, PIEANRIRZHE T 20N ER D D,

AN OBERZW S L, 23D ZOSYN (EXTF U 2Ny 2 L) FES RO
PUEE DAL HERFT 272012, ZOSYN (BT U 5T 2 L) (TSR3 RE
SN DR < BN DIEGYEZ TR S D WVIL T T 2700 RIEHTXETH LS. #l
G EE K VSR SR FTRE 22456, £ 40 DITPIR MR 2 IR T 2 ME BT D BRI
BRERITRETHD. TOLIBRT—FZNRWIRIEETIE, v — UL OEFR O Z —
T, WIROBBRIGERICFG T 500 Livgaw.

gL

N=V Y CRPUEWE, T 7 AR ) CRAEWE, -7 7 4 ~—EREFEAIOWTR
2T LR —MRISOBAERED & 5 & 113G LignZ L.

p==3
=

ZOSYN ZEERZV) DRIMEYBEORE#ZIT-EETIX, EET, BICIIBIENL
BEE (FFI7453F2—/FF7453F2—8) Rt (avvZEEL) MREShTWL

[

58



V' v EN 1.6 AMENCET ARSI T 2 &6

5. ORI R=D) ORMEMEICRT SBBUEDEBEFREL LLITERTLILY Y
[CREZMEEFATHIEETREIVOTL. RV URRAEYEICHT 2 BBUEDBEERED
HHIBRETIE, E770RRY CRNEMERSEZZTERIC, EEGRIGERE LR
EMNEINTLVD. ZOSYN [CKBABEERIBT HRIICIE, R=D) DREYME, €770
AR VRNEME, tOT7 UL UIZHT 2 BBMERICOBRERIZOVTESGHEZH
FARTHD. TUILF—RIGHFEELIIFEIX, ZOSYN#HEEZEZHIEL, BULGLEZET
S5CE. BRETF7243F0—/FFr743F0—/BRIE (avI%80) IC2IX ES
IZ, TERZ7UCTHRELEZEITS. BER, X704 F#E [REFL—THRELLEDK
EREREVSLELETEYITS.

FEAEDHEDE (BT Y UIFI NI ZEEETD) OREIZX-T, RBESEKE
KROBENBREINTEY, BENOBIEOBRNDOHIEERLDETHD. LB -T,
FIAMEREZICTRZRELZBETIE, TOBWETIIERNEETHS.

C. difficile® 8 T#i (CDAD) 1%, ZOSYNZGTIFE A E T _RTCOHEKOMHHIC X -
THESNTEBY, BEO FHNOLEMORKGRE CTEEEN DD Z LN D, PlLE
I K BEE, C.difficileDBEIE~ L IGNMIE#EEZ A2 S TLE .

C. difficile 1%, CDAD #75| X Z 9% A, B &#/EV 7.

IO DEGERHIARIEICFICA X WA EREBEYRE LEE L 5 & X, C.difficile 23
FEAET % Hypertoxin 23 EKEE & SE TR A HIN S H 7z,

CDADIE, TR TV AIEIEDOMEHZ T X TORE TEXRITT R b2,
CDAD NHLHEANRED 2 7 HLL BB Z 5 L HiESN7-0C, Carefull EEZ2H BN LEET
H5.

CDAD?C. difficilelz %t U TEEATIZ 2 <, MEHEA T OFIEER IOV TSR A7 b,
S BLERH LG LA,

ﬁ@fcﬁ{jg{&) %ﬁ@g%ﬁ) & ://\Oﬁ)%f%ﬁ%, C. dlfflCIIe O)ﬁﬁy’éyf;ﬁ&(ﬁ%%%E@@%qZﬁﬁ&i,
BRIRAJICREND L LTRITONDRETH 5.

F OE
—REEE

ERZ Y U aETe Blactam SRPUEWE G A% R BE T, MR shD 2 En
b5, THOORONE, MEEE IR, MMM, 7'm be e R e & o ik
BETORFEELZRTZ LY, £, BEARBE TIEINODORIGHBELLT VX
I THDH. B HBNIZSATE, ZOSYN GEHAE T U &2 37 % 5 USP) &5
Ak L, @ERAEZBRET RETHD.

FEHRGYE 2 T MEE O HBE O FREMEZ B E L TR by, BAELE
BalL, #OR0EE L HRETHD.

DO_R=V AHUEWE L FEERC, RBELY L REZEFIRNEET D &, BT
BRAHEE I TITVWNAZEZITZENH D FRCBEEREHRDOEA).

ZOSYN X, XTIV D1 F NI UAEEZI NI ZLOLFT NI TLETHY, B
AR ERT U 1940 Nat 2485 2.79mEq (64mg) &H L TWA. 1EEAZIT TV
5 BEDESEREIREZIT> TOWAEEE, ZOREZEETRITHD. B ULATHE
DMEW RS CILEMBICEEREZITV, BENICA U T AT HEORW BECHE
TEWESUIFRIR 2 Z T CWABRE T, KA U U AMED A FEMEZ DM D TR RE T
H5.

OB N= U U RPUEWE L REEIC, TR RS TIE, BEAKL OB D%
ERNRERT Y U FEIZ LS TEL RDZENH 5.
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JVTF= 7 )T T A 40 mUAYLL T OEE K ONENEE (IEENT &% O CAPD) T
1, FIRNEE EITEHEREEDREICELE i+ &2 Thbs (BE - AEDEEZS
R).

B RYEDNGER SN Wi < BN W\ d D WX PR A 2V RBE T ZOSYN
(BERGYUNEI RN EL) ZUHFTHZ L%, 13 ALEBEICEFRNRL, A
AR S D RN 5.

BE~OFER

B T GYEIRIR D 7212, ZOSYN Z & i@ Al O I OW TR T 5 & T
HY, 7 ANVAEGYIE (B 2T EORS) 1ok LTRSS D & TiE ARV, ZOSYN 8
AR EYYE LT S 5A, BEIIRROUMIIZUET 2 O0N RN TH 5, KK
ITRDENTZEBVICIE L E IR TR 60, HIEE XX v 7 Uiz ) RESEEH
ZTERE LR o120 UL, SEROWBEIC, FFRANZ I E OFEAME(L<> ZOSYN Z(X U
D ETHPEAITIEENTE R R ENTFHIEND.

THRUIPIHERIC L > CHl &R SN IBEORETH 223, PLEKOPIEIC I VRIED
7D,

PUREIEDOEH Z B T bIRF &, PLESEEKE 50 LI T U260 A L EORITAKERME &
MfE (HEHE L RADH LR LI Db HT) NENLZERH 5.

HLINMDERZ DD, BFEITEXARETRSEMIERLKTIREITHS.

R
TEHIR S MR REMRA 21T O . 45 21 AL EIRRZAT O HEasnETd s BIER,
BRRECHEEREZW).

EW+EBIER
73 B R

In vitro T B-lactam RHVEWE &7 I VBRI 2 &, 7 2 BBEIR O ARE R AE
fbab7=67. LML Invitro T I W o8 v~ Y FEEffoT, "4 T
TR A A T IC EDTATR CHEM SN2 b 5 —E DD ZOSYN & [FIFF% 523 r[HE T
5 (BEk-BAEZZSMR). LrLAaRD, EDTARIK CHIRESN7- ZOSYN XY #& %
o HETH F T I~A 2 LIRRRE 2175 2 1T TE AR,

R=V ) URPAEMEOHFET T 2 BEFERBIRNE LI Z ENRMbA TN D,
=3V T R BB ROEASRITHIE AR N 2, DORMOFEEEF LTS
EINTWND. BHENERRBEROREND FHEEITEK T LTHWDLIEZICH LT
ZOSYN & N7 I = A o amfih Lica, EH N7 7~ AV REO DT 0VRIKT
NI BTN, WEN 2 CHE B R TIR R o2, MKET 20 E LT 5 BHERED K
BT EAE T ) LR E LEESA, TR R Ik T T~ v
V) OREIIF LS ERBEZTLZENHY, BREOE=X) IRMLETHL. T/
BOHERIZIE T U U izxt L CRISEICARTE L SN D b Cid/e <, BREREEREICR L
TT R AL BT ) U2 OFRBEET 28561, ERORRICEEEZL ) RETH
5.

= S
ZOSYN & 7 Rx Yy FOFHAEEICE Y, BT U ORI 21%, & N7 Z A
O DS TIRIEET 5.

NI
ZOSYN &N\ a< A ¥ i3 YEh e =AM AAEAIERER D B TUV a0,
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AN

RED~NY o, BEOFEEER], MEEEE R S L < (Tl MREEREIZ/ERT 2 o34 &
FRFICIR G T M, MkEEE AT A —2—%2 L BEEIREL, EHICE=4—L72%
TiE7e 5720,

N =

Ryua= R LESA, BT U, X7 a = DO TR 2 IR 5.
ZOSYN (BXZ Uy Ny a2h) b, Xra=y AT ERBEOBSRNEZ 5
ZENRDD. ERETOBELMEN G, FERL IR RN X o TA T 20 imE L,
BRIV VO L > TUHERE &ENED LB (BIEX7 o= AORMNTEEZS
).
A NP LFY— A

[RoizTr—2ThHdHMN, AMMLFH—hebXTY U E20HT D E, BEHEH~D
MAICIDA NN — DI VT T UAPME R T AA[FEMEDRRBEINTWS, N
7 B LN AR N UFY— OB RIE TR OV TEEHE ST ien, DERTRED
MBI GATE, A M ML XY — FOBEOREEL EROARGT, A M MLFY— RO
Mg PGS FEECE =X —FT RXTh 5.

W BRI R FE BVER

thD_R= V) U RHEWE L FEIZ, ZOSYN (EFRHHAE LT )% R0 & I USP)
B2k~ T, #ETiE (CLINITEST®) ICXL AR 7 a— 2T, BEkicias 2 &
WD, ZNa—ZREIII N a3 —2AF X X —PRIGICE S BATE (DIASTIX®E L<
X TES-TAPE) @I TH 5.

BTV BN NEREREE SN TV SEE (1512 Aspergillus B R A E S h
TWD) OFTHRAA T K FHRT kU —XO Platelia Aspergillus EIA 7 A s &2 L 7=
RAFE RGN & 7o TGN H 5.

JE Aspergillus ZHER VXK Y 7T ) —A LA F « T R FHKRT U —XD Platelia
Aspergillus EIA 7 A s DR ZZRSMEDEE S 7.

L7emoT, EXT Y UNE I NI H LR INDBEOF THREMREDEGIEOS S
WX, EEICHERL, MoZEO FEZL D #ERT I THD.

Femtk, RRFM, ZREE
BTG Y UNE R ZLRER], BTV, ZYRTZ NI OWTOEREIC
£ 5 RWITERIMERERITAT Do 72,

[ER VR INT SV SN

BT LY U Z YR BT, 14.84/1.86 pglplate LT 0D i B T OO 225K 28 B MR BR
T TH T2, BT VU & N7 &2 L1, 5689711 pgimL % TOHRE TORELY DNA
AR (UDS) BTttt CTh 7. BT U &V 37 & A%, 8000/1000 ug/mL £ TO
IREEC OIS IHRE B (T v A =— A A2 X —JI5AHIE HPRT) 3Bk CrattTh - 7-.
BT UE Ry 2 AT, 81 pgiml E TORRE TOMILEMMIE (BALB/C-3T3)
BB TR TH o 72, Invivo R T, B X5 U & V37 & L, 1500/187.5 mglkg
DOEEETT v Nk 5217 1256, RAKREFELZFE L 2o, ZoHRE5EIT,
(AFiHAE (mg/m?) ZHEAEICL7-b hTO 1 BEKHERE 58RI LTV 5.

BRI v

BT U 0, 50 pglplate FTOURE CTOMEZERE RIFVERBR CRETH -T2,
200 pg/disk £ TOWRED BT 2 U U ZhREE L7-MiA (Rec assay) Tl%, DNA#HEIL, @&
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DB T, BT U 20T, 10,000 pg/mL ETORRE ToO UDS iBR TR TH - 7.
FLEN) SR (w0 A ) oNJEfE) FRERCIE, 2500 pg/mL UL EORETERT &
U AT ETH -T2 BT U L3 3000 pg/mL F TOREE TOMI (BALB/C-3T3) BE
HRHAsBR CRatt Th - 72, invivo iBR T, BT U E, < 7 A2 2000 mg/kg/day £ TX
L7 v T 1500 mg/kg/day & CTOFEARNEE G- 21T > T2 56, etK e 2HE Lo T2,
IO EE, KERE (mgim?) 2SS\ ho 1 AEKHERE 5By (v
2) HLLIE, IJEERE (Fv b)) THDH. B invivo B TiE, (KEmER (mg/m?) (2
DWWk hD 1 B KRR G EISTWIRETH H T U 22000 mg/kg/day * T4 7
v MCEIRNIR G- 21T > 7228, BEEGEERIZA bR o 1z, KFEE (mgim?) (23S
Wok b 1 HEKRIERER G 8O0 ORETH S 2000 mg/kglday £ TOERT VY &
~ 7 AZEHARNE G- L, ~ 7 ADRE AW CHIEE 2SR BRI 21T o 7203, 28R JL
PEIZH SR Do T2, B 8T 1 > 2000 mglkg/day £ TOENRNE G522 17—~ 7 A0
PEPNIT MR 2 V15 L7278, ZE9RAR SRR OB INE A b e o 7.

KNG B

N7 2 N, 333 pglplate £ CORE TOMBEZERERFEMRBR Tt th o7z, 4
VR 2 AE, 2000 pg/mL ETORETO UDS R CTRIETH 7=, ¥ V' RT & AT,
5000 pg/mL % TOYREE OIFFLEN) RIEREE (F v A =— AL A Z IR HPRT) 34
BRClatEfi R Ch oo, ALY A RARER (U2 ) ViR BT, ¥V
X7 K 133000 pg/mL LU EDRETRIETH -T2, #0872 A, 900 pg/mL £ TOHR
JETORMAE (BALB/c-3T3) EHImHABR Tt TH 7. invitro MlEEEFRHER (Fv
A == ANNAAX i) T, ¥V 37 X A%, 3000 pg/mL FTORECEMETH-
72, invivo iBRC, &Y /37 X 535000 mg/kg DIEE A T v MIEIRNE S L7=58, Y
CIRRFEZFHIE Lotz ZoHREEL, KREERE (mg/m?) ([ESWie ho 1 BEK
HELER B 8D 2315 TH 5.

& IR
TERTTEVENEI — 4T 7 =) —B
BT Y UNE NG H A
v b CARERBR ATV, RERER (mgim?) 1ICh & S< b b1 A RKHES R 5 BICUT
WERFETOERT VY BRI ZNERE LT2R, ZHEZFITEEO bhehoT.
fEHFEERBR L~ 7 A KT v T, (RERE (mg/m?) 1250\ iz R Toe<s
VBN BAOEGEDOKRLI~2 [ERR 2~B GO ERT Y BN B N
Fh L, RIBICHT2A8FRMEMTRD b enoiz.
BT U RN N N e MR E IR T S.

BT
AETHERER K OME TR 2~ 7 A ROV v BT, REHRE (mg/m?) I2HESuvw- e
D 1 HERHEERSEOY)y (T RA) LKOWWHE (v b)) FTOERT VY %
BH L0, EEESCHEIE~OFEERITRD bz noT-.

AV N

F v b TR ATV, AEEE (mg/m?) ICHESWiZE Fo 1 HEKRHERER G &0 3
fEETOR NI FZ LRGN, EEEITRO bR noTz.

EH MR 2~ 7 2 R NT v T, REERE (mg/m?) ([2HESWi-E M Tokh&
DEELNIUEETODE NI 2 A5G L0, BRIBICHT D28EERITGRD 6z n
S, Ty FTIE, Y372 NIREEZERT 5. lBIETOREE, BRI RED 10%
H DL 10% AR TH D .
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L L, fERICkT DT 2Ry ZAREFS LITELT v UEMS D
WINEH N X ABMESIC L @Yl ay be—r 3wl S Tunin.,
Y COAEFERBRIIVLT L NTORSE THITE 20 TRV, HIRFICE, &
BRI ORERFNZEHATRETHSD.

BILFHORE

BT CORFLFHEHISETH D, XN X AORHLFEREILS £ TSR
TR, ZOSYN (JEHAER_TU &# R0 Z 5 USP) 3T ORI 5+ 55
G, EENVLETHD.

INRA~DEH

K% 2 7 ALL EO RIS M OV UFIERESE O /N B ~D ZOSYN O F I3 A & OVNR
B A R U7z beigeed B AR e ORI BhRERRBR 20 & NERE S A7z, 2 dui A e R e PN ek
YUED 2~12 1% D 542 BHlO/NRBE 2RI Uizt — 7 0 T~V EVE A AL kB 2 & A
TBY, TOHI>HLO2I3FDO/NREEIZERT Y NI Ry X LG Uiz, A% 2 »
H A0/ B OB E & ZAVEIMEST STV (BRRSRELL OVHE - HEZ22R).

BEREREEE O /N B~ ZOSYN HELE &1 720,

E#hE ~DHEHA

65 ik UL EDEEE ~DEE TIX, EEDIZD L W) ERIEF THEEEAREREED D
ATREMEIE ARV, UL, BHREREEA AT L RE TR, RSBEAFEEHERTS (A% - A
EOQOHEZM]).

—RIN, ISR D HESRIUIERGELS ATV, AT, B, ODEREOK T RO K
& D NI O FEEIE DOBE N mV T & A B LT, I B ELPH O KRR D Bl 4h
T 5.

ZOSYN I FEAAIFTOERT Y 1 7T A%7-0 64mg (279 mEq) OF NY U LAEE
Fo. W OHEIEHE T, BT 768~1024 mg/day (33.5~44.6 mEq) D)~V ¥ AAFERT
5. mEmEERITFT NY U AARICHT 5T U U ARRSBENFRENE R H D, 2D
Z LD o LA EORBIZE L CIEERKIIICEEZETHD.

AFNZFERNZB N DRI S 2 E NS, ARFNSKT 5 G DO fE RIS RE
WZPEEDH L BE BN TEY K&V, @lE CIIBHREOK T L TS Z ENL VDT,
AERIIERE L TTHRETHY, BMELZENATLIZEITAERTHAD.

Bl 1FF
BERRRICBITIEEES

ER KBRS o 2621 B0 B 35 11 AHRRER T ZOSYN (FEHHERZ V1 &
|23 % N USP) 5% F7=. ALkOREARRER (n=830) TiX, W& S=gIHEHD
0% TR /b T, JERIT M Th o7, LaL, MRPCTREEZZIT-BED
32%C, BIEH O ZOSYN 5 Z2mik Lz, Z oIERIZEICREER (1.3%) T,
FIBROL VPRI ETh oo T, L, R ST EESER (0.9%), 7L LS — G
(05%) HLH-7=.

ZOSYN {59 & ORFEBRIZH b 0 72, RESN TV DI EERIIKSIE, #k%E
(1.3%), FESHBALEIS (0.5%), #%JE (0.2%), FRAE (0.2%), MARPERARZE (0.2%), ¥#IE
(0.1%) THo1=.

Lk TOBEKRBRTOBREICEH &-3% (n=1063), BEHE THROBHDOL - -HL(1T,
ZOSYN {R¥E & ORFEERIZ b0 72 <, T (11.3%), 58 (7.7%), {Hfk (7.7%), &
L (6.9%), R (6.6%), BEIZ, K, SKE, WBERREZ & T35 (4.2%), EH: (3.3%),
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HEARE (3.3%), % 9 FEIK (3.1%) , THZE (2.4%) , &8N (2.4%) , B (2.1%) , &9 (1.7%),
E=UTHE (1.6%), mifnE (1.6%), HFEWVE (1.4%), 8% (1.3%), ML (1.3%), VH#iE
(1.2%), 2 (1.2%), &K (1.2%), FREE (1.1%) Thol-.

BAIOALK TOREBR D BE T, 1.0%LL T THE SN -G E R HERRER 2 RIZAR
TEITRLTHD.
HEMFEF—RINE, A Lo A, I
L — A, R, BRI
ol B AR — EEME R OVLEMEOBER, R, LB 2 SRR, LEEMEE, OME IR,
DARA, PEERAA, LhFEgE
X PERE F— iR A, A (M), O F W
bz — AV, B, i, BH%, Leo< b, EEEOANRK

FEREBR IR, (AR RIGR T 1 Bl Sivie. BIRMERIGR ORIE, @A
WP ONERIRICEL D (BEOIHEZSMR).
T R OV R—
=T 7 ¢ T —
UL R O' s — SE AR s, 1 ve ik
A REA— R, BAHTE
MM, M, g — R SE A, SREE, S, Mgk GEE, —RPOBEEOHEZ
)
FEHpEE—EEL, KR, O olkE
A, LfF—m T, R
PERY 73— RSA S, ivARE, V& R, %
JLIE R g A7 B —VESRE D PRI, FIT
FFIRIE I — R AR B
JREE—PRETHE, BERRNEE, ZJR, MR, KZEE
P — W
ME COPELISE) — L

BEIATR #08%

BEICHET L72BeN T RGERRGIE 3T 2 5B Tl 222 Bl BFIC 7 2/ BobE R & OO
T ZOSYN 4.5 g % 6 FEffEIc& 5 L, 215 FlOBEFICT 2/ BBER & OFFF TA 2 x4/
7 AKX F v (500 mg/500 mg, 6 WifilfE) A5 L7z, ZORBRTIX, BRICHE- TREL
U= A EES) 402 BBV THE ST, 204 ] (91.9%) NE_T v /B R 7 LEE,
198 il (92.1%) A I XKL/ VT AZFTUREThH T, BT/ H NI B LRED 25
B (11.0%) OBEFKRNA I XKL/ TAZFT RO 14 4] (6.5%) OBEFE (p>0.05) 1F
EERLEOEOICEGE IR L.

72 EEHAAZ PR L2 2 0 ZOSYN OREBRIZIBWNT, 1% A% 5 BEICBWTHREL,
BB ELIEMIC L > THEA L OBEH Y LA SINT-AEFEFRIL, TH (17.6%), FEL
(2.7%), W&t (2.7%), JREGEEG: (2.7%), 382 (2.3%), &R (1.8%), &S MEEE (1.8%),
F=U TIE (1.8%), .0 (1.8%), AMENE=YV 7JE (1.8%), BUN N (1.8%), 7 L7
F=UHIN (1.8%), RIEMFE (1.8%), MEHEEE (1.4%), 3W (1.4%), fEf# (1.4%)
FFFERERR AL (1.4%), I/MRIME (1.4%), #6815 (1.4%), F&IT (1.4%) Thoi-.

7 X BFHAZ PFH L7z ZOSYN DFtNAiRFHERIZIH VN T, 1%LL FOBEIZB W THE
SENTHANCBRE LA EFERIL, 7Y R—U R, GMEERE, M, 7LV ERT77 52—
wEn, 2, MEIE, OEHIEL, KO, ARG, RS, SEEL, R, nRMREEAN, sl MK
BUDIE, Bk, 900K, B, FWIEEIRT, W, HERR, WETREE, R, PER
R, AEEEkIIE, EMMEAER, B, B, KFEREE, MR, &iibE &) U oAl
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SE, mLE, BOETUE, EK, RGN, (R, KUY v AMmiE, K R U D AIISE,
KV UERIME, (KEESRIE, A LA, EGRINAIE, 1EGROAR, EAHAISs, BHsRE R,
FHERSEAE, HfmERBOE, BT 2 RFTRIG, A L, EE, e hr e,
ZOPE, WPRREE, IfE GOT #4N, SGPT HAN, JRMERNR, MR, D%k, Bk iR, AR,
DEMHSNHE, DR CH -7

PIBTIC T 2 7 BOBEA L OF1 LT 3375 g % 4 BAICHR S L T =B itk oBRIc ks
WC, BUFOFEFELHNEA & OREBRO AT )oY I Blgsniz. FH (20%), &
b (8.4%), Wk (7.1%), Hul» (5.8%), 5JW (4.5%), AHR (4.5%), BO¥E (3.9%), #L
BEERZ (3.9%), RE (3.2%), %EL (3.2%), &IH (3.2%), T8 (32%), Lo-< Y
(2.6%), W& (2.6%), HILAE (1.9%), #ME (1.9%), gl (1.9%), 21k (1.9%),
BRAR (1.3%), D51 (1.3%), #4550 (1.3%), 37T (1.3%), + _FeiHiEs (1.3%), @t
5 (1.3%), mifE (1.3%), K+t (1.3%), FEHEAORIE (1.3%), MAKZEH (1.3%)
S (1.3%), MICRE SN2V EE (1.3%), E=MHEIR (1.3%), meerEifikse (1.3%)
K OPRKEE (1.3%) .

ZOSYN & 7 2 /Bl RZ W7o ESEORBRICIH W T, 3EAI L ORREEGROE I D) vDb
D72 < 1%L FOBFICEB N TBEINTEAEFRIIRO LB ThoTe : WEBRKL (B
), PROME, BEJGE, MEAUN, BIHTRZ, MRS, Mo, AERESE, HERE, MROLIA
#, Hom, BRRMm, (EJeEL, IR, JWE, v, RERSRIE, BER, SRR/ RN,
MU aBF R L AREEYYE, B4 I B RN, ¥EE, RO OEERE.

/N

/NREBFE ZRGHT LTz ZOSYN FRBR CIIAR N B L Lo Z a7 a7 4 — LR iz,
HEOIEPENEGYE (hEER K OV UFEER 2 ET) O/NUEE LRI LA —T 0 T~V
TEA LGB T, /NEEED S B 273 HiC ZOSYN (8 FF#fE:IC 1125 mg/kg) %, 265
Bz 8 RFREMEICE 7+ X v A (50mglkg) 1A hr=%>V—)L (7.5mgkg) Z=EGLTHEEL
7o, ARFRBRIZ TR 146 B ZOSYN BED 73 il (26.7%) MO 74 XX AR b =KV —
NVEED 73 ] 27.1%) |[ZBAIRREET OAFEFENWE SN, 74XV AIA =Y
—NVEEOBRF S FINHEFEFRIC L E AR I LT

AR ZISNT ZOSYN % 1R & OREBIRITAR <, 1%L EO/NEEBE D T (7.0%),
B (4.8%), W@ (3.7%), JRFTEUL (3.3%), B (2.2%), HUMSE (2.2%), & (1.8%),
JRYYE (1.8%), e T (1.8%), WHEEZE (1.5%), {#ft (1.1%), IjE GOT E&H- (1.1%) @
BERERGPHE SN

ZOSYN &5 ENT=/NEBRED H B 1% XUTFNLL FORE SN TV DEEER IR NBEED
HDE—FH L TND.
/NIRRT 2 R G U T2 B INEIR R C 50 & AR D227 a7 ¢ — L 3ERD BT,

TR

ZOSYN & OKEEMEN R T 5D, ZOSYN 52 X A AT O T IZFRD =B
HERL.

THIEEE— TS, MR 5 - Wk sE
M F A A — v o, 2o, i REEIIE, SR ERE, JL I BRI IE
FE—RBIE, TT 74 X —IT 7 4 xR kRS (S a v EET)
JiLe— Ty 2 B R ATE

EHERE— U HEMERE X, BAa
JEJE R O B AR — S TOMERLBE, AT 4 — T A « g v UREGERE, T R E ST phfR
JiE
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/INREBFIZEBIT S ZOSYN OHIREFT AT ANBE AN 27T e 7 — V2 FE
PILTWA EEDBNS.

BERECAEFEER (BRKRBRFTOFA)

EHED ZOSYN (EHHAE T2 U 287 BN USP) 27 2/ Bk L PS5
L 72BN FRIERGYE DR A2 & DM E SN - BRI B T 2 EEREEOZLITIE, Y
G- L OREERICEDY 72, TRROLDORH 5.

MiRFRA R —~F 7 a e ggd, ~~ b7 Uy MEKT, /R E, /S,
TFRREREEINE, MAMERIAME, AP ERB/E. ZOSYN 52 0F 5 [ R K OVGF HRER)E
DiFwlatETT, BE#EE, & 20E, 21 HELL EOEMREOLA TR A LT,
INDORETIE, BEEZFIE L. 2FER BB, mE, BEXE) 20 LE6Abd 5.
M IREEE— BT — D AT A NG, 7'v b B URRER, o hae R T T AT
O RFE D IE R

JFHEGE—AST (SGOT), ALT (SGPT), 7V h UK AT7 72—, B U/LE LD
=

BHERE— s 7 V7 F =, MKIRFEHED L5

SR — 2 R0 R, MR, ER

BRTTRA & SURERETIL (5 FU YA, WY UL, BT AORNETED),
IR, X N T AITT T I Oy, KT, y-GTP L&, &4V ¥ AffE, KO
H L RE AT

WOHERIES, PIPRACIL® JEHMAENT U L) THE STV,
FE—miEOIER GEE, EWHEEROEEZSHR)

BT ) RIS BN MERRHERE O BE TR T AR BN ORI O R HMEE ERICBE L
TW3.

BERS

BT Y UNE NG Z AR ERGICET AT IRGEHRE R H D, El, MEH L OV
EELINLA XN FORESET, BFEOHEAECLHREINTZLOTHS. HEHAE
KO REOFHELZIT) &, MRHBEESKBEZFHERTLHIZLDHD FICER2DH D
5.

TBRITEE OFKRIERICE Y, XRMRORHEN /b D725, BT U 6 LLIT
H R B ORGP T IEENTIC L > TR T &R 526N T& %, 33715 gDt
RT N UNE NG B ANOHEFREZIZ, MBI L > THRESNDIERT U UKD
KN B ADERT, FNENR31% LK% TH-7- BRREEZOEEZZMH).

A& - AE

ZOSYN % 30 23 [EILA ET T, FIRNEZ S35,

AT ZOSYN D » 1 B AEIE, 135 g T, 3.375 g & LT 6 Frfifmic &% 59 5%
(1209 BTV 159 Z N7 X L),

BN A2

W BRI B3 & HEE L7236 OTR#IX, ZOSYN 459 % 6 FEf#/EIZFt 189 (16.09
BRIV R0gE NI XN EREL, TR ECRHRZ O L CBI4AJ 5. Pseudomonas
aeruginosa 237 SNV S AT, 7 X BB ARZ Mk 57 5. P aeruginosa 73 4B < 4
o T2EI1201E, FIREOHEHZ LY 7 2 A Z IR L TRV,
In vitro T B-7 7 ¥ AHUAEWMEIC L 5T 2 BEHHRORIEMEALIZ L Y ZOSYN Y7 2 /il
PRI 2 5T 22 205, 7 R E ONFRBIEOR =D H 586, 73
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Y v FN

1.6 SMENZ T DR ILEIZ B4 D Bkt

J R R L, ARLTbhcIlckET 528 (R, EUHEERZ2R).

Y FEEM S TOT I BER & OFRIFFR G OW T, S 7V NIRRT A -T2
EDTA & CHAEME L7 ZOSYN 1E, FTRoEdi#ofM Fcons o7 I/ BRI Z v
TY FEZ2M -T2 EAGEIC L RGN AREIC R 5.

LLFOT 2 7 BlbER & ORI 512899 5 551513 EDTA 28 A5 TUW e ZOSYN (ERS
) UIR VI R L) BENITEA TS Z ENTE R, £, Galaxy KD ZOSYN (2
DNWTHEHAT D Z N TX 7. Galaxy BHID ZOSYN (2 DWW T OFERITIRSA SCEE SR,

x4
>3 B ZOSYN & | ZOSYN &S | 7 X/ BoRE(A) P> A LGS
) " (grams) (mL) (mg/mL) AR
— 0.9% DT MU 7 AN
Amikacin 2.25,3.375,4.5 50, 100, 150 1.75-7.5 13 5% |
Gentamicin 2.25,3.375, 4.5 100, 150 0.7-3.32 0.9%DHE LT ~ U 7 A

*R A4 OREHEILT I EEEROSEI®RGREIZESH TS (Amikacin D55,
10-15 mg/kg/day % 1 H 2 Z3E(#% 5., Gentamicin O34, 3-5 mg/kg/day % 1 B 3 4yE#5.) .
Amikacin, Gentamicin ® 1 H &5 &R E 3 FFiE P RREOBRE 28 2 5 5 TEDTA 2 A
S TW% ZOSYN & Y FEZfl > TORIBFRE ORI OWTIXRHE L TWh 7w, i
Mk - HEICOWTIEENTNDOT X BFHEDTRA STE A B,

ZOSYN X tobramycin & 13 Y FE 2~ 7= FIETHRIFHR G35 Z L1 TE 20,

ZOSYN & ZDfhd 7 I/ Bl R & OFRIRFHRGIZ OV TIEMESL LT, ERIZEET 72
ZOSYN D&, FWikEE 7 X/ BRI, ARIEO 0 Y 48 2 il o TR 523 T6E
REMNTHD. R, ERRICETEUANORIETY FE o TR G35 &, ZOSYN
DT X ERERORIEMAL 2 2 RN H 5.

BRE

BMABE (VL TF=r 7 U T T A40mUASLLT) Tk, ZOSYN (EHAE LT o
U3 B 5 USP) OFEET D856, FEEOBMERERERE IS U CHEOMEL
79, 72 EHEREZ ORI DN OBRE T, A= —0EIOIZE L TT 2/ Bkl
ROREZRTG L2 iE e o220, BREREICHLE SN S ZOSYN © 1 H &% kD
WZRL7z.

BHEEERVEHREETEEICETS ZOSYN Dt ERE
(EXS VY UIZINI L LOBEBREEE LT

BHE VT F= T UT TR, mL4Y) EFIGE (BRI B AR
>40 mL/min 3.375 g 6 HF [ 4 4.5 g 6 BF[ 4
20 — 40 mL/min” 2.25 g 6 HEfEfi 3.375 g 6 K1
<20 mL/min” 2.25 g 8 W fi 2.25 g 6 HEfEfi
BN 2.25 g 12 ¢4 2.25 g 8 Il fE
CAPD 2.25 g 12 K1 2.25 g 8 Wi 1

"B R T CWRWERED I LT F = s VT T A
TN O RIS MEGENTE v > 3 v D%IZ0.759 2T 5.

MEENTBHE T, SRS EIZFENIR U O T X TOBICEIZR LT 12 RIS
2259 TH v, BEAiZ TlE 8 FEffIC 2259 Th 5. MIKENT TITI G- ED 30~40%7 %
EEZNDH7=8, ZOSYN 0.75 g DIBINE5- & MIENT B IZBIT 2FNE TRICKNETH H.
CAPD H# 2BV T ZOSYN OENNFEEIIRETH 5.
eI
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D ZOSYN OFHHIMIL, 7~10 HTHD. L LBENRICR LT, 7~14 BR
HELEE NS, EoBEBICRLTYH, BEMIRNIL, EYORRE & BE ORRRT K O E 1Y
Balc L > TR ->TL A,

NRBE

1% 9 o AUL R B S} OV U TG DR 40 kg Aii O B HERE E 5 72 72 31T 5
ZOSYN OHELEFAEIL 8 B fHICAE 1 ¥/ 7 440 100mg 27U >/125mg %>/
NI BERETH. HE% 2 » A 9 » HETO/NRBEIZEIT 23EYEEET VIcEES<
ZOSYN OHELEFAEIL 8 B fHICAE 1 ¥/ 74450 80 mg EX7 U /10 mg # V'R
JHENETD (AR, NEOEH, EREHEEZSR) . KE 40 *v s 7 L0 Lo
BEREIE T 72/ NI IIR AR B2 59 5. B EO/NBEZ IS5 ZOSYN O
BEFH BT\,

ERDT-D OREKR CFHRICET 25T
#FIRAN 5

W DA T JAZONTUE, HIROEASFHEAMRE S mL TERT U 1 77 4540
? ZOSYN #Fi#l4 5.

2259, 3.3759, 459 ® ZOSYN # 4 410mL, 15mL, 20 mL CHi#4 %.

iR T 5 ETLLIES.

SIRANA T OVTRZRESICER T2 2 &, EiR (20~25°C[68~77" F]) T 24 FREf#LL
EE L7, b LITmEE (2~8°C [36~46 " F]) T 48 FRMLL BB L7, /A LW
B RE SR A U RS R

A TR A A IRIR
ESH 0.9% kT U oA
TS A
5% 7 K7 Bk
HrER R A= B R MR ik /Parabens
A 7R BE /K [Parabens
TR A AR L LT L3 — )L
MR KR VT v a— L

LA ZOSYN ¥AHRIE, TreDmE & EAAIRIK CEICHART 2L ERH S (LYK=Y
DOHEERFEIL 50~150 mL TdH D). 30 43LL B CaEd 5. A, oo miEiki
kg5 2 LA E L.

A EE A AR
S 0.9% b MU oA
S IR
5% 7 Nk
6% T F A b7 UAFRIEIR
FLEE ) U4 ILiKIE ZOSYN FIR&Z (EDTA EH DB L 1= ZOSYN O EA AIHE)
P [E G 72 ) OPRETER AR K ORKEIZS0mL Th 5.

ZOSYN [T AMEDHESL L TR WD T, S8 TN T oK S EA LW D
L.

ZOSYN I ZIRFEKFE T NV U A DHEETIRRT R OFE L L pH 28 2 DI+ Crifbs
HINIARLZETHD.

68



V' v EN 1.6 AMENCET ARSI T 2 &6

ZOSYN (FMIEHRIFI T T N7 2 KB IN 2 72N 2 &
ZOSYN #5-121%, ATHARS AR 72T 52N TEX 5.

AR ZOSYN D Z2EM:

ZOSYN IE, AT AWK CHB I NTGE, TIAXIIT T AT v VKGN TLEET
D (FT7AFT v VEYERER, §E NNy T, Fa—7).

FHAAL TOVTIHEEZEDICHERAT D 2 L. EiR (20~25°C [68~77  F]) T 24 K,
e (2~8°C [36~46 ~ F]) Tl 48 FefILL L& L7, i LW i3 gk i3 avsy
THZ L. PHEEONAL T IITERE LW &

FE Ny SN TOLEMERBR T, 24 FFSRIE L OV EJE T 1 8 B E % O L2022 E
M O, FRARNERO pH K OVEIROERM) 23R EI TV 5. ZOSYN IR FHI 2 & AT
WU, ED T Ot 72 E B EORE S LETH D.

FRICBWTHITHAEREEAAR L 7 ho ZOSYN 1E, 12 L E Th-7-. £ E5&E
AL, 375mL & L<iX25mLIZ/25 K9 ICHIRT 5. 1 HoyOBRGREKY, BEIC
W RGERE FEEASY 7L LTI — M) v ) BT L. RERMIEE o R
W ICRESNT=ATH O ST ERR L 7B S 5. ZOSYN OZ2EMEITAITH O S
WEHERR Y T2 L D5 L - THREZZ T e,

IR L R ana i) & XTIV o b, G HRAIZ BHIC L0 R IRE & B a0
ED DB ORT CHER T HRETh 5.

a %
ZOSYN (FEHH TV /2R & 5 USP) 13RkD X 9 7ealdk.
ZOSYN 2.25g

IR TNE, BTG Y 2gIlHSTAERT Y U F R AL Z YR 2025
WSS DX R ZLF N T LEER. 1347V hY 7 A 558mEq (128 mg) %
.

146 10 /31 7 /LA Y —NDC 0206-8852-16
ZOSYN 3.375 g

LA T, BRI Y U 3gIHSTHERTY F hNU T A E XY R X L0375
QICHIS T X I NI X LF N T LEER. L3 79~ Y 7 2838 mEq (192 mg)
A

146 10 /31 7 /LA Y —NDC 0206-8854-16
ZOSYN 45

LANAT ML, BTV A4S T HERT Y U NI D AEX Y NI 2505
WAL T DX R ZLF N T LEGER. 134TV hY 7 A 9.39mEq (216 mg) %
.

1% 10 /31 7 /LA Y —NDC 0206-8455-25

ZOSYN @& /N A 7 Wi, SRATNE=IR (20~25°C [68~77  F]) (CIREFE S ==EN
THRFTDHZ L.

ZF Dok

T ATy VRIS, FRGE, WE, IERBWERIE O A -7z Galaxy &% (PL 2040
TTAF v 7) ADDZOSYN (EHAE T U ANZ Y RT B L) ORO XD IpikE .
2259 (BT U 2gIlflSTHEXTL Y F R D AIZ YR 250259 2%
HE Ry ZAF R L) D50 mLIRKHE. 1 AT U 74558 mEq (128 mg) Z&
A. 155 248 A H —NDC 0206-8860-02
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3375 g (BT U 3 gIiiYTHEXRT Y T MY T AIH R X 50375 g IFHY
FTHEY Ry ZLF R T A)DB0mLIAK. 1A% F MU A 838mEq (192 mg) &5
. 17 248 AW —NDC 0206-8861-02
459 (XTI U AgITHYTAERT VY T MY O AIZ YNNI Z L0594 T 5
2R B AF Y TA) 0100 mLIAKE. 1A R Y A 11.17 mEq (256 mg) A&
A. 1% 128 A Y —NDC 0206-8862-02

Z DD EEE

FFIR L 7 XA T IV AN OFyRD ZOSYN (FEHA RT3 %37 & 2, USP)
DIRD K5 7204
BT 36 gICHYTAERT VYT MY D ARONE NI B NASgICHY T 5 X
IR B BT R TAAD D A05gRABI ST N TV LNV S T IVHF R oA
100.4 mEq (2,304 mg) % %4 . NDC 0206-8859-10

5| FAXRR

1. Clinical and Laboratory Standard Institute (CLSI), Performance Standards for Antimicrobial
Susceptibility Testing; 21 Informational Supplement. CLSI document M100-S21. CLSI, 940
West Valley Rd., Suite 1400, Wayne, PA, 19087, 2011

2. CLSI, Methods for Dilution Antimicrobial Susceptibility Test for Bacteria that Grow Aerobically;
Approved Standard—8" ed. CLSI document M7-A8, 2009.

3. CLSI, Performance Standards for Antimicrobial Disk Susceptibility Test; Approved
Standard—10" ed. CLSI document M02-A10, 2009.

4. CLSI, Methods for Antimicrobial Susceptibility Testing of Anaerobic Bacteria; Approved
Standard—7" ed. CLSI document M11-A7, 2007.

DIASTIX®(Z Bayer Healthcare LLC DB E:FEIE Tdh 5.
CLINITEST®iZ Siemens Healthcare Diagnosis Inc. D &4k paiE Cdr % .
Galaxy®!3 Baxter International, Inc. D B 4kpGHE T 5.

(& RE]
www.wyeth.com
TEL : 1-800-438-1985.

LAB-0446-3.0
Revised May 2012
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PIPERACILLIN/TAZOBACTAM

PREPARED BY PFIZER INC
|
L
PIPERACILLIN/TAZOBACTAM

CORE DATA SHEET
VERSION 22.0

72
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V' FN 1.7 FIFEREZh G — BT

1.7 RERM&E—ERX

AE (Vv FREH 225, VUV FEM 45 LYY U Bl A SRR N v 7 45) WWONT
FFEEZ LD A v NP ANA 710259, A XU AL 71059, A v A H
Xv h05g MOEFH~FE—L%059, HEHHYFIE—L"lg, vF T — L QTN
Ny 719 ORNEE - ZhE, AL - HE, A EOEESEER LT-LIOR L. ks, 2014 4F 11 A
BUE DU SCEZ Az,



v FN

1.7 [FIFE A Bhin — Rk

®1.7-1 RERDS—E

WR5ed |V eREM 225, VUV oiiEM 45, VLU LA EIENE | A B RV NA TV 0250, A RSV T 05 ERMY X E—4%05 g, AR IE—L" g, vHR Y
iy 7 45 g, ARAVUERENF Y | 059 — LURIMEHER S Y 7 1 g
—IREVTR |2 Ry BN, EF ) K A B AR DK 7 = v LAY
=14 RMEIE A TS K H AR AR IR A S T YAV w A — RS
AFBAEH B (200847 A 16 A 1995 4£ 6 H 30 H 1995 4 6 A 30 H
iiﬁgﬁ TS5 B R 20044 9 H 30 H 200449 H 30 H
MR | EEERET - —fRERE (FKA) : 20044E 9 H 9 H 2007 “£ 6 A 29 H
FAH CRRYE N 2013424 A 4 A
c REYYE (LHRKAR 292D 39 ~DOFE, (LIRM:REE
P) B OFEEAELT T ER Pk i 13 7358 A 1 R
By | s 3, A5 A R AL A R
1B AE PV ER ER IS N A7) AR BKFAY) 7w B LR
Y - &8 | Vo gt 225, VL ofk i 45
R 5E & YV R e 225 /v e 45 IR 72 4 [ Ao~ 7L 05 9] An~SU il M 7LV 05g HRot4 TR~ =4 059 HHfl~F L E—A1g
A [£5 7 70 Coi (<55 T ks o) | | P o EA
VM) | BT ) kE20g <7V KF40g AR 11 A T R DR A T R Ik 7 - v LI 05 1
FmMM Di\ﬁ&?f”%% ] W_L'\m)mg KRS M) 7LD m ;ﬁ\ fﬁé\é i@ 0257;/(;;% AN/ 3.5:(77;/@?]} RE VN7 7]@[]%3\% g (i) g (i)
£ - SLF ARaiE LD B~ A EOSUTMAR QBT A RN W | e N A 52mg W N ¥ 4 104mg T L7 ¥=1036g L7 A ¥=1 0729
VEL) MERRBIALE LR LT %47, DRREREIRC K0 BB | T 3 | Ffa i e e B AT
HARKOKE LTHE LTS, -
VA SRS 745 o 7 A AR b 05g
W% T R AR 7 45 Foh
RS -8E ¥/ #2405 g (Ii) ROER P _ b= ‘ T _
Wy bd) | TV okFIA0g (1) TERHA B AEPRESE
ﬁf“%‘ EM® kRS hU 7 ATD 789 mg CRESARE - 90 )
& - S AR L CTHW BB~ A G B | 1%y MRA TSR LKW _
@bﬁéggi@?ﬁigﬁ%iﬁéiﬂdﬁﬂ Sy B 059 (i)
wegms H Js R 100 m M W | R Y UL 10 -
AREEH (T2) |10 mib sl 1) & 209974) | | g - = FEFR A 100 ML (100mL
G:l) VAIRAIBNAI E UCHER LTV 223, BRSRLERIC K 0 RER & = - ':Piﬁﬂﬁ‘l\vﬁboggé.\ﬁ)
HARUAEL LTHRLTNS. VI | BE~DOREOR R o
@?ﬁﬁﬁ%&u IEEIBIADRSIR
BIRE - E | 1. — BRI 1. — BT 1. — BT
<E I HE> (B EE) <BRHEE>




Y v FN 17 AR an Bk
Woed |V v rofE 225, VU VeftE 45, VY 2 A RTREE] A BRI SA T L 0259, AR SUTE AL 70 05[EHY ¥ E—L%05 g, EHAFIE—L"1g, vF Y

ANy 745

g, Au_XUPHiEAF¥ Y b 059

— AP EEBEER Ny 7 1g

AFNEED T RO EREE, LoV EREE, MRERE, BEkE
B, E77%7 (T3 A7) 27—V A, KEKE, ¥k
oy E—jg, JVITVETRE, moTansx—E, k7T
TR, TarvRg, TabeFouT)E, AV IV UV,

FIRE, 7V R M E—JE/, XTI NANLT hay hRE,

JBRARNI YL (IBANIVTLT 47 4 N ERL),
Ry TFuaAL TG, TLRTIE

HEIE>

FRIfgE, Wige, Bt
fH3E%R, A& %

2. ZBEMEAF PR AE

P

. BUEMEREIDEYE, MERREYE, MEIEPINRTS,

AARRLICEMDOT FORER. LYYRER., MiskdkE.
BRERE, BEXE, E59€5 (FSVnAr3)-HhE5—
YR, KBE., Y ARV E—R,. YLITLISE, TV TA
NHOR—B, ES5SFF7R. 7OT7F9RE. FAETFULTRE.
AYVINIUTH, Ya—FEFTRE., RBHA., N—I LT
Y7 -7, N9TFOLTFREB. FLRFSE

CGRERHE)

RInfE, FEMRBBRAE, Y/ - YRk, sMe -8
BRUFNAISO-_REE, IIFAFAEES. sk, BEE%E.,
R (RHARRSEZESE). Mk, MRS, B, 24T
LR EO —RBL, HEEERL, BET %, REk, BEE
%, BE %, HEE FERARE FEMNRSRER. FTEEES
., CIRERES, BA% (2BEREESE). PE#. Bl
RS, FEEEDOBERY, T

2. REMEFPREAE

I ELICBRMEOT FORER, LUoYHREE, MAERE,
ESO9ET (FSUNnA3)-H45—JX, KEHA, A
NOB—&, JULILISE, ToTaAnI 44—, v5F7
B, 7a79RE, ELHRS -ELMH=——, FOEFVLT
B AVINIVYHE, Ya—FEFRE REBHE, /\—0K
WFYT7 -7, AT/ bAKREFR (FUFEFR) -
TILETA4 YT, FORMYE—B, RTIFXA LTy
HRAE, N9 T4 FRE, TLRTFSE (FLRFS - EE
7 &k <)

< SERHE >

BnE, FEMRRBLE, /ME - RERUFHASO_RE
% IMEARREE Ritdk (RREARBEESE), Mk, M
B BUERIBFEOREE, HittERx BEF%E,
AINLRRS: (SfEfE, BitiE), HEHR EENES, BE#Ek,
BE& FEABRE FTEEHEOHL $EH# FIMEx
2. REEFPRBE

ZNHE « TR
R 5 fl
A EorE

1. AAlOFEGICEL T, FAIE L ORZE2MR L
B-lactamaseD B 5:78 % 2 H AL, AFNIEPEDE R E IZ L 5
SIELL EDORRYIE CTH DA STH L.

2. BREMIFPEREAE

(OAFNX, LT o250 2w TREICRFTHZ L.

- 1 BEIORIIRT38°CLL EDJEER, I 1R LL FRF§E9 2 37.5°C
PL D3

« L P ERELASS00/mmP AR O 85 £ L 13 1000/mmeAHE T500/mm?
RIFIZIDT D Z LB TS DA

(2)FEBPELT BRI E D BBE ~DO AKX, ERNSOH A
NS4 A BIL, ARBOIRIRIC 572 R B &2 Hr o El
Db & T, RFNOME Y &I S DIEFIZ DOV TDH
Ehi+ s L.

(3) 7 ENPELT BRIV E D BB ~DO I BTz - TE, AHIEE:
RN OME 2 EMiT 5 2 & EREAVHIF L 72
W, ARHIR GO LM AR S 2 L

(4) 78 EELT BRIV E D BB ~O I Bz TE, AHIEE:
O BARARE I D FEAE T & D i T ERE S BRI SE CHERR T X 7
WEAIZIE, MBI O PR A i kR L CHEET D 2
&,

SRV ST ERIR AE
OAFNEZ, LT 2 &bz mizEc s+ 2 &,
+ 1 [A ORI T 38°C LLEOFE, L 1 BERLL LR 2
37.5°C LI L3 E)
- BRI 500/mm® AT DA . X 1000/mm® A T
500/mm® RIS 5 Z ERTHSN L BE
(2) 78 BV AT BRI E D B ~DOARF O R 1, BN O F A
RI4 %S, ARBOIEIEIC 455 7B & Hr o E A
Db ET, ARFNOE AN EY) & CPIW S D IEFIZ DOV T O &
T 5k,
(3)FEEMEAT HP BRIV IE D B ~ DI & 72 - Tl AHIE -
AN MEE B EORELS BT 52 &, RREIHA L7
WZiE, AFIEE SRR O LB R RS L
(4)FEBPEAT P ERIBVE D B ~ DI & 72 - Tl A HIE 5
O BRI D FRIE C & 2 4F PERE DS B AR SE CRER T X 720
LA, AmEREO A F R S L CHEET D 2 L

SRV ST BRI AE

OAFNE, LT 2 &b 2mizEic s+ 2 L,

« 1 EIORKRIET 38°C BLEDIEEL, x 1 BERLL ERRET 5
37.5°C LL L3 E)
< AF P ERECAY 500/mme KT O A, X 1,000/mm® KT
500/mm® KI5 Z ERTHSN D BE

(2)F8 BV AT H BRI E D B ~DOARF ORI, ENAOH A
R4 2L, REBROIBEIC 53 7288 % FF o ffi D
b & T, RAIOMEAAEY) & HIEF S U DEEFIZ DO WNTOHRE
4 sz &,

(B)FEBWELF P ERIEIT X U, AFIE 59 H568121F, KA
BeGaiic migts s s £ 2 2 &, ERES A LRI
X, AHIB GO M A R S L,

(4)FEBWELT BRI E D BRE ~DOERIZ B 7= - TS, AAFIE 5
D BRG] DFEIE C & 2 i PERE DS B AR R C X 7
WA, BmMEREO ARk E L CHEET D 2
L,

Mk - &

VeI 225, VL of ] 45

1. —BRREE

- Bumfie, Fhde, RERES, MEREMIESE, EEHARUBESEROGEE
WL, RACIEE S AN B L ERFL YL LT, 1H45 g
(Of) % 1 B 3EEREETS. Migoms, R, Rk

AHNOMERICER LTI, REMB% 3 A2 H L L LTS bITHE
Bet G- EENEE L, G IR T L 0 s 2 A B v A%
ADNEPREEATY 2 &,
1. —EREAE

OfbHRtEREE % LS O — iR BERIE

FEIOERAICERLTIE, BEMBK 3IAZHPTELTE SIS
REEErREMIEL, BEPIER (XL YEYSHBFICEY
BADREIMERETSI &, SIS, FHOREHFEIRX, &
AlELT4RMRET S E,

1. —REBERIE




Y v FN 17 AR an Bk
Woed [V v o 225, V2 otk 45, VL A R A o XU PN TV 0269, A BV T4 05 ERY ¥V E—A%05 g, ERAVIUE—LA"Lg wFoE

ANy 745

g, Au_XUPHiEAF¥ Y b 059

— AP EEBEER Ny 7 1g

IZIECTCLHARNCHEETE S, KRR
WCHIRNES 22 L HTE 5.

W, /NI 18] 1125 mg (JIffi) /kg & 1 B 3 [B1SEE:
W5, B, BREKSUT, BRICHERNERT 28
T& 5. £z, SR, REEICISE U T 1 EERS &2 EEHET
X5, 720, 1EEGEO ERRIZRAICEBIT S 1E 459 (5
fth) ZEB2ZR2NbEDET5.

- BEBRRBRUEEMEBEREDISS

WE, RAICIEZE S AN AN - ERFL YL LT, 145
g (Of) % 18 2 FEAREHET 5. ER, RIS TLTL
HI3ENZHMETE A, 2B, LEINUT, BERICEHIRNE
M4z b TED.

W, NRICIX 181 112.5 mg () /kg % 1 B 2 [B]S5EEE

ek, MEIZIGUT,

T2, 4k, REIDSUT, ERICHIRNESNT 2L 6T
5. E£io, JER, HEBIOSCT LR ELBEEHE TE

B, B, FEWR, WIS CTLHIEICETE S, =
2L, 1EE5ED ERIIRAICKBIT S 1H 459 (Fiffi) %
B2V bEDETH.

2. BB AT IR IE

W, RACEE AR ZN T L LT, 1[H 45
g (Jiff) %18 4FEAWHETD. 2B, LEIISCT, &
BRICHIRNERN T2 26 TS,

W, ANRIZIX 1E190 mg (Uifi) /kg & 1 H 4 [BLEEEHE S
. ek, MBS LT, BRICGHIRNENT2 22 T
5. =L, 1mEEEEO ERIFRAICEKIT S 1E45g (4
fth) ZBxRVEDETS.

VUGB E RN Y 745

1.— AR REEE

- BulnfE, Ahge, MRMEd:, MEREERRE, BEXARUBEEXOES
W, A AR B LR YL LT, 1H45 g
() % 1 A 3ESHEEET 2. Migogs, ik, fHE
IZIECTLHARIZHEETE 5.

W, /NI 1A 1125 mg (J)ffi) /kg & 1 B 3 [BETEE:
W5, 7k, JER, REICNUTLEESE2EERET
5. L, 1LEERSEO ERIZRAICIIT S 1H 459 ()
i) IRV bEDETD.

- BEBRRUEEEERXDES

W, RANIEZZ S NI B h 5 LT, 1H 459
() % 1 B 2 [ESHEET 2. 7ok, B, HREICET
T1H3MEICHBETED.

WHE. RATIEA AR AE LT, 1 H05~1g (Jiffi) &2
~BENZHEIL, 30 2 PL Lo CHE#ET %, 7ok, Fi -
JERIIES U CH T 525, EIE « SHATERYYE I, 1
1g (fiffi) #ERELT, 1H3g (Jiffi) THETHZ L
NTE B,
WE. MR AR AL LT, 1 H30~60mg (Jffi) /kg
Z 3ENZAYEIL ., 30 0L B CTHEEEET 5, 2k, Fif -
SERICIE U Ol s 5 2%, HIE - SiAMRYWEICiE, 1B
120 mg (i) /kg ETHETHZ LNTE D, Z7ZL. A
IZRIT D L AKRKHE3g Ul #8272 e T2,
(OF[4/:- 13- -3
W, RAIZA TR AL LT, 1H6g () & 3EIC
EIL. 30 LA LT TRIEFHET 2. 7eds. Hln - IR
G U CHEERET 5,
WE, NI AR AL LT, 1A 120 mg (Jiffi) /kg &
3[ENTHEI L, 30 Ll BT CEMEHET D, 7ok, Flb - iE
PRIIEC CTHEEWERET D, 72720, RAICKITD 1EHEGg
() IR & ET 5,
2. SRBMEIFHERR DG
WE., AT AR LLE LT, 1H3g () % 310
WZ53EIL . 30 3 LA BT CAifERET 5,
W, NIZIE A TR AL LT, 1 H 120mg (1) /kg
Z 3[ENTHEIL, 30 L B CAEMEERET S, L.
MAICEBTD 1 AHE3g () 2822l éd2,

BERAZE, ERICKY 1H 1~29 (Affl) #2E(Z%
BIL, MERPUISRXEAERIET 5. 4H, HAMXXTE
ERREICE, ERICHCT1IHER 49 (Affi) TTHE
Lagl’Ed %,
2. BREMLF BRI A GE
BEERAICIE, 1H 49 (Afll) 2 2EICHEIL, ##IRAE
SXERFERET S,
BIRPCEISHOEEE, ARIHAK BREERIEANIZIAR
TRy EISKICHEREL, BRSEHRT 5.
F AERSIOBEE BR BRERXET S/ BEFL
EDREIZMZ T 30 2~ 1B, T TRERTT S,
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T5H. F, ER REOSUTLERGERLEERE TS
5. ¥7-, SEIR, HEISUTLIHIEICHMETES. 77
L, 1EHEED FRITRAICKT S 1R 459 (Hfl) %8
2RV HEDET S,

2. B ST BRI A E

W, RACEE AR ZL - ENF Y L LT, 1[F 45
g (M) % 1 H 4 FARSET 5.

W, ANRIZIX 1E190 mg (i) /kg & 1 H 4 [BLEEEHE S
5. =L, 1EESED EBRIFRAICEKIT S 1E 459 (4
fth) ZBxRVEDETS.

L - &l
R 5 fl
A Lo

VeI 225, VL ofE ] 45

1. ffigs BE D1 ARNE 5T dh - > TIE, BIE - AT i &
OBEAMZ D 5 H1H AR 536 870 R 2 8K L 45 =
L.

2ARFN OB G, B O T 5 B OEMEVEREIE 2 D85 A1
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140 R, BoffE e OB IR OBAIT21 Mz B2 45 2
LLoed, MR ORBLIEE P <o, REBOIRE LL Sk
INEOHIM DG EDDH L.

BARANTEE, MFEETET D ONEE LS, LW ARSETU
FRASDD > T B IGE % S EHES R EE 22 55121, LB
U CREIRICER RN 5 TX 5.

A4 TBFERERE AT T, A0 o0 B AE K O AUC DB INAYER
D HA, MHEERE AT 50T, BHSREEE ORI ZS LT
Beh5E, REMBEOHENLETHD.

VUGB E RN Y 745

LR BEDLIRARR 5T - TiE, BIE - HEEOTH i KL
OBEAMIZ D 5 H1H AR 53870 B 2 8IR L4 5 2
L.

2ARFN DGR, B DR T 5 B OEMEVEREIDE 25 D85 A1
SHE, Wk, MRk, MEEENRE, MH3gs%, HER, %
EAVELE T ERISAME f OV N OB BB, BHEMERS IR DA 1
140 R, BoffE e OB IR OB IZ21HM 2z B2 45 2
LLoTep, MR ORBLIEE P <o, REBOIRE LL Sk
INEOHIM OB GIZE EDDH L.

BRI A T, A0 o0 B AE K O AUC DS INAYER
W HIL, MPEENERT 0T, BHSREEEORE IS LT
BeH5E, REMREOFHENLETHD.

VEEEDOH L BE TIL KREE B LICARROR 5 8% S
MR Z ST 570 L, BEORELZBRE LR oEEICES
FToHZE, (MEELS ), [EYEE] OESH)

Cer 7% 50 mL/min LA T OB fEERE (RN OR5E, &5
RO H %

Cer (mL/min) Bhg, &5HR
26~50 1B OS5 EE2HEET
12 R s 5
10~25 1E S0 OB EE 12 12HEL
12 BB 5
<10 1E S0 OB EE 12 12HEL
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KT VLTF=2 I UT TR
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Bl LRSI R L EROAR LV ELGR/NBOKME
DEREICEEDDBE,

(A Vi,

WOARFIOE IS 7= > T, THEREOREEZFL <, R
L U TR M2 MEZR U, YRR DIRIR LB e/ NB oI R o
BEIZEEDDZ L,

QEFEERE
BREOHDLREICIE, EEEEZHT L), KE5EEEZ D
LR PEEICEETH L,

(MEERS ] kO [EyBiig] omsk)




1.7 [FIFE A Bhin — Rk

WA |V ek HEM 225, VUV efFTEM 4.5, VUGBl A AR EE| A n XU NA TV 0259, A AU CERA A TV 05 ¥ E—4%056 g, MR E—L"1g, vk
N> 7 45 g, Ar~SUCEHA* > ~ 059 — AR EER Ny 7 g

e GO |1 ARIORS TR =2 ) v RHUEDEI R UIBBUE OBEER | (WDARIORSIZE DY 3 v 7 OBERED & % B AFNDOEICE B a v 7 OMEROH % BE
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- [R=2 ) URIUEMEOEG CREPHBLLT UV LV ) #

E D]
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HE LERERE (ROBEIZHKREICRSETSRL) (L)X BRRLKNYICET HEE (D)= RIS LIREUEOBEERE O & 5 B3

W& 7 = 2 RPUAEWE 3 LiBBUE OBEERE O & 5 B3
[avrnbobbhbdBENRHDL DT, +okeflZ %175
k]

QARNTEH, HBICKEXNGE, B8, FHREEDOT LV
=G ERZ LT WERE 2T 588
[TV AX—FRNEHT 2EETWBIELZ L LLTVWOT
Foyiee &41 9 2 &

REEEDH L EE (RSN EEEET)

(B L PR E A Bt 5 O C, $5- B a3 5 Mg 2
b TRGT DL (@ OHSHR) ]

(4)F MBI O AR B 722 B IR N RBORE, RHRIEOE
WERH
[BFERICLYEX I K 2B TERVERTIE, B4
RV K REZIERDHODOND Z ENH DO TEEE /71T
1152 ¢]

GYHIMER DB 5 BH
[HiffE i & BRI 282N s 5]

O)FFEED & 5 B
[ PR E R R T 2B ENRH 5]

(7) =i
[ 5.5 tmE ~0& b OHEEM]

8% - IR
[« h2 QAR ([TOWTIE TR, WENREHR LTV
(M7/NRE~DEE) OHEZM) ]

VG E RN Y 745

1LEERS (ROBEHEICEEEICEE5TZL)

W& 7 = 2 RPUAEWE 3 LiBBUE OBEERE O & 5 B3

[Va v BbobndBTNRHHDT, kst H 2 &

QARNUTEH, WBICKRELNGE, B8, FHREEOT LV
F—EERZ LT WRE 2 AT 5 8

[7 VA —FKE2ATHEETRBUELZRE Z LLT VWO T,
Foy7efi 2175 2 &1

PEEEDH HBRE (MRENITEHEZ2ET)

DA LR, R=V Y VRNITE T = NSRBI
L EUE ORI E O & % B3

ARNIUTHH, BICKE XS, FB. FREEOT 1L
FIERZE D LT WREEH T 5 8FE

MEDHIEED b 2 BFE UL, FalkhEH % O A RE R
EZ YR, THE - ARICBE#ET 2608 EoiEE), T3
WEE] OS]

4) FEDITEEDH 5 BF FEENELT 28R H 5, )

S)ymin# ([EEE~DkE | OESH]

6)itk H I DR B 7 B UM D RB OB . B IREOE
WEE (B2 IV KRZIERBRHSDONDZLRHD,)

) TADADBERERED D VI PRS2 H 3 5 8%
Ut 2l 5 A5 oD PR AR RER 25 2 0 o0, )

QEBRBRIZET HERE (Fv FTREBRIER 100 mL
=E8H)

1)L, IEBREZRISREFE S D b 5 BFE WEBRMLIKEL T2 &
2 BORICEE Z AT SERPE( LT 2 BN H 5, )
QBIEFEDH L BFE UKoy, LT Y U AOWEES (MY

R < IRRPET 28NN D D, )

QARNUTEH, HHICKRE LWL, B8, FHRBEEDOT LV
FERZEZ LT WRE 2 AT 58
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(B)FEBWELF P ERIE DIEFICB W TILL T O Z L ITHER
THZ L.

1) AANL, HFPERBAETH W BN b EAIC
RELTHERTSZ L. [ 1506 - W RICBR#ET 288 E
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Q5% 3~5ABEFTRHASEORERADRRIZIIFITIE
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AR F[AFFUET— FOIA | BRAE A RO ERT =+ R 5. CEBT AL,
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(01| B BENIDBOT, LR HILBR ST £ 0 i
77 ) |oBEBIchETAC . |ERARBT A LD L £
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HEREDS, REWEPNARIE, RRZEJE K ONHAE 5 Ot B i AGR HIES
IRF 3 CORBARRER I 3517 2 RIVE R AT s H14 248641 C,
FIVEMFEBIEIT61.1% (297%1) Tholz. EARBEWEMIZ TH
28.6%, fH2.7%, J£352.1%, Wam: & OE21.9%, ATHERERH
K OGERLANSE T~ 7=, £, BRBRAEEOZLEIZ: L LT
ALT (GPT) F5H126%, y-GTP 5H9.9%, AST (GOT) L&
9.7%, HFRRERIEZ6.4%, AP LH3T7%%THo7-.

ORBEVEATFERBDIE
ERPR BRI 331 2 BIVEFAAHAN FTRESE B4 312961 C, RIMER%S
HR(T411% (B3B)) Tho7-. TEARRNWEMRIL FHI11.6%, AT
SRR 7.8%, K4 U 7 AIMJES.4%, F953.1%, EHEREREE
23%HEThH o7z, £, BRMAEHOLETIIEL L Ty-GTPE
H62%, 71 7F =2 FEH31%, ALT (GPT) LH23%n%T
Hot-.

(WEX%LEIER

Voavd, 7F245F—:vavs, 774 T7Fv—

(PR IR, W BARFSIE, e (BEARE) 252
ERHHOT, BEE ST, BERRD LNZGEIC
WG A2 PIEL, EERLE AT L.

P EHRBIRIFEMMAE (Toxic Epidermal Necrolysis :
TEN), RG¥IEEEMRES (Stevens-Johnson JEMERE) :
R R BAERMARE, BRI R R (BHEAR) 2H 5
bbb ENHLOT, BEEL ST, BENRD LN
AR 2RIk L, EYRREEZITY Z L.

BIGERT 2, FFHRERES, E : BUEF RSO EHERITFK, AST

(GOT), ALT (GPT) o ER%Eiftnekass, & (BHE
) NN ERNHHLOT, EMIHREEZIT S 72
CEEE AT, BESRED ONHA IS E Ik
L, YRR EEITH 2 L.

HAMETFRE, MEMEL  SHETE (03%), MEMEEL

(HERH) SOERERBEEENRHLDLONDLIZ ERHDHD
T, EWMICRAEZIT O 2 EBEE oI TV, BERED
LN SAICITES 2 Pk L, EYRNEZIT) Z L.

SN MERFRAME, REARIBREE, M/NRBIAE, RIMEER : L
M ERPSE, SRR ERE, (L /RSE, W M (R
JEAR  REEN, WAEESR, BT - oREMEHIM, B, PE%) (BH
ERH) "H50bNDZERNHDLOT, EMMICHREZIT
7o BB E ATV, BENED b GE ks 2 F
EL, @EEYRMEERITHI L.

6) &MY KBRS « BIEMERIGRE O MAEE LS EE AR KEGR

(HHETRH) bbb ENHH0T, I, HEEloT

WCEIWERAS, E7=. 399 fl (14.9%) |2 PR WA il oD J 4 25 )
NRD LN, TRb Ok, ALT (GPT) b5 (7.9% : 203 4
12573 f5l) . AST (GOT) L5 (6.9% : 178 511/2573 f51l) . #FFREk
W% (3.5% : 82 f41/2345 i) T o7z, I O kA&
2 5242 i 567 1] (10.8%) (ZERKRRAE O BE L)% & Tefl
ERRNRO bz, ERFEIERIX ALT (GPT) L5 (3.3%: 174
). AST (GOT) k& (3.0%: 155 ) % Th-o7=, (FHHEL
HeT )

ANV R - B BN 0D [ PN B R R TR R R A o0 B

g a G ieRIME D 52 Bk 23 5l (44.2%) (RO BTz, E

REWERIL ALT (GPT) EH (26.9% : 14 f51). AST (GOT)

FH (173%: 9f)) HTHo7=,

NV DR TENE T RABFH A 1210 B 173 41 (14.3%) (CERERRAS

o RE L% &TeRIER RO b, E2RIERIZIFHAE

HE (6.0%: 72 fF). AST (GOT) kH (2.7%:33 #). ALT

(GPT) k5 (26% :311F) HEThHoT, (BHEEK TR

(EIEMERE S o vk - I BEZEE RO ENEERR (RA) T

EERBRE MO R T ES 2 ETRIEMR 5 it 5 BlCED bl

7=, ERBIERIIIFRERE 4 6F) Tholz,

OR MM IFPERFAAE

KRR E TOENERRR (kAL OVNNE) TIRERREMED

SLEEE & ST RIER A 107 Bl 50 51 (46.7%) 12588 B L7z,

F 2R EIE I ZATRERERE E (9.3%: 10 f41]) . ALT (GPT) L 5- (8.4%:

9 ), THi (65%:7 %), AST (GOT) LH (4.7% :5 i)

ETHoT,

(LWEXLEIEA

NYavy 01%EKMW) . ZF7143FP— (0.1%K)
BIZR %+ 0AT V) PRI R, AR, O PN S,
Mo, R, BB, RBiF, @aWi, mEEmE, Sss
DR S B bR SAITIT RS2tk L, WY 0nEs
1792 &,

RHEBTFEENEELCEESE (0.1%K7H)
EWRICBHRERE 21T 5 72 CBIRZ +o AT, BER
BOLNTEA RS2 P IE L, EYRAEEZITY Z L,

BPERFS (HEARUTY) IS (0.1~5%K) . HiE

(0.1%K7i%)
BUERF RS O BB TR, IFHRERES. FEXAHODbID
ZERHDLOT EMMCHREEZIT O 2 CBER A oAT
V., BENRD SRS SARIEL, YR LR
ZITH L,
HBEEMXERXEOMEEFESEELGREHR (0.1%KFH)

FERIFAA 513 1 K OV IR #% g PR 5Bk 213 1)) (23 1) 2 RIVE K&
ORI R T ORERIT 882%TH Y, TAaboix ALT
(GPT) - 313 1 (2.04%), AST (GOT) _I-5- 301 £ (1.97%),
JFHERERE T 170 #F (1.11%), 4FEeEkEZ () 120 44 (0.78%),
Al-P 5 116 #£ (0.76%), LDH L& 107 #£ (0.70%), y-GTP
5599 1 (0.65%) , %% 85 1 (0.55%) , BUN _E5- 75 #4:(0.49%) ,

Zrifn 69 1F (0.45%) % Th -7,

(LWEXLEIEA

Voavy, 774 3F0—KERK (01%K) : 2 v 7,
TFT7 4T RRIERN S SN D Z LR H DD THILE
ZAICATV, IR NS, BT, R, SIS, I
EIE TSNS b oI BEI 3%k E 2 Ik L, B nEs
17952 &,

MEIEME KRR S (0.1%AK0) « (AIRNE KM% O Mf# 2 fF 5 &
BRRKGENB LN Z Enb 5, 3%, RO TRN G
LONTEHEITITE LI G2 P IET 57 EEy) 0 E %
17952 &,

JNRMBFRLE (0.1%K7H) : AMBLRELEOEELEEEND
5D ZENHHOT, EMMICHELZITH 2 CBIERE T
SITATV, BENBD LN EA IS RGP IR L, #EER
WEZATH T &,

4)RIMERF A (0.1%K0H), MEAPIERAE (0.1%A0), M/MRE
4 (0.3%) : PLmERE, MEERIERAE, MRS B
NBEZEBHHOT, EHICHREZIT ) R EBEE I
70, BENBDSNEA RS2 IR L, WY 0
EITHT L,

SMEMEM% (0.1%A0), PIESEMRE (0.19%K0) « T, %
Wk, EULEREE, O X BRMGELE, HERERIZ A0S M
Mg, PIEJEMIESENDH SbND ZENHDHDT, BlEE
FANIZATV, T X9 IERM S S bz a i id&k s & f
EL, RIBEERLECFOERGSEDOEYRAEEZITH 2
L,

6)PEMRRIBRIEBMARLE (Toxic Epidermal Necrolysis : TEN)

(0.1%AKm), REKBIRAE{RS (Stevens—Johnson fEIREE)
(0.1%:A115) « P rESR AESERIIE, R JERG IBIR i (B RE A8
bbb ZENDHDLDOT, BEE 52TV, BERED
SNIBAITIE R 2 PR L, MY RLEEITY 2L,
TAFHEEREE (1.1%), #E (0.1%AKiH) : AST (GOT), ALT
(GPT), Al-P, LDH, y-GTP, LAP O 555 % f 5 T4 RERE
ESLWHEN D HOND ZENHDHDOT, BEETDITITV,
BENRD ONTHAITEEER LT 570 CiE) e lE
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TEE S, PIEREMER  MEMMNX (0.5%), PIESEFERESE
CHEFERB) (RN - BN, ik, RUR RIS, Hods Xk
HH, R SLE) R Lbh b ENRHHDOT, ZDX
5 IER S B b BAIIT RS 2k L, BB &L
EUHIOEELEOMY) REEITH Z L.

SRR B ARAE | S B RE YL & PE O BB AARIE (0.2%)
NHLLNDZ ENHDLOT, FHWE, B CK (CPK)
EH A ORI AT e vy ERERD b A ITIE
Behahib L, @O AEEITH 2 &

D thaEIEA
WOBWERNS bbb Z ENHDHDT, BENBEDLN
oIS A kT 57 CTEO AR AE AT 2 L.

Ble2a 14TV, M. B0 TR S 6 bnizga I
ELICRGE2 P IET 570 CEMye @ E21TH 2 L,

S EfERGiJ¢, PIEEMREE (0.1%K7)
BLEA T3 ITATUN, FEEN, Wik, R IREE . s XAR 2L
BRI 2SN H L b AT EEE I L, BIFK
BARNE CHIO B EOBEY) RE T 2L,

6)fER, EHEEEOPIRARER (0.1%KRFH)
BEE 2TV, 2O X RIERE S Db =EA I
BHZRIET 272 CHYRNELSITY 2 &, FRICBRES
PR EE DO H HBRFISEZ VLT VWO T, #5358
AICRERTD L,

P EMRRIBRIEBMARLE (Toxic Epidermal Necrolysis : TEN)
(0.1%Am) . RIRHBARAEIRSF (Stevens—Johnson fE{EE)

(HERBPY)

BE | BT | Swuk 0.1~5YcHH 0106k | BEE TSIV, SO X MERS S b bR AT
o BI5, HRE, Fo, KB R AE R e R AL, EEUARREEZITO L
S JB T T % 8) AMEBRF A, MERERAE, BOMMERL HERWY), ah
FHRERES | PR, AR, | Ruinf ¢ BRI | M/MRED (0.1%R0)
BRHD, N, MUNH(EE, S| ERIIC MR 21T 5 72 CEEE ATV, BRENR
b A, FRIERED, ~ | R A OONIGEEICITHEGEPIEL, @OR0EEZIT) 2L,
1% DY o N, b, )|ty | O MASKERRSE (ETHIY)
LoSERIS, BHERES 1K Bz 4ty RESRD OnGEIciT&kE L hiE
v L. EE2AEE(TH 2 L,
ALT (GPT) L{LDH -5, AP 5, LU LE (2) zofhEIEA
5. AST|v L5 WD XD REWERANRD bRHAEICE, LEISST, B
i GOT) 15, BRSSO R LEETD L,
¥GTP L5 0~5Y0A 0194 SRR
T W |, NE, SRR, R, | | 7 I, FE HIRE B 2 DR, | BN
MR AN, MR, EeafE, | Mg Tl JE
MR, PIER g *? WERIERIS D, i | I, ) oo%
AR SO HOWZ, IR B, ST,
8 |ER DI, Rl BERES, ~~ b2 Y
B N VHIE b, ~Esa| v Mo, BELY v
fiE v oRb%E 7 SERHBIAE
Eas E43Iv K ek AST(GOT), ALT| ¥
y ki KSR E (GPT), LDH, ALP,
23V BRE LAP, -GTP, E'Y
T VeV, RyBE
B L ~VIETF, HE, REE, BT, V) —=rrok
Z0th MR, 58, BERiR, CK (CPK) | PN REE, H, ayrxzar
15, 7 VT F= B, BUN| i, 55 7RI

wZITH &,
8)FE A R

(0.1%A%) - EaklE

SR, gERE IR

AT B —XAEORBEHRIER N H b Z ERH D,

R R RE RS

R,

QEXGEMER (|EF)

BmMEERMm : ho¥ 7 = ARYPUEWE CHEMMER L &
PNDLTENRESNTVWDHDT, BELE AT, 5

BETHELITORN-TZHEICH L bR

5
FL

WRROONHEICIRGERIE L, BWHRLEZIT

&
N— o

Q) ZDthDEIEA
WD XD IERITRE R H S b HEILE, BE54H
1% 72 EWEG B 2T T &,

TR\ 01%~5%Ai5 01%A5
EEE" 23 D, KO, SRE L
I i, WRERED, R
%, S
e BUN b5, Z7L7F=r k| ijEr ) vhES-
5, EER
[T AST (GOT) 573, ALT |LAP L5
GPT) L573, AP -5,
LDH 5, yGTP bH,
Jey 5
BIERR TR, L Wi, ABREE, N,
TR HED, LU
BRAEE K VHIE, N
ER S RZEE vx 3y K RZER (87
o ha e AE, i
&) EX IV BRRIIE
W G, NP, RENE,
IR
Z0)th 5, AT OROMRR, (i
JEIKT, B, w5 itk

HDZOL I RGAICEBREERIET S

S
&

11




Y v FN 17 AR an Bk
Woed [V v o 225, V2 otk 45, VL A R A o XU PN TV 0269, A BV T4 05 ERY ¥V E—A%05 g, ERAVIUE—LA"Lg wFoE

ANy 745

g, AuXUCHA¥ Y b 059

— AP EEBEER Ny 7 1g

B 7= T BR S D (B, | B BUN, 7 L7 F =R pyvAsmsn
v AMRE, 7 vV, HRA| %8 R ole:t TV 0 L5, REA
IR, JRH7 ROBEEME IR |4, 707 % Fok
oy U VKT, fbE| | EeRs THI Wi, W, MR | BERIR
KT
H3) B IV KRZIER (K7 m ba v e v, HiEm | |25k O, T DRNE
f), B X BRERZIAEIR (GEZ%, ONE, BECRIE, #ik 43y vx 3 KRR
RE) RZHE (A=l N =
Vo A LS 745 @E Hjmgtgiﬁf%r
O— e G, vk,
A T OVBET OB S, WA, B3RS B O Je o @W;}W%
BB N A GR R 5 I & CORR BRI 1 2 B VEH R AT TR W=R ’,\A‘; =1 —
RSB TAB6HIC, BIEII I 3611% (207H) o | | T e L
7o TAREIEIE FHI28.6%, (ER27%, F521%, B My Y UAET, | 2, EAK
OFEEAL.0%, JTHEHE B B OTURLA%GE Tl o 7. 77, 7 ) 7 KT,
B A O Z BT E & LCALT (GPT) L5126%, y-GT CK CPR) EF, 1Y
PE59.9%, AST (GOT) L-5H.9.7%, AfEEEkHI%6.4%, Al-P 7YY R,
EH3TINE T o 7. AP, i REIR
ORBWEATF IR SCAHIN, VR
BEURERIR I 351 2 BIVEETAIG rl B3 12901 <, BIER% I O, P,
BARIT41.1% (B3f) Th o7z, FREWEMIZ THI11.6%, JTF %)
HERE R E7.8%, 15 U » AIMLJES.A%, F&953.1%, BHEgAEmE S, | FEEUMEE 13K BRI F C o BRKRER K NI #% O FA A O F5 R
NEThodz. T, BRREMOE#IEL L y-GTP.LEA | ES<,

6.2%,
STz

(WEX%LEIER

Voavy, PFr245F%o— v av s, 774 7% — (IF
WL IR, WEEERRIE, RS (BEEARE) 2EZTZ b
DT, BEETSITY, BERRED LNGAIITES
ZHIEL, @EERALEEITY Z L.

P EHRBIBRIEMMAE (Toxic Epidermal Necrolysis :
TEN), RRHIEBIEIZE (Stevens-Johnson fERE) :
R R BAERMARE, BRI IR R (BHEAR) 2H 5
bbb ERSHHDOT, BELELTHITATY, BRENBD BN
T2GACiEE S 2R L, EYRMEEITO L.

BIGERT 2, FFHRERES, E : BUEF RSO EHERITFK, AST

(GOT), ALT (GPT) O LFFTHRerE®, #H (HE
TH) BHHbONDZ ENRHLOT, EMNRELIT O 72
CBEE ATV, BERRD b NGA I E Rk
L, WA EEITH L.

HRMETETE, MEHRER SMEELR2E (0.3%), MEMERE

JLVT7F=v E5H31%, ALT (GPT) EH23%%ETH

DR #% O B RS S TOWE OO EERY,
Do X RIER U R E RO bR B 2k
L. HOR0AEETTH 2 &,

2B MMNE L 251256, AST (GOT), ALT (GPT)
O _FRE ORI B AT ORBELN &< 72 DA
BRDOLNTWNWLHOT, RLEH5HT 10 HA#Z THEAE
54284120, EHNICREEITOIREEET DL L,

12




v FN

1.7 [FIFE A Bhin — Rk

[ ongs

VU vekER 225, VU UeRiEM 45, VUl Rl A STEERNE
v 745

ARSI ASA TV 0259, ARV S TV 05
g, AuXUCAA¥y b 059

HEHA~YFE—A%05 9 HEHHAVFIE—L"Lg vFE
— AR ERER Ny 7 1 g

(HERH) ZOHEERBREENHLLDONDIZERH LD
T, EMMICREZIT O 72 EBEE HOIITY, BESED
LINSEAICIEESZ Pk L, EYRREZITH Z L

SRR A GE, MERPIERAE, Mm/MREAE, BOMEM :
M ERP/DE, MR ERE, L/ NRSE, W M (R
JEAR - EEN, WHEERE, BT - REREHIMm, i, FES) (O
FERH) NHLONDZENHLHDT, EHMITHELEITS
72 B R IATV, BRERRD b GE I &k A2
IEL, WERNEEITH Z &

6)aRETE KBRS - (ANME KRS O fAfE % 5 EE R KK
(HETRH) "HobhbdZENHH0T, I, HEEloT
FINRH HONI-BAICITEBICHS 2k L, B0 s
iToZ k.

TEE S, PIEREMER  MEMMK (0.5%), PIEEFERESE
CHEFERB) (RN - BN, xmk, RUR RIS, Hods Xk
B, R ZLE) B LbRb I ENRHHLDT, ZDX
5 IRERD S B b BAI I3RS 2k L, BB &L
EUHI O ELEOMY) IR EEITH Z L.

SRR B ARAE | S B RE B L & PE O BRBUT RIE (0.2%)
NHLLNDZ ENHDLOT, FHWHE, B CK (CPK)
E&, B RORFI A r By EERH S b EEAICIT
Behahib L, @O AEEITH L.

(QZF D fthDEIEA
WORBIERNH S d ZENHDHDOT, BEnidvbhiz

5

LAI3 52 ik d % 7 EiEO) e VB AT L.

B | BETH| St 0.1~5%k 0.1%KH
— SI5, FHIB TR SLEE RE, FE OB R %
BT

IFEREREEZ | B BRI, B PRI D JRTER |t M R (%5
T8 HEERIB D L/ VS, L B, Bt i, H
ik 3 MBS~~~ 27 Uy MR EE % 5
D IFRERIIS, Y o Bk BT
HIZ, MRS
ALT (GPT)|LDH -F AP LR E YL EY
+ H AST| EH
FFF (Gom
Hy-GTP L
bis
— TG [ 2NN R R 1 o B
! SN, 0, 1N, 1R [, T il
KE%ED
AR

13




v FN

1.7 [FIFE A Bhin — Rk

WRoEd |V v eiEM 225, VUV elER 45, Vv Bl A STRERE| A oV RS TV 0259, A rASUNEEH NS 7L 05[HEMT R e —4%05 g, EHHFE—L"1g wF Y
F/Nw 745 g, AnSUTEREAY Y k054 — L GRERE Ny 7 1 g
BXRE U
| NV
eas»ﬁﬁ%f
Rt v B BX
SRR
B U~V T, 2, I 58| BV R T T
35, BERAR.CK (CPK) 15,77 L [ s
20Ht 7F=vFEFBUN L& 7 ® %ﬂﬂﬁ@%
=7 FRAEH Y Y AIE 7 oA D,
— VD BRI RO T AT S VAR
PR YR Ve | FEEET
H3) b¥ I UKKRZIER (870 b e vl B, v
SUBBRZIER (%, D%, AHCRIE, FMRES)
EHED [ 5mBE~DRS SRBE~DRE 5 BEE~OES
EE EEE RO SIS L, AETNCREMRICEET 57 | SHEICE. KOACEE L, HELNCREMBICEET S | BE TIRBRBEME T L TN S Z LRS00 i fp
BEX) | wmEodries B L anbrEic 515 L. 72 L HE OWRE A BIE L AR bIE IR 5T 5 2 b, BT BB E A B 5O T, UH05 gh b 52 HE L
(OB IE TIE—R B ME F LTV A L 3% <, BE | (O@IhE CIRAEBENMEF LTV 5 = 2 A% BIEAR | OIS L, BREOREZ B LR SEEICEET 5 -
ARFE LT VOT, BEOREL HMCBEL, Ml | BHLTW, L,
2259 DE GG BkAT 5 7 CIEEICE G5 2 L. QERETIIE X v K RZICE A HMBAR D b5 D | (ORI, REEDT L L E—FERr O F %5 0 ISRk
QEIETIIEZ Iy K RZIZLDHMERNH bR D 2 ERH 5, DREWER G ST 5,
ERH 5. QDT 7 = ARFAEWEICBWTEZ 2 UKRZICL D i
W23 8 B b L OHER B 5,
LD | 6iEtm, ER BILBE~ORS 4TI, EW. BILRE~ORS 6. i, EW, BIMBE~ORE
EE (IR O 512 B 2 R AMIEHEL L TR WO T, B | (U SRR LT % TTREMED & 2 8 IR O | (LG SUTEEIE LTV 5 iTREMED & 2 8 AITIE, 1098 Lo Aas
(&) IR LT % WTREMED & 5 1 AT IZIER OB E | MARRIEE L2 b LU SN BAICOREET 5 | WAL LES LU Sh 3 BA OB ET5 2 L,
Batkz B2 &OHE S B A OB T 5 . L. EES O 512 BT 5 2 AT L TR, ) [HEHR 02 512 B 5 e PRIz LT UL,
QBMER (5 v 1) THIHP~OBIREE SN TOEOT, | (QE5HIHSAEET SE5 2L, [BWERTRLT~BT | QAFES XL BTSE5 2L, [t MELH~BTT
B3 ot NG BRI A P IS e 5 2 L. THZLEREDLATVS, V) HIENDD,]
LD | 7INRE~DEE TINEE~DEE 7. NRE~ADEE
) (IS AR R, BT RIS 2 MM LTV (B | RHAERER, H RIS 2 2Rz LT, B | ISHARER, AR, 2R, $IR /NI 5% 2t
() B E T 2 BFRR A 200 IO N ERARER L. D AST (GOT). ALT (GPT) F | sz LCurrels (B RERA 7210,
@ - BB (28R ITHOWTI TR, MEARRLLT | ABEHMESK TV, (RHER] OEBR)
OCHEEICHEETS L.
[T 57 58 o0 Bl F S BRER I 2 F ATl © 57.7% (15 311/26 f51),
2 % LA E 6 A T 40.6% (13 41/32 i) T 7]
ENLD | s RRERRICRIET S SERRERECREFTERE 8. BERERRICRETHE
<g§> WOAFOFEIZED, XRxT 47 bRE, 72—V U IRIEE | WT AT —TRIEERIAREXT 47 FRE, 72—V IR | OT AT T IEERS X2 T 47 bR¥E, 72—V 7K
L

DEITTIEIC & 2 RERAE T, BBMEE 23528035250
THEETDHZ L.

QEHEY — L ARG EL R T DL ENHDLDTHEET D Z
L.

W7V =T A ML DIRERE CIIBBEE R T2 2 LR
HLOTEET DL L,
QEHEY — L ARG EL R T ENHDLDTIEET D Z
L,

¥, 7Y =T A ML DIRERE CIIBBIEE R T2 LR
HLOTEET LI L,
QEHEY — L ARG EL R T DL ENHDLDTHEET D Z
L,

14




v FN

1.7 [FIFE A Bhin — Rk

WRoEd |V v eiEM 225, VUV elER 45, Vv Bl A STRERE| A oV RS TV 0259, A rASUNEEH NS 7L 05[HEMT R e —4%05 g, EHHFE—L"1g wF Y
F/Nw 745 g, Aa~RVCEMAF Y~ 059 — AERIEEEN N 7 1 g
@unrtl ) —FUBECEBBIEE R T2 R"HLOT
HEETDHI L,
&ﬁEﬁ@ LBERE OEALEDEE 9. BERE
EE WEEGICE D, EESEOWRIER, &7 Y v AMERRE | Q)8 5R% WEEEEIC LD, SRS, RO ORI Rk A - 9
BEZ) | 2 b3 s. BHCRISAERE BE T O L 5 2R D b | AFNLATERIRAE 1 OB 5 2 & LRb D, BICERERERE TIZ O L 5 RIERNS bbh
bR, B, AARIOMEEREE, MEBHICE Y FIF5| () LTV, b, AFNITMIEEITIC L0 RN SERESRD R
ZLENTED. DRSBTS 5 2 &, 7B, Rtk 2 PRAAEE YL | MBI ITE2) TR,
F LT AYATYH, HRAMAHIRICEIR L84, B
TETIE 6 BEFILINIC, 5°C {R1E Tl 24 BERILINICE 9 5%
Zk,
0.59 /XA 7VHIE & | 2542°C TEARMIRICIAME LT & &
AHNOFEAFF A 90%LL L2 7R U2 BRI W T, THk
W EDOEE] OESM,
DARKIEIRRE . WA SMECEBIAEZ 2T 208, GO
PIEAH DRI LA\,
EHED | Vv offiE M 225, Vv effiiEM 45 10. DD TE 10. BALEDIEE
/fﬁ'n 10 BRALEDEE AR O BE TR, KAOBARRKBICE D003 | O)REER  AFITHIRNESHCOREHTZ L,
FEX) | ()masE o, FAFHICBAT LT < 725 2 L h ., RSO | QBSEE  WIRN KRB L 0, A, MtRIRE &

DA EHEICES Ui E i L TR 2 L. Fe, #
DRPITESHICBR U CIE g oK, AEBERR 37 RO s
BRI L, 1%

RERICIERN 52 L.

2N EEIC oo T, HENAKEFEH LW & GFRDS
HRIZRDRNTED).

MR IR T B 2 &

DA77 2y RRIAEWE (b7 T~ A V%) OIREICK
D, 770 av FRIAEMBEOTEMR T2 &30 T
AFIE T 2, AT TN TN CHRET D2 L.

(2)FRBLHF

1) &2k

OTFRPEALEEGT DL, REMPITETL2ZEMWHLHDT,
Bla L7z k.

Ve AR Ly, YT VR 250 mg, =
=HhV w7 LK, ==h8Y v/ NWiK, 7= §E40
mg

QTRHAILEAGT 2 L, 3FMZETE LW IMEDK T4 2
FTIEBRHHDOT, BAELRNI L.
7I¥y kB, 7€y b XBEE, ¥ 8T,
7 hT 7 —/L# 400 mg, 5-FU 250 Wfn, x4 7 4 U i
250 mg

@ TFRHAILEET 2 L, 3KMZETE LW IMEDK T4k 2
TIEBRHLDT, ThbDHA L OEHEORS T, fl

PIREIR AR & T W Z LM b TV 5,

QB OB EHEERBRICEB N T, 7 v h 14 BRI 5
B Ci%. 500 mg/kg K TF 1000 mg/kg & b IC B EME 2 RIE T S
FTRIGRD b otz, W=7 A4 ¥ o 7 AERN 5
ABR T, 180 mg/kg & U 500 mg/kg T4 G-I —iE D
JREPEEEIEVEE (ALP, y-GTP, NAG) DM Hiv,
F 72 500 mg/kg TILIRME FESR 1RO bz,

(3)7 v b 3 % H RN 2R MR IRV CLAST (GOT)
IR EA2MED 120 mg/kg L E DG TRD b, £,
6 » A@MEEERER T AST (GOT) K ONALT (GPT) L5
D3t 240 mglkg LL E DG TRO LN,

T ZERBHOT, TNEFHTLEOICESHEOR
ORI, VR RS ONWTHAEE L, O
EXTELRETELSTHZ &, £/, AMEHEDZ 30 0Lk
T TEIRICTESR T 5 Z &,
QEASE A E  HRRIECICER T 5 2 &,
NEBEL : A AT — MUK L ELAET S &, BAE
BRIIEBEDNEZ D2 ERXHDHOT, BHEERTDLZ L,

15




v FN

1.7 [FIFE A Bhin — Rk

[ ongs

VU vekER 225, VU UeRiEM 45, VUl Rl A STEERNE
v 745

ARSI ASA TV 0259, ARV S TV 05
g, Au_XUPHiEAF¥ Y b 059

HEHA~YFE—A%05 9 HEHHAVFIE—L"Lg vFE
— AR ERER Ny 7 1 g

BIIE X =Ny 7 FUC LW FE5 552 L.

T LNV ETEE, BT IV S, EY ey F
W, RAT I 2—WiE, 77— FiEK

@ FFMAl L BLAT 5 &, 3% COFEINRBEOLND Z
ERHDHOT, BABITESHHEATS Z L.
SRUZRY CEERM 19, vk 7 4 o#EMLg

2) PAMIFOREE

AR OWEIHE TR > 2 v 7 & FE 5 BRSSO @ HUE

KERLZTZENRHDOT, KFl% R BT TRZHEH

THRE, EREOBMAZBABET S Z L.

QR)IB LR : SRS UL SO 42 2 L.

(ABERRMIBER: : kD Z &0 D, FIRPITESRNT & - TIZTESED
fr, ERFIESIC R L, BEEEIITE 20X DERIC
L, MES U TS CHIR L CHER+52 L

DEARPTESIC L Y, M, R UIHREZEZ -2 &N
H5b.

2)7 v MCRKEOIEAZ 2T IRNES U856, EHEE
BRI LI EEZONDEEHRHRESINTND.

YUY X &AW AR MR (N - %) 2B\ T, &
BRI ARG R BTz,

VUGB E RN Y 745

10 BALEDEE

(DEASE A -

VARE, TEOHRABAERICER L, siiiEd 25 2 & (T
B EOVEE] DB Y.

DARAN OIS TZ > TIL, TRACTR LI Z & 2HRT D2
&,

EMBITEL T D 2 &

DT I 7V av RRFUEME (M7 T~ 0%) OIRIEIC
kv, 7370 3y RRNAWEORHK T2 & 729 0T

AEN LRI 2 EAICTENENRIRE RS T L.

SYFITIR LT L2 b

(2)ERSYEE

DEA 21

OTRHEALEAT D E, REMOPIIHT 22 ERnHDHDT,
BLALRNZ L.

Y AP VERA 1y, YT v R 250 mg, =0 ) v
7 LR, 2=51 v 7 N, 7= ik 40mg

QO TrRMAI LAY D &, SFHBZTE LW AMOK T 22
TIERHHDOT, G LN L.

16




v FN

1.7 [FIFE A Bhin — Rk

WRoEd |V v eiEM 225, VUV elER 45, Vv Bl A STRERE| A oV RS TV 0259, A rASUNEEH NS 7L 05[HEMT R e —4%05 g, EHHFE—L"1g wF Y
N> 7 45 g, Ar~SUCEHA* > ~ 059 — AR EER Ny 7 g
73I¥y b BEE, 7IEy ~ XBEK, X RIVEK 7T
—/LiE 400 mg, 5-FU iF 250 #fn, A7 1 U 2% 250 mg
@TFRMALEET D L, SHMETELOAMOE T AL
FTLERDHLDOT, ThbDIEHE OEHEDORSE &Y, #l
BXEEX— Ny FRIZLvBEETHZ L.
TR UAVEERE, BYT IV S, Y S ay i, A
T o, vy s T Vg, 73 ) 7 ) — N
@FRMALEETD L, IMME TERELIRDOND Z
ERHHOT, EABRITELHITHEHATS Z L.
NUARY EEM 19, vk 74 UEEM 1g
2)FHRIRF O E R
ARAN ORISR > 3 > 7 % fF 5 BEREERB S OB BUE
WEEZFTZERHDDOT, KFZ RS BT TREER
THAE, EHEOHEMAmIRTD L.
BIRERE : AWM EORCHHATEZ L.
ARG : ROZ LMD, BEITELU QIO sk
SIS EE L, AREEETE AT VRRICT S
DFEMRATERIC LY, M, MR UIEIRRE R 242 &R
bH%.
2)7 v MIKBEORANZ 2HBIEFIRNES L7256, EFhEE
BRI LZEBZ LN THRRESNTNDS.
)T FE AW RITRIERR (A - &) I\, &
H R FPE DR bz,
EHED | 11 Z0H0EE
R | EIC SO CREIMERED B TEAT U U L OBEER
BEE) |\ o i & OWE R D D
@UFHICEY, X/ ey AOMMEEHAZER S WD L OH
ENDHD.
@VFEA X & T A BB (1% 2~4 HDA X
720 mg/kg/ B % 5 [, & 5L 52~64 H DA XIT 4,500
mg/kg/ B % 7)) T, BAEEOBTERAED Sz L oWE
Bd5.
wAE (- 2013 4F 12 HYGT (56 17 ) 2013 £ 4 AKGET (5 15 JR)
VERAEA B
i % A - -

17



X ORNXE (B) IEEREOLOTHY,
RHORIXEEZSRIH L.

JOUBER 2.25 R 4.5
JOUBERMEEFER/N\YY 45

F18 (E¥Pa—J)L 1) - HEESSTRIER
RUBAXEIZEET 2158

1.8 FAXE (F)

KEESTEKKSH



V2 FN 1.8 IR 3CE (R)

B R
1.8 IR ST (B2) oot 4
1.8.1 TRAT SCTE  (Z2) ettt 4
1.8.2 ZhEE - 2R (), ML - HE () KUOZEORERIL ..o 15
1.8.2.1 A » DR (FR) K OEDOFETERIL oo 15
1.8.2.2 L - HE () KOEOBERML oo 16
1.8.3 EH EOEE (2) KOEDORRERML oo 27
x—E
7 1.8.2.1.2-1 [EWN THEfE L 72 KRB T OB R K OEERE (A & OVNR)
........................................................................................................................................... 16
#1.8.2.1.2-2 AMETHEhE S U7 BRI & OFHlER ST O TAZIPIPC DA 0E...16
#1.8.2.2.2.1-1 AH| 459K 5FD% Time above MIC 2> 5 R L7=7 L —27 R A
R IMIIC ettt ettt ettt 19
721.8.2221-2 AF%Z 4591 H 3EKEN4[EIEE Uiz & & OKRTBER IR
% %Time above MIC 30% % TF 50% D FZERKHEZE ...cvvvevieeiiceeeeiss e 19
72 1.8.2.2.2.1-3 FRARBERE & ENEE N FEERRSER C ol S 72 R IR O sz o
EEER (B IR oottt 20
#1.8.222.2-1 AF|D 1125 mg/kg 1 H 3 [E&5-HFE 90 mg/kg 1 H 4 Bl 5-BD %
Time above MIC 22 S H L7727 L —2 A 2 B MIC oo, 22
7$1.8.22.2.2-2 AHK|D 90 mg/kg 1 A 4 [F1#% 5-I5 £ TN 112.5 mg/kgl H 3[EIE LR D [
KRGy BERE %9 % %Time above MIC 30% 5 T8 50% D ZEAHESR ..ovvvvcecceeeeee, 23
7% 1.8.2.2.2.3-1 A% S0 M OFHE THR G Sz A R OVNEBFE IR T 5 EIE
FHDFEBIBETE ..ottt ettt ettt n ettt 25
7 1.8.2.2.2.3-2 AAI459 % 5 3EEKR O30 /5 mlETE LK D PK /8T X — X
........................................................................................................................................... 26
#1.8.2.2.2.3-3 AHKI459 % 5 4y EE KO 30 43 i # R L 72 FE 0% Time above MIC
........................................................................................................................................... 26
#1831 A LEDOEE () MOZOFEERML. ..o 28
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[ 352 WA
Al-P Alkaline phosphatase : 7 /L7 U iR A7 7 X —F
ALT Alanine aminotransferase : 7 7 =73 /) F 7 A7 =7 —8
AST Aspartate aminotransferase : 7 AT X UEET X ) N T AT =T —8
CCDS Company Core Data Sheet : {247 — % > — b
FN Febrile neutropenia : F&Z4: 47 H BRI E
v-GTP y-Glutamyl transferase : y-7 /L% IV h T AT =T —F
MIC Minimal inhibitory concentration : fz/)N3& F BH. 11 2 B
PK Pharmacokinetics : ¥ RE
PK-PD Pharmacokinetics-Pharmacodynamics : 3E#dhRE-3K )5~

B4 - EERFORS

s 7 W
B. fragilis Bacteroides fragilis
E. cloacae Enterobacter cloacae
E. coli Escherichia coli : KI5
E. faecalis Enterococcus faecalis : JFEK R
H. influenzae | Haemophilus influenzae : 1 > 7 /L= > Y&

K. pneumoniae

B

Klebsiella pneumoniae : fifiZe

M. catarrhalis

Moraxella catarrhalis

P. aeruginosa

Pseudomonas aeruginosa : fki &

P. mirabilis

Proteus mirabilis

S. aureus

Staphylococcus aureus : H 7 K7 EKEE

S. marcescens

Serratia marcescens

S. pneumoniae

ik

Streptococcus pneumoniae : i A EK
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1.8 I3 ()

201@4 @ HikEl (F@K)

(B 5 b (2014 4F 6 A kET) % b & ITlERR)

H AR P i o) R

F & ERRAT B
AR : SN MOV T L FR ORI 5 2 &
B-5 U A< —tEHERIEREMEME A

axxes AFEARZYNIEAL - ERSDVY Y

876139
SUVEREM 225 | VY UEER 45
7KZEFEE | 22000AMX01706000 | 22000AMX01707000
AT, 2008 49 A 2008 49 A
e AR 2008 4= 10 A 2008 4= 10 A
ZheEn 2010404

ZOSYN g

[ (ROFBHFIZIF/GLEN E)]
1. KFIDRS T2 =2 U o RHUEWE I LB mUE OB
ERED & % BE
2. RYLME BB ERIE O BT
[R=v Y URPAEWEOHE S TRENHBLLLT N E W
IMENRH D]

[(ABRL - $44K]

R % & VY B e 2.25 Yy M 45

Ba-88 1Y/ 500259 (i) KO Y37 %2 1059 Ohffi) KOE
WHTFME) | BT Y L oki20g Ohfii) |7 20 AFisa0g Ohfii)

& 0 M|k Y D L™ 395 mg| kRS U v A" 789 mg

£ - S| ARaaiE L OV 2 A~ A EOSUTHR OB FAR A

L) EEAHBIA L LT LTV D03, BRI L Rk
HAROKE L THAEL TN D,

BRBOPHRURERELL
BRRK RE pH | BEEL
& 0 Kk|45q (i) /20mL [5.7~6.0 3
459 (hffi) 20mL {5.7~6.0 4
£ OB OROE WS o) a00mL|50~56 2
e aps 450 (M) /20 mL |5.7~6.0 %4
SN)7 BRI 46 Gfii) noom 5.1~57] K92

1E2) AEAERICRT 5
NaZ A& : Vo ka5, Na9.39 mEq (216 mg) # &4 5.

[BhEEXR EZHR]

1— B Rk

<JE i B >

AENEIED T R UK B, L oV ERE R, WREREE, ek
B, €787 (TT7nRAF) a2 7—0 A, KIEE, b
Ry R—fg JLVITVITIE, T unNsE—g kvIF
TR, TurvuAg, TabTriTE, A v IV UYH,
RRIRE, 7% bNT 2R, XT PR LT ba v AR,
JaA M) VYRR (IBRA N VT LT 4T 4 N EERL),
Ry TFaATFRE, TLRTIE

<TEISE>
Wi Ail, Jfige, WAL, BMEVERENLZL, HEMES, AEIEPAR
W, g, MAER

2 SR IF P BRI A i

<HEEX(EHRICEET HEALDEE>

LAKIOBEICEL TiX, FAE L TRERZHEE B L,

B-lactamase® B 5- 235 % & 41, AFNTEME DR FHIC X 5 H

SRELL EOYYETH DG EICER ST 52 L.

2 BB OF P BRI D e

WAANT, LATo25M4 20 T REICEETHZ L.

- 1A OFRIR T38CLL EDFEE, T IRFRILL ERekid 5
37.5°CU o E

- AP EREHI500/mmiRIE OB A, X1E1000/mmiAKiE T
500/mMM* R IZ I 9% 2 ERFRIEN L HE

(2FE B AT TP ERIBUE D BB ~DRKIOfE L, ERNSD
HARTA LV EEBI L, AFRBEOIBFIC ekl
FioERDOL & T, ABIOER @Y &l S b B
ICOWCOARETDHI L.

(BVFEBEAF P ERI E D BE ~D IS 72 - TE, AHl
BGRNCIMER RS OREL Eid 2 2 L. BREI N
B L 72BRICid, AAR ARG O LB A BET 5 2 L.

(4R BWELF P BRI E D BB ~DOEIZ B 72 o TS, AAIE

1) TR R —EMEOMT B LV ENT S 2

5- DB G B O R T & % 4 1 ER N BB 5 CHRfER8 T
ERVEAICIE, BB e b PERE L L CHEE S

HI L.

[AERUAE]
L— iR

- FRUIfE, Ahd¢ BRI, MEEEMIEE. BEXRUVEEXORA

SIS YN - TPV N =S ) I - U i N =1 -
() % 1 A 3ELEMEET S, fikofs, ER, fHE
WIGCTLHARENCHETE 5. 7ok, REIGCT, Bk
WCHIRNES 22 L HTE 5.
W, /NI 1R 1125 mg (Jiffi) kg & 1 H 3 [B1ATEE:
T 5. 2Pk, LEIDSUT, BRICEIRNER T 28
T& 5. £72, EWR, BEIOSU T 1EHR S &2 EERET
X%, 2L, 1EB5EO FBRITRAICEITS 1 45 g
() #HBiZ20bEDET 5.
- BEBRRUEEEERXDES
W BRANIZZ Y N Z L5 L LT, 1H 459
() % 1A 2 BELEREET 2. ER, WIBICIGCTLA
IENIHETE 5. 7ok, MBS U T, BRICHFIRNES
THIELEHLTES.
W, /NI 1R 1125 mg (Fiff) /kg & 1 H 2 B ER
HT 5. 2P, LEIDSUT, BRICEIRNERT 28
T& 5. £72, EWR, BEIOSU T 1EHR S &2 EERET
x5, b, JER, WEBIGUTLH IEIIHMETE 5.
72720, 1RGO ERRIZRAICE TS 1A 459 (F11fh)
EBZIRNHDETD.
2. B8N TP ERR A iE
W, RANCIEE YR A RSy LT, 1A
459 (i) & 1 H 4 BLEHEET 5. 7238, BEIZS T,
PBIRICHARNIERH T2 2 &6 TX 5.
W, /NRIZIE 1190 mg (ififi) /kg % 1 H 4 [l e
T2, e, BEIDEUT, BIRICHERNERT22L 6T
5. L, 1 REEED ERITRAICEITS 11 45 g
(Of) iRV bED LTS,

HERUCHEICE#ET 2E/H EOER>
L BE OLAAREE G- > Tk, BEIE - BHRo it ii%k
K OBRNIFZR D 9 H1H 4RG3 06 B e B 28R LS
HZ kL.
2AKN O 5IARIE, B OB I 9% M O MEVERE IR 2% D 35
A5 AR, mhmig, M, AERENREES, RRFEk, A
K, FEEVEMF P ERIBUME R OVINE O T8 2%, MM bt
RKOLATL4E R, WBufiiE & OFEN % 0541321 %
HizldpZ L. 7ok, MEEOBBSEP <m0, BB
DIRRE LR 5/ NROBR OB G2 EDDH T L.
SAKNTEE, SWEHETAIONEE LA, ELVWASE
IUHIBR A 23232 TN B 35455 s S AR 722 35 5121
VBTG U TRRRICE RN 5 T& 5.
ATEHEREFEE BT CIL, MU OB LE K DCAUC D HE I 23
WO b, MHPRENEKT 0T, BHiEmREDOREIC
IE U GRE, BEGRBOFMNNETHD.

[(ERALDEE]
1LEERE (ROBHFIZFEEICRSET SR L)
V) 7 = ZRFUEME I LIRBUEDBEER O H 5 B
[Va vy BHEbNDBENRHDLDT, +aaiTH 2 k]
@ARANUTFEBL, b KESE, 5, FHRBEDOT L
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1.8 IRfHCE (%)

N =R ERE LT WIREEF T 5 8H
[T VAR —FREGTHBFITREVELZEZ LT Vo
T, tonMREiTY 2 &]
PEEEDH L HEE (RSN EEEZET)
[EV L EE N e 2 O T, W5 RBOBE T 5ME
B CEET AL ([EyHhE 0ESR) ]
(AR B O A B 72 B UIIER DB ORE, 2HIRED
AT o
[EFEIUC I EX IV KEHIfa TERWVBETIE, B4V
K RZIERD S B D Z &N DO THEE 31T H 2 &
GYHIMsER D H 5 BH
[HifEmzhRET2BEN01H 5]
GFFEED & 5 BHE
[ R EE 3 RHE T D B2 N D 5]
(7) =i
[ 5. mEE~DEE ) OHESMH]
8. - B
[2 - SR (2 M) ICOWTIZ TR, #RENRFEE LT
W ([7T/NRE~DF S OESR) ]
2EELGERKIE
WAFNZ L D2Yavyd, PFI2453Fo—0RAELMHEEIC
FHTE DHERRNDT, WROHELZL L L.
DFANCEA R ICOW Tkl aiTo 2 L. ek, #t
BRI AT LV TR 52 L.
DFHITEE L TIE, TP avIFITHTH2REAED LR
LA LT Z &

N EBAIRIN SR G TH £ T, BELZLZHOREIRIE,

FOBig et o 2 k. BRI, BSBIMAERITEERE
BYH k.
Q@QAFI O 5B L i, SBEICHERE, ik - B
BEE21TH) 2 NEE L.
BV EEAF P ERIEDIRIRICB W I T O Z L ICHER
FTHZ L.

DAANT, FHPERBAETH Y 2ORBDED b A
RELCHEMATSZ L. (e T gh BRI B3 2 (i
LoREE] OESH)

DA PERER, READEENRD b maciE, Ao
FiEEEETDHZ L.

ERHDOT, BEEHSITITY, REIRD LGS
Wi A IR, EEARLEEITY 2 L.

)P EMREIRIFEBMME (Toxic Epidermal Necrolysis :
TEN), RE¥IEEBEMRES (Stevens-Johnson FE{EE) :
TR RS AT, BORREIEARE R (BEERE]) 2
HoHLNDZENHDHOT, BRETHIATY, BRENR
O ONEEAICIEES 2 RIE L, EURNEEZITY Z &

J)BIFERT 2, FFHaEREE, #iE : BUEFREOEE IR,
AST (GOT), ALT (GPT) O {4 fTHREREE, HE (38
ERH) bbbl ENH250T, EMMICHREZIT
D 7 CBEAE T IATY, BENRD b GEIIETERE
ZHIEL, #EYRAEEIT) L.

HRMBEFRL, MERRE  AMEBETRE (03%), MEMEE
K BHERR) SOERERFRENRS LDONLLZ ENHD
DT, EHRICHRE LT O 2 EBIRE AT, BER
ROLNEAICER G2 PIE L, BURLEEZITY L.

SN MERERAME, MERIBRAE, M/NRERAE, BMmMERM -
DL BRI AIE, SRR ERAE, i/ NERIRAIE, VA R i (9]
BAREAR ¢ BN, WHEENW, KT - KGR, B, FEyEL%)
(HEARH) NHLOLNDEZENHDHOT, EHMICHE
24T 9 72 PR 2 ATV, BENRD S NEEAIIE
Behahib L, MU AEEITH L.

6)a M KBR ¢ : (AMM: K285 o Ml % £ 5 EE R K
K BEERH) "HLLNDLZ ENHDHDOT, I8, HEH
DTRNRH S bNTBSIITEBICREGEE PIEL, B
WEEITH Z L.

TEE S, PIE fiEMRE : MEMM% (05%), PIE JEf#
B (BEEEARBD)  (RIEELR - 8B, nxmik, WRURIRIEE, H
B X MR IR 255 N Db D 2 ENRHDHD T,
ZDOE D RIERN D S b EAI TR 2R L, BIF
R ARNVE A OB SO RN E AT 2 &

SV M ARAE « S B AR AL & £ O BRI Rl R E
(02%) BNHEPNDZENHDHDOT, AT, B,
CK (CPK) k&, MHEGRFIATabr s EARS L
bREBAIIREETIEL, BWUIRAEEITH 2 &.

(2ZF D fthDREIEA
WORERNS bbb Z ENH DD T, B NiBed bl
AT G2 IR 5 7 P LB AT T k.

JEFE - HAIE O IRPMEDORKIATH D = L PR Sh BN | SETH| S%EE 0.1~5%3kifk 0.19%3kifk
S aicid, BRI AROREZPIET 5 & B T FEIRIE R KLBE SR, T8 | AN R 2
3MREEH BB 20
BHEXE (BAICEETE L) SFRRERHNZ | FERIB0D J ERID BERRTER i 1 (5%
ERRE | GhE - BEAE BE - ARET B ERBLD LMD, B, &L%Hﬁﬂﬂ,ﬂjg
TRANR|FT A B BRTERT Y [ RRWE ARORECLD, 7a~% k3 AIIKAD ~~ 7 Y o M HIER & &
vk VOEMMBIEET D LRV RBE I AT B L ERTYV) VD DRSS B )
H2. PlABIESED LEZ DD, EREAUNITYEES
AR PUAM VR =T OPREEE | BIRWE WO =4 7 ALT (GPT)|LDH EHAP LR, E YL E Y
FP—h | L, AMMVERY— L OREE| 2FK—4— (OATL, OAT3) HEIC I H AST| LS
AR SND RSN DD, |V, EXT VI UBA NP LF— | 147 Gom) L
mREE=5) 27 2(1) i | Otz BESE D LB DN, B ..GTP
VEETHCL. 2
e I | MR EEEAFIER 2 IR 2| 70 b oy EVERAOLR, HnEF - - v T e
(T17 7 | BB BOT, D 512 1 ) W T 5 b ez TR\, SRR, (L A 017
V%) BT HZ L. DEEZHND. PRRNER, FA(E, A2, US| BR, il
4 BHER LR %0
.- - PR i
O— R BRYLAE T TR
Mg, TR NS, AREZ R O J OB R a— 2
R COBRIRAIRIC 35 2 B AEAR 7T RS (141 2486 by
T, RIERSESLRITELI% (O70) T ot EAMERIE |ESSVL LY 8
THiI28.6%, HFI2.7%, F52.1%, WRHLOFEALI%, [T RZE ()5 e
RERT R OBURLANE Th o7, Fiz, BRBRAEEOLE)IX S fefd
FL LTALT (GPT) L5126%, v-GTP H0.9%, AST - =T e
(GOT) -519.7%, AFiRERHIZ6.4%, AL-P - H3T06% o 1. Gl Shits wiisitol
) BHEIR,CK (CPK) L5 7 | TIRE Mo,
ORBMEATHIRBE" B 7F= ERBUN LR, T VBT
BRI 35 1) % B A PTREAE 131291 C, BIEHIFE ot =T FRAEH U AL, 2|2 R G,
HARIFA11% B30 Tho7o. EARRWEMIE THILL6%, AT BV EERFNT [T AT R VA
HRRERET7.8%, 1K Y U AMAE54%, F/53.1%, EHERERE PR T e ) V| TS T
23%%E Chotz. Fiz, BRBEHEOLBTIEL L Ty-GTP 113) B4 IVKRZIER (K7 e hov e e, HifEns), e

L5762%, 7 VT F=2 FH31%, ALT (GPT) L523%%
ThHo7-.

LOWEXLEIMER

Voavy, 7Fr245F%—:vav s, 774 T7Fv—
(VP (RISHE, M EARTEE, SRESE) (BEARH) 2R3 2

JUBBERZIER (B, NNK, BERE, kL)
SmEEADRE
A TR O RICEE L, AR R GHRBICEET S
REBRBFEOREZBERLANSHEEICES T L.
D) E#EE TR AEPBEME T LTWA Z 2% L,
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1.8 IRfHCE (%)

ERMRRB LT VWO T, BEORELHoICBIzZL, f
21X 2259 DEENOMT SR LEEICRETHZ L.
QFmETIIE X I K RZIZX 2HmER RS Hbivd
LB D,
6.0, EiR, RILWME~ORE
(VIR O 5B 3 5 L 2MIIMENL L TV WO C, i
SRR LT 2 FTRENED & 2 It NIZIZIR IR OB R EN
faltE s LD EHEr S G AIcoRRETH L.
QB FER (7 v F) THAHF~OBITARES L TNLD
T, BTN T DY
7.NRE~DRE
(OIRHARER, #irERICKT 2RI L TV
(EWNIZI T D R 220 .
7L - B (2EEAIM) ITOWTIE TR, WMENRE LT
WOTHEIZRETHZ L.
[FH - AE OB VERREERIL 2 MR T 57.7% (15 f51/26
Bi), 2Ll k6 A T 40.6% (13 B/32 ) TH-72]
SRR ERRICRETERE
OARDOEEGIZLY, XxT 47 M, 72—V 7
SEORICIEIC K D IRERE TIX, ABEE ST 2883
LOTEETLHZ L.
Q)EE:Y — A ARBBHEL BT D2 ENDHIOTHEET LI L
LBERE
WEREICLY, EEEOMRER, &7 MY U AME R
ST LB DL. FROBHBREREERE TIZT IO & D SR
b oHbieT v, ek, AFIOMPEREL, MEENTIZ LY
T2 ENTES.
10 BALEDZEE
(LHERAR A :
1) AU A BR Ui i L R 2 2 &, Fie
B ARG BE Ui K, ABRAIRIR T R ok
SR L, BRI ERT5Z L.
RIS Sz o T, EFHHAAKEZEHA LRV & (8
W FRICAR O RNZD).
BRI B 2 &
HT I 7Y av FRAEME (7T ~A V%) ORE
&Y, 77 av RRFUEWE OISR T2 & 727
DT, KAl DT 2B EITIXTNENBIRE TR G925
k.
(2)ERSYEE
DEE 2L 2
OTFRHALEET DL, REMPHETLZLRHLHD
T, BEALRNI &
Y AP VERA 1g, Fo T v REEREH 250 mg, =0 ) v
7 LEiE, =71 v 7 N, 7= 8740 mg
@ TRHAI L AT D &, 3RH% TH LW AMOK T &
ZFTIERHHOT, BELBRNI L.
TV b BEE 7 Iy b XBEIE, ¥ NI VK, 7 T T —
JVIE 400 mg, 5-FU i 250 #fn, =47 1 U 2 1% 250 mg
@ TFRHAI L AT D &, 3RH% TH LW AMOK T &

ST ERBBEOT, ZhHORHA &L OBBEORE EME,

REIEX—Ry 7 FRICIVFEETE L.

TR LAV, BTV SHE, B e g, A4
T3 a— g, 73 7 U — il

@ T A L BLAT 5 &, 3% CRFBINBOEND
ZERHDHDOT, BAZRITESCOHIHERAT L L&
NUARY EEM 1y, vk 74 UEEM 1g

2RI DR

AFNO TR HFHRERC S g v 7 20F 5 BEMERE 5 0w
JEREZR T ZENHDHDT, AHI 2RS5BT TR
FHEAT S E, BHEOREMAEERTD L.

QBEREE : HIRPIES U ATEFHEO T 5 2 L.

DORFIRARER . RO LD, FIRFNESICH > TIXESH
AL, TEFESIC R L, BAEEETEANT ViR
BIZL, REITG U TIRRE CTHR L THERT 2 2 &
DEARNTESIC L, &, M XIFREZ2R 32
ENBHD.

2)T v MCKEOEA 2 2 FITHARNIESR LIZ54E,
HEICER L EBSZ DN EHNEHRE I TND.

3) U B X & AT R AT (A - ) 2RV,

Sl ek EsEs 2 L.

A RAT ISR DS TR Bz,

1. Z0OMDZERE

(WA EIC B W TEIMERME D BRE TENT U v ol
JEROFEBUHE @ & DML NS 5.

@PFRICE Y, X7 e =y A0SR ZERE S &5 L0
WERDD.

@) A X & g i 5ttt (4% 2~4 HDA X
IZ 720 mg/kg/ B % 53, DT AER 52~64 HOA X
4,500 mg/kg/ H % 7 H[E) T, WAEMEOBERIED b
LORERDHD.

[EEfE]
1.0 i ch R 3810

FEHERRAICAF] (2259, 459 X 186.750) 9%, 30 4y i
i L7z & & O MSERE OHRB K OSEMBIE ST A —X
BEl 1 0lBYTHY, X RTHL (TAZ), BXT
> (PIPC) O iy FE 1T A & DO BN EH L7z, 7o ds,
45 g, 30 7y miEEHENE R 5RO Ry IR (YT, B
TS SR 710,

TAZ
& ’i% AUCy- ., Crnax ti Vss CLt
(pg-hr/mL) | (ng/mL) (hn) (L) (mL/min)
2.25 g.Xl 17.5#2.0 | 16.1+0.7 | 0.698+0.091 | 12.9+1.1| 241+34
45¢g Xz 47.4£9.5 | 36.3+6.5 | 0.814+0.106 | 12.0+1.4 | 182+34
6.759 *| 83.4£12.1 | 58.249.2 | 0.87620.118 | 11.4+2.0 | 15322
PIPC
& ’i% AUCy- ., Crnax ti Vss CLt
(pg-hr/mL) | (ng/mL) (hn) (L) (mL/min)
2.25 g.Xl 125+19 122+9 | 0.820£0.110 | 13.9+1.2| 272+44
45¢g Xz 36668 | 28643 | 0.868+0.080 | 12.0+1.6 | 188+36
6.759 *| 5574108 | 380£43 | 0.893%0.124 |12.8+2.1| 186437

(FIn=7, *Pn=8, Hy+IE YE( E)
H 1 @BERAICEITS 30 0 AFEIROMEDRERE
15 4) AFN OB ENTZADHEIZLE 99(5 2)~18 9 4)TH 5.
/NI B RRYLE FRAE T ASH 112.5 mglkg %, 304320 T1 H 2
B Xi% 3 B SEERE U o i R oHeg 1L, BN
DEGREE | FHFRER CRERERR NI AFI % 45 g, 30 43 SiFRE L
To RO M S P SRR EEHERS L L Tz (B 2) . 72k
EEMIX S RIS BN HE ST A — & ZWEt LTS %, TAZ, PIPC
L BHIT 2 AR DBF D AUC o I DOHEX 53 LV Fir o
72, Coao P () IIEEBRES THEEL TR R
FEENE A TP ERIMIE B 12 A A 90 mg/kg %2, 30 43 LA BT T
1 H 4 B SERE U 72 oo MU R s i 1, /N R e
B LBEREVRRO LN o (B2). Fih, R
EEL PR E R &N R ERE D tp, BV
T I v A (CLy) BROGARFE (Vo) IIFBHEZRE TR S
nzemno7- 9.
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BE Eaea | )| AGe | G |t | CLr | VO

OHEAIEARE GHEILEEDNHDHHLE)
B &

— [ | [l (ugrheimL) | (ug/ml) | (hr) | (Uhrkg) | (Lkg) 3N IR P
MR 7 R UK R| 19/20 (95.0% 2/2 (100% 21122 (95.5%
R 2| 43202 | 2184162 | 0804094023 08052\ | o 1 gt 7 Jg | 20/21 595.2%3 . 20121 Egs.z%g
HPPER | VB | 6 M & OER 50/50 (100%) | 22/23 (95.7%) | 72/73 (98.6%)
Wik | [EY | 18877 o Bk J&| 3539 (89.7%) 35/39 (89.7%)
B PIPC|26.3413641175.3+1138 084030394023 0494048\ |25745 (77,043)57-17 55 (100%) 11/11 (100%) | 16/16 (100%)
(90 mgkg X B 58/61 (95.1%) 414 (100%) | 62/65 (95.4%)
<QrH |73405 %4 | TAZ| 5794101 | 272408 |1340.2]0.2240.040.40+0.01 vhunya—Jgl 6/7(85.7%) 6/7 (85.7%)
[=7] | [80£L0] |PIPC| 480.1+87.9 | 227.546.7 | 13#0.2]0.21+0.04|0.38+0.01 7 V7T E| 22023 (95.7%) 2223 (95.7%)
INE 197 A~<25%| 146640 71| TAZ | 4804108 | 268:09 |11402]0.27+0.04039+0.01 Ty7uAy4—F 1111 (100%) 11/11 (100%)
[ [F19] | [95+1.3] |PIPC| 388.3:94)5 | 222.9+75 | 1040.2]0.2740.04| 0.38:0.00 t I F 7 J@| U1(100%) 1/1 (100%) 2/2 (100%)
BOME | 2~<67% | 33t127% |TAZ| 409451 | 272407 [0.940.1]031+0.04]0.38:0.00 Fu T v RG22 (100%) 2/2 (100%)
B2 | (3 | [147428) [PIPC| 3%03¢309 | 2242460 08401/ 031+004] 036000 A v 7z H| 1818 (100%) | 25/29 (86.2%) | 43/47 (91.5%)
125 | 6~<127% | 87¢L5% | TAZ| 4412167 | 26931 |10:03[029:007]0360.00 2 e 16/20 (80.0%) 16/20 (80.0%)
mokg) | [F6] | [3L5+123] | PIPC|365.141411 | 222.2+265( 10+0.3] 0.28+0.07| 0.35+0.00 TYRIAZZ—JE| 11 (100%) 1/1 (100%)
12147 |TAZ| 41111 | 233+17 | 10:0.0{0.26£0.00[0.36:0.00 AFRANT by hAB| 617 (85.7%) 6/7 (85.7)
[=2] | [462 48] |PIPC| 34024146 | 191.3+165] 1040.1]0.5+0.02] 0.35:0.00 7uz NY YT LR 414 (100%) 414 (100%)
PR ) 77uA{T ARl 2628 (92.9) 26/28 (92.9)
P50 BT L1 AT, AR L TR |7 U A 7 7 K| 1 (5000 U2 (50.0%)
CEVBEHULEER L. & 511 301/320 (94.1%) | 65/70 (92.9%) | 366/390 (93.8%)
30 42T LA 2B 3], R AEEHE L. RHER R
BUIEAENT (HIE 7 — 2 8 : 120 /5, CL RO Vd IClBa 25 2. FERMEFDREDE

AR RE) hOBRFILICHES AR LT,
2 INRBHEICEIT S 30 4 H miER IR o RESRE
2 NRBT 0
TAZ L PIPC OELA S 1:4 BFNZBWTHERE, I, B, %«
i, EEERNBHIKR, BHS~OBITRARD LN TN D
3.'&%‘4
b hISE, REIC TAZ OIEEERHI TH D 2-7 2/ -3-4
FINB-ANT 4 ) 4-(1H-123-} U T —)b-1-A JV)ELER
(M-1) &% PIPC OiEMER#H T 5 PIPC O floF Lk
(DEt-PIPC) 23380 b T\ 5.
41;F1! 10,11,22)
PERERRNICAA 45 g % 30 43 i E L& 20 12 E T
DR R TAZ 28 71.2%, PIPC 23 529% Cdh~7- 2. F
7=, TAZ & PIPC OELA A 1:4 K Cco/NBBEIZEBIT D
Be 5 6 Bfll & CTOR YRR TAZ 7% 43.3~56.9%, PIPC
7 39.9~56.4% T d» - 7= L,
28, invitro RERT, ¥V NRXTHXLROET Y T, A
W7 =4 5 AHR—F—(0AT1, OAT3)%[HE L7 2,
5%&%&%5%-60)%%51&; B)
EHREREERT ICTBWT, BRI NI LIRS D ty
@E—ﬁ&o AUC, DHEINNFED HILTE Y, BHRERE D H
LRFICARZES T HG8ICIXTOREOREICL Y &5
BEOMESUIR 5HREE B CTRETH20LERDS.
3.375 g 30  MEEEIR, SHED/ASA—2HEA] *?

Cor o] 11 Az PIPC
. 543 3 = AUC,-, tyy AUC,- twy
(mL/min) BGR | oiml) | o) | et | @)
90 | 6 [AFW=L| 249 [071] 19 [095
41~60 | 6 |4BsRI=C| 659 |215| 437|171
21~40 | 1 |6#Mi=C| 561 |189| 301 | 099
<20 | 3 |gmmize| 107 |e00| 592 | 289
[ERER A#E]
ERERZI R
1.— AR REEE

ESE 240 ik CHEM S L7 BRIREGEOMEIIRED &I

PN C S S LT MR PRI AER S (AR OV Zxf
G & U BRI OMEHIRED L BY Tho7 .
O FEBBHE B URRERRNR

KamE R BT SIS

T | BS5aHB | BESHTIPIRE | BESRT IR
9N 47/94 (50%) | 58/94 (61.7%) | 55/93 (59.1%)
v 5/8 (62.5%) 5/8 (62.5%) 6/8 (75.0%)

1 H O AEAS 375 CAIMICHEE L, 7> 5BRIERT 5 05 °C
DI 70 % TESh) SHIE L.

(€37 E-3:)
LiAEER 22

(1)7 RUKEBRSD 7 F LR, SIRE%S O 7 7 LB
K OBRRMER £ TR WP A7 MVZF L, ZENIC
ERT 2.

QB-T7 7 ¥ ~—TRELEDERNT Y UHED 7T ARG &
VT T KRR L CROHIE 28T,

2 et 0

HING BN B-F I He—BDOR=y Y F—F, E77rnm

ARV F—B R ORE R EIEILER 8- 7 #~—E &R

EHAET 2720, BRI U NI ORERIZE - Tk

DREND ZEEBEL, ©XT2 U SRR IS L ChE

HaEFRT. F, BT 32U B OMKEEES R E IS X
D PUEIER &R d

(AR BT SEEFRIMR]

A BN B EZ Y KA
EVERN BT VY KR
— M (Tazobactam) (Piperacillin Hydrate)
(W& : TAZ) (#%%5 : PIPC + H,0)

(25,35,5R)-3-Methyl-7-0x0-3-(1H ((25,5R,6R)-6-{(2R)-2-[(4-Ethyl-2,3-
-1,2,3-triazol-1-ylmethyl)-4-thia-1 |dioxopiperazine-1-carbonyl)amino]-2-
{b3#4 |-azabicyclo[3.2.0]heptane-2-carbo |phenylacetylamino}-3,3-dimethyl-7-oxo-4
xylic acid 4,4-dioxide -thia-1-azabicyclo[3.2.0]heptane-2-
carboxylic acid monohydrate

DThHH Y e
OB A F hE I
CEE FREHRHOEE | BREEOANEHE
Moo JiE| 19720 (95.0%) 6/6 (100%) 5/5 (100%) AR Ci10H12N4OsS C23H27Ns07S - H,0
Jii 2¢%9 148/165 (89.7%) | 76/80 (95.0%) | 76/80 (95.0%) N 300.29 53557
B 3B %] 30/31(96.8%) | 30/31(96.8%) | 28/29 (96.6%) FE~ PRGOSO BEOESEDR R Ch .
|4 MEVEIE R 5| 29729 (100%) | 29/29 (100%) | 26/26 (100%) Thh. ;<§?/~M:i§ﬂﬂ°3“<, lé?/ﬂb
Nk 5| Do | Hmben | teny
SRl =7 /0 [/ AUAFARL LT I R
B % Z%| 18/18(100%) | 14/14 (100%) | 13/13 (L00%) B ;2 %;kf; AN ngfﬁ W*”“w< KICHBH TR
AL & | 414 (100%) 414 (100%) 414 (100%) T (608 1
N 7%| 49750 (98.0%) | 40741 (97.6%) | 40/41 (97.6%) BEKET b P AT (3
e |E & B %k 4/4(100%) | 4/4 (100%) 4/4 (100%) 100) 1275,
JL s
BMEVEREIE 4| 1/1 (100%) | 1/1(100%) | 1/1(100%) T N e
= T [361/387 (93.3%) | 251/262 (95.8%) | 2421253 (95.7%) 2;% i|184°C (1T (5)fik) 150~160°C_(5)fif)

"&5%7%11¢¢%@ﬁw4
O e NFTiJe DHE 46 T TR LR O 544 T 7 B OB HIE
1345 %16/18 (88.9%) KX 12/18 (66.7%) T -7-.

LR 15}10° (1A 7 4 —VIKpHT) | 7.1x10° (147 4 ) — VK pHT)




V2 FN 1.8 IR 3CE (R)
[ & % ] 2E)RAT-EA < WL T 300 HLAEDR, FUEIE (-
SRR 225 1054 7 o # <~ — Y HEEAH)(2006)
fgiex Sy 26) FI R AN WELE > ¢ B L TR AL BB, B (R A
JOURMER A4S 1054 TV (BLPACR)(2006)
[ =Tk 20)fE IR 1F2 - B e T RE, B 1EA(ESBL

D5 W0 B ARbRE 2 MRS, 58(S-1), 73-87(2010)
2FRNNAI—1E0> « B AR ERRIE T2 MRS, 58(S-1), 62-72(2010)
WNEEIED : H AL HERE, 58(S-1), 88-102(2010)
AN WIED : B ARLERE T 2MERE, 58(S-1), 11-28(2010)
SN WEN 1 B AL T2 MERE, 58(S-1), 29-49(2010)
6)FH) I ELASHE )+ B AL R 23S, 58(S-1), 50-61(2010)
N ZHBREEBIE) B AL PRIE 2 HES, 60(5), 560-572(2012)
8)FEPY R}, FEEME A BRI AE IS XD YP-18 DRGRES 11

HHEER (2014)
QFEPE R, Bl A28 (bEAER (2008)_

104  Fth . B AR(LERIE P HEE 58(S-1), 1-10(2010)

LL)EEFE B AN1E 2> « Jpn. J. Antibiot., 48(3), 311-345(1995)

12) KA Fnf#lEA> : Chemotherapy, 42(S-2), 452-467(1994)

13)¥%54  #1E7)> : Chemotherapy, 42(S-2), 332-345(1994)

14)YE AEH1Z 7> © Chemotherapy, 42(S-2), 636-641(1994)

15)4t) 11 1% 5> : Chemotherapy, 42(S-2), 559-567(1994)

16)A 4T 5L1E7> : Chemotherapy, 42(S-2), 612-628(1994)

{
{
{
{
{

175K 2 1E0> : Chemotherapy, 42(S-2), 568-571(1994)
18)fRH{=411E7> : Chemotherapy, 42(S-2), 657-665(1994)
19)#HIKF L 1-1F 7> : Chemotherapy, 42(S-2), 666-670(1994)
20)RFRETD ALNEEL, AR O K AT (1:4 B4741)
2L)IAARBEEIE > © Chemotherapy, 42(S-2), 281-299(1994)
tNEE, ¥R EZARORERTFT VY DO NEHET
=AY LT U AR=Z =TT DB OBE (2007)
22)T A Atk HENE R BBERERE T B T O3 E)RE(1991)
24) AR A 1F D - B ILb S T B R, SR AEH
(2006)

PEAE#)(2007)
28) 1 b = FE e
177-187(2011)
29)Kuck, NA. et al. : Antimicrob. Agents Chemother., 33(11),
1964-1969(1989)
30)EEF & 1E 7> © Chemotherapy, 42(S-2), 73-101(1994)
3V ME T A 1-1E2> : Chemotherapy, 42(S-2), 135-155(1994)
32)Higashitani, F. et al. : J. Antimicrob. Chemother., 25(4),
567-574 (1990)
33)FERCH )M F1F 2> : Chemotherapy, 42(S-2), 51-61(1994)
34)/  H —ERIE2> : Chemotherapy, 42(S-2), 164-177(1994)
35) A B FNiE> : Therapeutic Research, 15, 4135-4139(1994)
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1.8 IRfHCE (%)

201@4 @ Hikil (F@K)
LGRS
AR : S ROV T L FR ORI 5 2 &

(F LR (2015 4F 1 A1ERR) &b &2/

FASER M i it ) JR
876139

B-37 3 X —tMEFEREREMEIF] /R R S Y 7 45
KRB 22600AMX01407000
i - . AR

Vodmesmtrmny 749 TR

SESARY N BL - ERSY Y Gl e 0ete)
ZOSYN g
[ (ROFBHFIZIF/GLEN E)] [AZERUAE]
L ARRIOR TR =2 Y REUEWE I LI EUE ORE 1.— R

ERED & % BE

2. RYLME BB ERIE O BT
[X=2 U U RPAEYWEOEE TRIZBHE LTV E W
IMENRH D]

[#ERK - 1K)
R5T 4 VU RA ARSI Y 7 45
RY-&88 (¥ /#2405 g () ROER
g |_E7HE) 720 R0 g s
i we  |REkET D v AFD 789 mg
& - my [VERL NS BE~HEAR
@%Xmgi@ﬁ%%@&%ﬁ
H R4 100 mL
BREE (TR | oo i ks b 0 9 20995 4)

L) EEAHBIAI L LT LTV 503, BRI L Rk
HAROKE L THEL TN D,

BEFOPHRUBRBEELL _
RE pH BB
459 (Hff) /100 mL H RS AR 50~5.6 2

7E2) BRI T D b
NaZ A& : 15> b, Na24.79mEq (570 mg) #&H 5.

[BhEEXR XZHR]

1— BRI

< I >

AFNENED T FOEKEE, LV EREE, MREKE, BEkE
B, €E77%7 (T nAF) & T7—V X, KIFHE, vk
Uy E—JE, JLTVETE, T unsEZ—E, ktIF
TE, TuTruRE, IReTUv TR, A v I,
BEE, TV R MR H—E, XT MRV hay A&,
JuA NI VLR BRI DT LT 4T 4V ERL),
Ny TFulFAR, TLRTIE

<TEISE>
Wi Ail, Jige, WAL, BMEVEENEZL, HERES, AEIEPAR
W, g, AER

2 SR IF P BRI A i

<X (EHRICEET HHEALDEE>

LAKIOBHICEL TiX, FAE L TRERZHEEMBL,

B-lactamase® B 5- 235 % & 41, AFNTEME DR R FHIC L 5 H

SRELL EOYYETH DG EICER ST 52 L.

2 BB OF P BRI D e

WAKNE, LFO25Mm- T BEICEEFT5Z L.

- 1A OFRIR T38°CLL EDFEE, T 1RFRILL EReki T 5
37.5°CU o E

- AP EREGHI500/mmiRIE OB A, X1E1000/mmiAKiE T
500/mMM* R IZ I 9% 2 ERTFRIEN L 5A

(2FE AT TP ERISUE D BB ~DARKIOfE L, ERNSD
HARTAVEEBRL, REBOIGEIZ 07k e
FioERDO L & T, AFIOEH @Y &l S b B
IZOWTOHEERTH L.

BV BEAF P ERIB E D BE ~DO IS H 72 > TE, AHl
BGRNCIMER RS OREL Eid 2 2 L. BRE N
B L 72BRICid, AR ARG O LB A BRET D 2 L.

(4) R BWELE P BRI E D BB ~OFEIZ B 72 o TS, AAIE
5 O BRAGEE A D FEAE T & 2 i P ERER )Y BB R4 TRl C
X 2RWEAITIE, BRI D P E A i RS S L CHEE T

HI L.

1) TR R —EMEOMT B LV ENT S 2

10

- BulnfE, Ahge, MRMEd:, MERERRE, BEARUBEEXOES
WE, RACIZZ I AN B R E_F52Y L LT, 145 g
(Uifil) % 1 B 3EAMEET S, MkoBms, fEk, ik
IZIECTLHARIZHEETE S.

W, NI 1R 1125 mg (i) kg & 1 H 3[BT
W 5. ok, MK, HEICIET T 1EES &4 B e T
5. 2L, 1EEBGEO ERIIEAICKITS 1045 g
() 2LV bED LT 5.

- BEBRRUEEEERXDES

WE, RIS SR A K5 e LT, 1A 459
(i) % 1 B 2 BREEHET S, 728, SER, RIS
T1H3EICHETES.

W, /NI 1R 1125 mg (Fiff) /kg & 1 B 2 [BLEREER
HET 5. 2B, ER, RO U T 1S &2 E T E T
x5, F, JEWR, FEIOECTLIAIEICHEETE S, =
L, 158D FRIZRAICRIT S 10459 (Jiffi) %
B0 LT 5.

2 SR IF P ERB A i

W, RANCIEE YR N - ERFL YL LT, 1H
459 () % 1B 4[EEHHET 5.

iEE, AEIZIF 1EI90 mg (i) /kg & 1 H 4 [F AR ERE
35, 7L, 1 HES5EDERIFKAICEITS 10 459
() iRV bED LTS,

HERUCHEICE#ET 2E/H EOER>
LR BE DL ARBE G CH - > Tk, EAE - HHAO TP ii%
K OBRNIFZR D 9 H1H ARG 06 B e B 28R LS
HZ kL.
2AKN O 5IARIE, A OB LB 9% S O HMEVERE IR 2% D 35
A5 AR, mhmig, MRS, AERENREES, RRFEdk, A
9%, FEBWERF D ERIBUE & OVINR OB F 8 48, HEHEME I bt
RKOLAFTL4E R, WBuiiE & OBt 0541321 8 %
HizldnZ L. 7ok, MEEOBBASEP <o, BB
DIRRE LR 5/ NROBR OB G2 EDDH T L.
B HEREFEE BT CIL, MU O LE K DFAUC D I 73
RSN, MPEENEKT 50T, BHiEEEOREIC
IE U GR, BEHRBOFSNNETHD.

[(ERALDEE]
1LEERE (ROBHFIZFEEICRSET SR L)
(L) 7 = 2 RPUEWEIK UIBBUE DBERERE D & 5 B
[Va vy BRHEbNDBENRHDLDT, +aaiTH 2 k]
@ARAUTFEBL, AohICKESNE, B, FHRBEDOT L
NE—IEERZ LT WRE A /T 5 8%
[TVAFX—FKEFTLREFTREUEZRLZ LT VO
T, +oRMBETO &)
BEEEDH L HEE (RSN EEEET)
[ i B AR e 4 %5 O T, 8 5B iR TR G- R
b2 (IEpEIE 0HSHR) ]
(AR NIBROR B BE IR DR B OBRE, REIRIED
DAY
[EFEIUC LY EX IV KEHifa TERWVBETIE, B4V
K RZIERD S B D Z &N D OTHERE 31T H 2 &]
GYHIMsER DO H 5 BH
[HifEm ZBET 2B8EN1H 5]
B)FFEED & 5 HBHE
[ FF g E RS R D BTN H D]
(7) = n
[ 5. @mEE~OEYE | OS]




Y v FN

1.8 WFE

(%)

8. - B
[FL - $hI2 (2 BEoRi) IS OWTIE R, BN L7
W ([7T/NRE~DOF S OESHR) ]
(R THHE  £BEIEHRICET 5EE)
(1), TEEREREEREIRE Db D B
UKy=eF b U U AEFRENE U9 <, BIESOER % Bk
SELIBENRH D (THLAL - IR OES))
QEFEEDH HERE
(BT M) v AMESEOEMRERTZEZTRBENRH D
(THELRZ « PEAR) DIEZ))
2EELGERKIE
WAANC L DY avd, FFr245F—0REEMEHEIC
FTHTEDLHERRNDT, ROEELELHZ L.
DHEANEFEBEEICOW T RBR 2T 2 L. ok,
EMESIC X DT VAR RIS THER T A L.
DFHITEBE L TIE, TP a v IFITHTH2REAED L
LA LT Z &

N EBAIRIN SR G TR £ T, BELZLZHOREIRI-E,

FOBig et o 2 k. BRI, BSBIRERITEERE

BYH k.

Q@QAFI O 5B L i, SBEICHERE, ik - B
BEEZ1T) 2 NEE LV

BV EEAF P ERIE DIRIRICB W I T O Z L ICHER
THZ L.

DAANT, FHPERBAETH Y 2ORBDED b
FREL T2 L. (b agh BRI B E 3 2% 1
LoREE] OESH)

DR PERER, FEADRENERD S Acid, AHlOES
FiEEEETDHZ L.

EFEN - EAIAGE D IRIEMEDO R TH D Z LIRS h

AST (GOT), ALT (GPT) @ _FH4miTHEREREE, #ya (3
ERE) NHobNDZENnHLDT, EHHICHRELIT
D 7R CBE AR T IATY, BENRD b GEIIEEE
ZHIEL, #YIRAEEIT) L.

HRMBEFL, MERRE  AMEBETRE (03%), MEHE
K BHERR) SOERERBFRENRSLDONLLZ ENHD
DT, EMICHREEIT S 7o LBIEE oI T, BER
WOLNTHAIIEREEFRIEL, BYRLEERITY &

SN MERERAME, MERIBRAE, M/NRERAE, BMmMEEM -
DL ERBAIE, SRR ERAE, i/ NEIRAMIE, VA R i (9]
HBAREAR ¢ BN, WHEENW, BT - KGR, Bif, A%
(HEARH) NHLLNDEZENHDHOT, EHICHE
AT 9 IR B A 24T, BRENRD SR EHEAICE
Behahib L, MU AEEITH 2 L.

O)& B EKIm S « AIEME RIS RS O M8 % 1F 5 EE R K
&K BEERH) "HLLNDLZ ENHDHDOT, I8, HEH
DFHFNH S OB EITITELIC RS2 Ik L, @k
WEEITH Z L.

T EERS, PIE fEREE . PR (0.5%), PIE JEME
B (BEEEARBD)  (RIEELR - 8B, nxuik, WRURIRIEE, Hg
X R, BRI 2 ) N bbb Z N HH DT,
ZDOE D RIERND S bR EAI IR 2k L, BIF
RNV E A OB S OB RN E AT 2 &

SV M ARAE « S B AR AL & £ O BRI Rl R E
(02%) B"HEPNDZENHDHDOT, AR, B,
CK (CPK) k&, MHEGRFIATIab s EARS L
bhigEaciigEse it L, BOR0EEZTY 2 L.

(2ZF D fthDREIEA
WORERNS bbb Z ENH DD T, B NGB bl
AT G2 IR 5 7 P LB AT T k.

fl%/fl\&zﬂi, ﬂq“?:’f))&:/k%”@& ’772 EPJJ:TZ) Z L. Eﬁ ﬁﬁm S%M 0.1,,5%*% 0.1%*%5
34EE{EH B F&I5 ZEIRI TR KLBE JR IR, 36 [ R E 2%
BAEE BHRAISIETSC28) BN P
% | Bk - EEAE BF - GIzET IRk | F BRI D A BB ) R ER | ) (45
Ta XX FI NI EAROERT VY | BIRESWOEIZLY, 7% JBD BBk L/ MY L, | B, S,
VR VONRIRERTH LRV RRE I ART L ERTVY D ik ARMEKBD ~~ b7 Yy M RERER % &
H5. PRl A BIESED L EZ DI, D EPRERBE S ) o SERBE B L)
AFFU[AF FVEF— ORI | B E YO BB =4 7+ BRI, MRS
Y= L, AR PUES - M OREE| AR—2 — (OATL, OAT3) Il AT (GPTIILDH LAP LFCTUiEY
RIS NS TR DS, |V, EXTU Y VRA R FUF— | i LA L
MPBEE=4 27 479 7| OYIABES D £ DS, LA ASTIER
VEETAI L, i (Gom) k-
LB M E| REEMHER 2R T 5|70 o v e VRHEOER, i Fy-GTP L
(N7 7 | BENBHHOT, BEMAEOZ | %2 L0 FINEIER SR T 2 3 Eis
V%) [BICEESHCL. DEEZDND. — THRKE [0 IR AR, ERL R B k]
ABIER ! SRR, 1 05, P28, R 6 [V, T i
O— M mfes"~" et~ % O
AT VBFICONINES, IV, REEdk R O % HHEEN __
D RREE AR IS E CORRABIC 51 2RI v |BEERE LR
FTHEAE G412 48601C, RITEMIFEHRIT611% (29761) < ers
bot-. EREWEMIE FRI28.6%, HR2.7%, J152.1%, Easy [l X2
NG OVREEAL.9%, FFAHESLE % O 1.4% % T b o 7. xaﬁ%g;%
77, AR AN OB T L LCALT (GPT) L 5-12.6%, %WM
y-GTP_E59.9%, AST (GOT) L59.7%, #fsEkibZ6.4%, - TR R T D E R F R
ALPERITNETH ST HIHRCK (CPK) 15,7 L R0 ok,
OB TREDIE ) B} TF=v ELBUN ERT AR E
BRI J5 1 5 BIFEH A FTAEAE (I 312000C, BIFESE | EOM =7 LREH Y U L MUAE, 7 TR A
BAI3411% (530) Cdvofo. T/RRIENIE FHLLE%, JIF RV BERENT K77 3
PERESLET.8%, (KU Y ¥ AIMIESA%, F953.1%, EHEREREE B R T Y VR |
23%FEThH ot Fio, BRBREMEOZERIZEL L Ty-GTP 3) ¥ I UKRZRER (70 b e v, M), ex

FH62%, 7L T7F =2 FH31%, ALT (GPT) |H2.3%%
Thot-.

(WEX%LEIER

DYavd, Pro43%v—:vavy, 777 47%F0—
(IR RS, Wi BRRFEIE, FREs) (BEARE) 2242
ERHDHOT, BEETHIATY, BERED LNGE
WIS IE L, WERNEEITO Z L.

)P EMREIRIFEBMME (Toxic Epidermal Necrolysis :
TEN), RRHIEBIEIZE (Stevens-Johnson fERE) :
W R R BERRIE, B ALIEIRAE R (B ARE]) A
HobNDZENHDLDOT, BEEHMITITY, BN
O LNTGEAICIE RS2 FRIEL, BWORAEEITO L.
BIGERT#¢, AFHEEREE, BE : BEMALOEEBRIA,

11

JUBRERZIER (G%, HN%, BERIR, MRS
SEEE~DORE
B I IXR O RUCER L, AR N 5B ET 2
REBEOREZBE LN OEEICEF T2 L.
(L)E#E TIE—RICABBEMET LTS Z ENE L, A
ERMRRBL LT VWO T, BEORELHocBizZL, f
21X 2259 DEENOHET LR CEEICRETHZ L.
QmmETIIE X I K RZIZX @R RS Hbivd
LB D,
6.0, EiR RILWME~ORE
(VAR O B 5B 5 L RPN L TRV T, il
SRR LT 2 FTRENED & 2 it NIZIZIR IR OB R EN
fatE%d EES SH SN EAICOREET 52 L.
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EmFER (7 v b)) TATT~OBITARE SR TN 0D

T, BATOMANEET LR ETESES L.

7.MNRE~DRE
(OIRHARER, HrERICKT 2RI L Ty
(EWNIZI T D R 220 .
%L - SR (2EEAIM) [TV TIE TR, WMENRE LT
WOTEEICEST5HZ L.
[FH - AE ORI VERREERIT 2 MR T 57.7% (15 f51/26
Bi), 2Ll k6 A T 40.6% (13 B/32 ) TH-72]
BERRBRERRICRETERE
OARDOEEGIZLY, XxT 47 M, 72—V 7
SEORITCIEIC K DR TIX, ABEE RT5 28 83h
LOTEETLHZ L.
Q)EE:Y — A ARBBHEL BT D2 ENDHIOTHEET DI L
LBERE
R G R, EEEOMBIER, &~ v AME AR
ST LB DL. FRBHBRERERE TIZT IO & D Sk
b o ek, AFIOMPEREL, MEENTIZ LY
T2 ENTES.
10 BALEDZERE
(LEREL A -
VR, TEOHRABEERICEM L, SfiHEdT 22
LBV EOEER] OEEBR).
DARAOMHHICH 7> Tk, BRICHEM L2 & 2R
HZ k.
IR IR B 2 &
HT I 7Y av RERAEME (M7 7~V 0%) DR
HIZkY, 77 7Y 2y FRIADEOTEMEK T % X 72
TOT, KA EPFRAT LA ITITEN TR TG
HZ k.
SRR II L CE L2 b
(2)ERSYEE
DEE 2L 2
OTFRHEAERETDE, REMPHIHTLHZERNHLHD
T, BEALRNZ &
Y AP VERA 1g, Fo T B R 250 mg, =0 ) v
7 LEiE, =11 v 7 N, 7= 8740 mg
@ TRHAI LB AT D &, 3RM% TH LW AMOK T &
ZFTIERHHOT, BELBRNI L.
TV b BEE 7IYy b XBEIE, ¥ NI VK, 7 T T —
JVIE 400 mg, 5-FU i 250 #fn, 47 ¢ U > 1% 250 mg
@ TFRHAI L AT D &, 3Rf% TH LW AMOK T &

CTIELBHLDOT, 2D DAL DEFEDIRE & #ET,

MBI — Ry 7 HFRc kv EE+5 L.

T3 UAVERERE, T T IVSE, ) ey PR, RA
T I ok, ~ v o7 IV, 73 7Y — N
@TFRA L BLET 5 &, 3 BEH% CRREILAED LN D
ZERHDHOT, EABITEHSCNIERTLZ L.
NUARY EEM 1y, vk 74 UEEM 1g

)R OER

AR ORI Y 2 v 7 20 5 BERERZ % OB
JERZEZTZEBHDDOT, AHlERET 5EICIT T
FHEAT L L, EEOREMAEERTD Z L.

QR ERE : SR OARIHERT L L.

(OB’ERE : KOZEDD, FHICEE L TIRaEmaL, Ay
FEEICFOEEL, AREET T2 0EY
DEFARNTESIC L0, AR, e EEREZ R 23 2
ERHD.

2)7 v MCKEBOIRF % Z0EICHIRNIERN L2854, 5
HEICER L EBS 2 DN EHNHE I THD.
)T Y X & AW RIS (FFA - ) 128V,
VRS BT IR R D Bz,

1. ZOMmDZERE

(WA EIC B W TEIERME D BRE TENT U v ol
JEROFEBUEE @ & OWME NS 5.

Q@PFICE Y, N7 u =0 AOFMEER 2 ERE SE5 L0
WERDD.

@) A X & = g i 5ttt (4% 2~4 HDA X
IZ 720 mg/kg/ B % 53, DV TAER 52~64 HOA X
4,500 mg/kg/ H % 7 H[#) T, WAEMEOBHERBED b

BERICT D L.

12

LORERDHD.
[EMERE]
1.1 3 p g g 3810

FEHERRAICAF] (2259, 459 % 186.750) 9%, 30 4y i
i L7z & & O MSEHRE OHRB K OSEMBIE /ST A —X
BRI 1 0lBYTHY, ¥R XA (TAZ), XT3
> (PIPC) O i BE 1T A & OB EH L7z, 7eds,

45 g, 30 43 RRRHERE & GRE O K E I AT, &
FEMEIE A DA v o 72 10,
TAZ
& 58 AUCq o Crnax tp Vss CLr
(pg-hr/mL) | (ng/mL) (hn) (L) (mL/min)
2259 7| 17.5:2.0 | 16.1+0.7 | 0.69820.091 |12.9+1.1| 24134
4597 | 474495 | 36.346.5 | 0.81420.106 | 12.0+1.4| 18234
6.759 *| 83.4£12.1 | 58.249.2 | 0.87620.118 | 11.4+2.0 | 15322
PIPC
& 58 AUCq o Crnax tp Vss CLt
(pg-hr/mL) | (ng/mL) (hn) (L) (mL/min)
2259 7| 125419 122+9 | 0.820£0.110 | 13.9+1.2| 272+44
459 | 366+68 | 286+43 | 0.86820.080 | 12.0+1.6| 188436
6.759 *| 5574108 | 380£43 | 0.893%0.124 |12.8+2.1| 186437

(FIn=7, *n=8, Hy+IE vE(RE)
H 1 @BERACEITS 30 0 AFEEROMEDRERE
15 4) AFI OB ENTZADHEIZLE 99(5 2)~18 9 4)TH 5.
/NI B RRYLE FRAE |2 AN 112.5 mglkg %, 304320 T1 H 2
B X0 3 B SEERE U o i R oL, BN
DEGREE | FHFRBR CRERERR N ICAFKI % 45 9, 30 43 SiFRE L
To RO M S P SRR EEHER L L Tz (B 2). 72k
LEMIX S BIIRENHE ST A — & ZWEt LTS %, TAZ, PIPC
EBHIT 2 AR EE D AUCo o I DEEX 5y & 0 Hi7 o
72, Coao P () ZHERES THEIL T2 R
FEENE A TP ERIMIE B 12 A 90 mg/kg %2, 30 43 LA BT T
1 H 4 B SERE U 72 oo MU R i 1, /N R e
B LBEREVRRO LN 7 (B2). F, R
BT P ERIEE RS L NI GERE D iy, B8V Y
T I A (CLy) BROGAREFE (Vo) IIFBHEZRE TR S
nemno7- 9.




' FN 1.8 If3E (R
sy | TR | Teql AG. | Cu [ 1p [ Oy | VA OHERIRAKE (BEHENHDEHEE)
’“T [ | [k (bgrhriml)| (uefml) | () | (Uhikg) | (Lkg) Bl BA INR &5t
MR 7 R UK R| 19/20 (95.0% 2/2 (100% 21122 (95.5%
i 1| oy | o (osndlooniossns| ([0 Bl oo ongy | o | 2ot 950%
R | M3 | 6 M & OER 50/50 (100%) | 22/23 (95.7%) | 72/73 (98.6%)
WO | [E9 | 18877 o Bk J&| 3539 (89.7%) 35/39 (89.7%)
B PIPC 265.3+1364175.3+113 6 0.840.3 033023 049+0.48 ¥1)47 (13M3155-03| 5/5 (100%) 11/11 (100%) | 16/16 (100%)
(90 mgkg PN 58/61 (95.1%) 414 (100%) | 62/65 (95.4%)
<QrH | 130558 |TAZ|579£101 | 27.2+08 |13+0.2]0.22+0.04|040:0.01 vhunya—Jgl 6/7(85.7%) 6/7 (85.7%)
[=T] [80£L0] [PIPC|480.1487.9| 2275467 | 1.340.2[0.21+0.04| 0.38:0.01 7 V7T E| 22023 (95.7%) 2223 (95.7%)
INE 195 A~ 146:40 7 A | TAZ | 480108 | 268+09 |11402]0.27+0.04] 0394001 Ty7uAy4—F 1111 (100%) 11/11 (100%)
ME | [F19] | [95+L3] |PIPC|388.3045) 222.9+75 | 1.040.2]0.2740.04| 0.38:0.00 t I F 7 J@| U1(100%) 1/1 (100%) 2/2 (100%)
BOME | 2~<67% | 331127 |TAZ| 408451 | 272407 [0.9+0.1]031+0.04]0.38:0.00 Fu T v RG22 (100%) 2/2 (100%)
E2™ | (3 | [147:28) PIPC[3034309] 2242460 08401/ 03140.04] 036000 A v 7z H| 1818 (100%) | 25/29 (86.2%) | 43/47 (91.5%)
125 | 6~<12% | 874157 |TAZ|441:167] 26931 [10:03]0.29:007] 0362000 2 e 16/20 (80.0%) 16/20 (80.0%)
mokg) | [F6] | [3L5+12.3] |PIPC 365141411 222.2+265( 10+0.3| 0.28+0.07| 0.35+0.00 TYRIAZZ—JE| 11 (100%) 1/1 (100%)
12147 |TAZ| 41111 | 233£L7 [10:00]0.26:000] 0362000 AFRANT by hAB| 617 (85.7%) 6/7 (85.7)
[=2] | [462,48] [PIPC|340.2+146] 191.3+165] 1040.1]0.5+0.02] 0.35:0.00 7uz N YT LBl 414 (100%) 414 (100%)
PR ) 77uA{T ARl 2628 (92.9) 26/28 (92.9)
930 LA T LB AL RALAIRIE LI, TEAREE LY |7V K 7 9 B| 12 (50.0%) U2 (50.0%)
HHUEE R LT, & 511 301/320 (94.1%) | 65/70 (92.9%) | 366/390 (93.8%)
30 3T T 1 H 2 [ 3[E], SCAAEEE L7 RHEMIEY
BVREARNT (HIET— 2 %0120 4, CL ROWVA Iz b2 5 2RERMEFRRADE

AR RE) hOBRFEILICHES AR L.
2 INRBHEICEIT S 30 4 H miER IR o RESRE
2 NRBT 0
TAZ L PIPC OELA S 1:4 BFNZBWTHERE, I, B, %«
i, EEERNBHIKR, BHS~OBITRARD LN TN D
3.'&%‘4
b hISE, REIC TAZ OIEEERHI TH D 2-7 2/ -3-4
FINB-ANT 4 ) 4-(1H-123-} U T —)b-1-A JV)ELER
(M-1) &% PIPC OiEMER#H T 5 PIPC O floF Lk
(DEt-PIPC) 23380 b T\ 5.
41;F1! 10,11,22)
PERERRNICAA 45 g % 30 43 i E L& 20 12 E T
DR R TAZ 28 71.2%, PIPC 23 529% Cdh~7- 2. F
7=, TAZ & PIPC OELA A 1:4 K Cco/NBBEIZEBIT D
Be 5 6 Bfll & CTOR YRR TAZ 7% 43.3~56.9%, PIPC
7 39.9~56.4% T d» - 7= L,
28, invitro RERT, ¥V NRXTHXLROET Y T, A
W7 =4 5 AHR—F—(0AT1, OAT3)%[HE L7 2,
5%&%&%5%-60)%%51&; B)
EHREREERT ICTBWT, BRI NI LIRS D ty
@E—ﬁ&o AUC, DHEINNFED HILTE Y, BHRERE D H
LRFICARZES T HG8ICIXTOREOREICL Y &5
BEOMESUIR 5HREE B CTRETH20LERDS.
3.375 g 30  MEEEIR, SHED/ASA—2HEA] *?

PN C S S LT MR PRI AER S (AR OV Zxf

S & LT BB RO B IR ED L0 Thoiz P,

O FRENR B URRER IR

KamE R BT SIS

T | BS5aHB | BESHTIPIRE | BESRT IR
9N 47/94 (50%) | 58/94 (61.7%) | 55/93 (59.1%)
v 5/8 (62.5%) 5/8 (62.5%) 6/8 (75.0%)

1 H O AEAS 375 CAIMICHEE L, 7> 5BRIERT 5 05 °C

DR -85 % %) SHE LT,
(€3 B 3:5)
LiAEER 22

(1)7 RUKEBRSD 7 F LR, SIRE%S O 7 7 LB
K OBRRMER £ TR WP A7 MVZF L, ZENIC
ERT 2.

QB-T7 7 ¥ ~—TRELEDERNT Y UHED 7T ARG &
VT T KRR L CROHIE 28T,

2 et 0

HING BN B-F I He—BDOR=y Y F—F, E77rnm

ARV F—B R ORE R EIEILER 8- 7 #~—E &R

EHAET 2720, BRI U NI ORERIZE - Tk

DREND ZEEBEL, ©XT2 U SRR IS L ChE

HaEFRT. F, BT 32U B OMKEEES R E IS X
D PUEIER &R d

cor h T~ PIPC (AR IR T S EBILEMAR]
mUmin) | PP g ipggg | Ao | e | AU [t T 2T T H A ERS LU L KR
| (ugrheimb) | () | ughiml) | (o0 VPRV BT U KR
>90 6 [4RFHIZ L] 249 0.71 196 0.95 M4 (Tazobactam) (Piperacillin Hydrate)
41~60 | 6 |4MFHZL| 659 |215| 437 | 171 W& 5 - TAZ) (l6 5 - PIPC - H,0)
A0 3 ggi;ﬂg Sl B e - (25.35,5R)-3 Methyl-T-0x0-3-(LF | (25 5R 6R)-6-{2R) 2 [(4-Ethyl-2,3-
= L= - - -1,2,3-triazol-1-ylmethyl)-4-thia-1 |dioxopiperazine-1-carbonyl)amino]-2-
[E& Bk BiE] {b3#4 |-azabicyclo[3.2.0]heptane-2-carbo |phenylacetylamino}-3,3-dimethyl-7-oxo-4
B 3 xylic acid 4,4-dioxide -thia-1-azabicyclo[3.2.0]heptane-2-
l" e carboxylic acid monohydrate
A[EFE 240 figk THEM SN 72 BRRBGEOMEIIRE D LB
hTHH . i
oEEMAFHE ©
LB FREHRHOEE | BREEOANEHE
Moo JiE| 19720 (95.0%) 6/6 (100%) 5/5 (100%) AR Ci10H12N4OsS C23H27Ns07S - H,0
fiti 4% %0 148/165 (89.7%) | 76/80 (95.0%) | 76/80 (95.0%) SR 30029 53557
B & B 5| 30/31(96.8%) | 30/31(96.8%) | 28/29 (96.6%) FE~ PRGOSO BEOESEDR R Ch .
B (M HEVE IS I %) 29729 (100%) | 29729 (100%) | 26/26 (100%) Thb. A4 /~M:?§cﬂ°@“<, r-é? Iy
M g ) oz | um sl | 2y o
e = 9% 3% A% |y VIRV AT 3 RIH
JL ¥ J5| 18/18(100%) | 14/14(100%) | 13/13 (100%) B ;? %;kf; 51 /i Xﬁgfﬁ “%”W< KD T
AL & | 414 (100%) 414 (100%) 414 (100%) o 008 1B
I Jifi 7%| 49750 (98.0%) | 40741 (97.6%) | 40/41 (97.6%) BEOKES b A (3
w|E & B | 4/4 (100%) 4/4 (100%) 4/4 (100%) 100 1770 5.
Ju P I 26
- BIMETEREBE ] /1 (100%) | 1/1 (100%) 1/1 (100%) R R FYT oy pa 150~160°C (0D
21 361/387 (93.3%) | 2511262 (95.8%) | 242/253 (95.7%) T 55Tk, T E Tk
—5&5%TH#11¢¢H#®ﬁ%4 PRI 15%10° (147 4/ =)V pHD) | 7.1x10° (147 % J —)VIK pHT)

S R JE DR G TSR IR R O B T 7 AR oAb
1345 % 16/18 (88.9%) KU 12/18 (66.7%) T -7,
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V2 FN 1.8 IR 3CE (R)
[HR*&L‘J:U)?I%] 16)AFS  5L1EA> : Chemotherapy, 42(S-2), 612-628(1994)
— 17)iE/KZ 2 1ED> © Chemotherapy, 42(S-2), 568-571(1994)

O ERNC M2 BAE T 2. y

Q¥R 2 F i L CREEZRE S,
ERETLCHRBIES.

» FEANHR & AR 2 S HAZH: D
WU &, BRLT <D,

QYA Z TR 5.

LR ERR, T AREBOTE RIS — V23 A LT, il v
FERAETD. ks, ERRITESCET S Z L.

2. FREORICEET D&

ORGLOSE ZRFFT D720, RfEEA TV DIMEIE R
FCHE Lo L.

QRDOBEIXHH L2 &

IMERHHR LT D854

AVAFRIR DIFALFRD BN DA

I)FEEED BRIE AT IRAIDEME L TV DG4

DIEFINZEE L T DGRBS B L T D545

5) = BRI DTEYEBHIE S — L8 IER N TV DA

@) T 2EA~OEHIE, FTAREICESFTIIT 2 L. HDIC
Hil &, TR AEREHITIRA LY, HEH O OfIBEE 1)
TRRNERZTBZRNS 5.

ABELEHIARETHD.

GYERBE (UTE) ISR DG I3 ThRn b,
OVRMWMOWEBKIIBLZFOELZE L THATLZ L.

[ &8 % ]
VL URARBMERA/ YT 45:10 % |

(EX:3:49!
D5 W0 BARbRE 2 MRS, 58(S-1), 73-87(2010)
2RNNAI—1E0> « B AR ERRIE T2 HERE, 58(S-1), 62-72(2010)
WNEEIED : H AL HERE, 58(S-1), 88-102(2010)
AN WIED . BARLERE T RMERE, 58(S-1), 11-28(2010)
SN WENN 1 B AMLERRIE T2 MERE, 58(S-1), 29-49(2010)
6)FH ) IELAHE )+ B AL R 2 3, 58(S-1), 50-61(2010)
N ZHBREEBIE B AL PRIE 2 HES, 60(5), 560-572(2012)
8RR}, FEEME A BRI AE IS X3 D YP-18 DRGIRES 11
HHEER (2014)

NG R, il &2 kiR (2008)_
104  Fth . B AR(LERIE Y HEE 58(S-1), 1-10(2010)
L) B An1EA> - Jpn. J. Antibiot., 48(3), 311-345(1995)
12) KA Fnf#lE)> : Chemotherapy, 42(S-2), 452-467(1994)
13)¥%54  #1E7)> : Chemotherapy, 42(S-2), 332-345(1994)

{

{

14)EAE (A~ : Chemotherapy, 42(S-2), 636-641(1994)
15)4b) 11 132> : Chemotherapy, 42(S-2), 559-567(1994)

19)#HIKF L 1-1F 7> : Chemotherapy, 42(S-2), 666-670(1994)

20)RFAELNT AL NERE, IR M OV K TR A T (1:4 B4541)

2L)IAARBEEIE > © Chemotherapy, 42(S-2), 281-299(1994)

) HNER, FYNTZLRPERT Y D PEET
=AY T AR=Z =TT HEEEH OBE (2007)

23)U A Ath B R BHEEIRE B T O S ENTE (1991)

) GHR M 13 - WIE T3 B R, JiEEA
(2006)

25 M 1E A - B b TR AR, PLEEMB-T
7 Z -~ — A1) (2006)

26) H PANBE T - W I LS TR AR, PUE R
(BLPACR)(2006)

20)fE IR 1F2 - B e T P RE, B 1T (ESBL
PEAET#)(2007)

28) 1 b = FE e
177-187(2011)

29)Kuck, NA. et al. : Antimicrob. Agents Chemother., 33(11),
1964-1969(1989)

30)7EEF & 1E 7> © Chemotherapy, 42(S-2), 73-101(1994)

3VBME T A 11E2> : Chemotherapy, 42(S-2), 135-155(1994)

32)Higashitani, F. et al. : J. Antimicrob. Chemother., 25(4),
567-574 (1990)

33)FECH )M 132> : Chemotherapy, 42(S-2), 51-61(1994)

34)/  #H —ERIE2> : Chemotherapy, 42(S-2), 164-177(1994)

35) A B FNiE > : Therapeutic Research, 15, 4135-4139(1994)

[>cakEER k]
FEYERICEDHOLNERHC D& LT FEtlc Zi5:k<
72X,

KEFILEERLHRAESHE BEBEARE
T 170-8635 HLAUARE: S X @ H 3-25-1
FEEE  0120-591-818

FEL AR

l
l
18)fRH{=411E7> : Chemotherapy, 42(S-2), 657-665(1994)
l
l
l

H Al 5 0 1 7 2 HESE, 59(2),

it
REREEEXSEHE3-25-1

M,
JLAATSUERRisigH e
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V2 FN 1.8 IR 3CE (R)

1.8.2 e - MR (F), BHiE - AE () RUZOETERR
1.8.2.1 DEE - DR () RUZDOHRTEIRRL
1.8.2.1.1 BREET D%0EE - IR
Y UEER 225, [ 45 RO Y URA SREER Sy 7 45 (BLF, KA ORHFETO

08 i PR N ONEGE 2 LR IR LT (B e O KGR EHIE — SR 28 KRR BB IO - AW &t & TH T
RLT2).

1. —WRRGLE

<3 hin A >

AFNEMEDO 7 RUKEE, Lo VERERE, MRS, BERERE, 72787 (7002 7) - F
27—V A, KiGHE, Yhash—)g, JV7vT)E, moTunsAd— g, vIFT)E, 7
T URE, e rrovT)E, ANV UWE, BERE, TR M X—F, XS RA ML
ThavyhRAg, JaARN)I VLR (VRANI VUL T 4T 4 VNVERLS), N7 TRAT A
B, TLART I8

< >
WU AE, Afigs, SRk, BHEVERELIS, MEMEsE, MERENIRE, RRgEd, fHE 2

2. FEEMELF P ERIRUDSE
1.8.2.1.2 FREET DNEE - IR DERTERM

FEBWEAF P ERIBIE (FN) 1X, AR ERERAS 1000 /UL A5 C 500 /ul A 722 5 AlREMED & D4k
PFC, IR T37.5°C LLE (MENIE=38.0°C) DREMNAEL, HHIEN, G, BFEE, 7
LA = ERENESE D DN TNDbDERITELLAITERSND. BEE TIE, M
EVE ST EREPERIE IR & LR b BERR T Th 503, FRIZF P EREEA RIS IR A
H OB AREERGAENZ . LL, MiEROTZ Y v 75128 60%~T70%kET S
ZEmD, FN ORI SN OMEBEEGYEIZ L2 b D LEZ BN TND.

FN ORI IR 2 & e P 222 hv&F L, H-o, PB-lactamase 222 72 HUE 33
LENDHZ LD, AFNLFN ZE#EIEE LT60 » [EHLL ETHER S, ERADLL D FNZE
HARTA L POTHE BRI L L THER SN TV, AKI2S FN OS2 TG L, FN OIRREIC
i CE DHEEDBEIRE AN 2 5 Z & T, ZOAMME L HICmvEE HROMEH b E T 5 2
EnD, EEBIGORRICORND EEZHND.

[ENCTEHL L7z FN BE 2 k5 & LT ARH O MIRRER g 4 % 1.8.2.1.2-1 IT/R L7z,

gk S TR O BFE 118 BUCAFIN G-, 94 Bl CHMENTHE S vz, EFEMEEE T
b 5P 4 B B OB FEOA 13 50.0% (47/94 1) Th o7z, BHH&TIT IR OfEEH T D
ARH1T 61.7% (58/94 f5il) T, FEEVGHEELE CO R CEYE ¥R A) 1£3.7421 HTh-
7. BRRZVR OB GHE TIFIERFCOAZIER (1) KO A% OFIE) 1359.1% (55/93 i)
Thol-. FHBBINIRHE SNTZFREREIX 5K THY, WIThodkb&5 4 BE £ TITHEE
L.

NRTIE, 12 BICARKID B G S, 8 B CH 2 DSFHIN S 47z,

FEFHIEE Th 25 4 A B OMEGHER, BIRKGHIEE Th 2 546 7/ LR OfREGH R
ARIT NI 58 B (625%) Th-o7o. MEVIREHETOHEULI9+29 HTH 7.
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V2 FN 1.8 IR 3CE (R)

IRENR OB G4& T I IERE COE NI 6/8 4] (75.0%) Th - 7-.
RE S S 2o =72, MEZA Il CE 2o 7.

TIHEWTHOBENS B JF

IR

#182121 ERNTEHRLEEBRABRTOBRIDERVERIE (BRARV/NR)

" fiR NG R FAZROIES
KSR RE p p
¥540H B 5A& T [P Ik B B 584 T/ IR
DN 47/94 (50%) 58/94 (61.7%) 55/93 (59.1%)
/N 5/8 (62.5%) 5/8 (62.5%) 6/8 (75.0%)

%;5.3.5.2.1 IH 10038080 CSR # 11-9, #* 11-17, # 11-20, %* 11-27, % 11-33, % 11-35 J ) Hifi:

S E CEME S NI BRI L O FN BT A R T4 > "ITAKIBHER S WD RIL L 72 57—
BT AR 1.8.21.2-2 TR LT,

A D FN #2255 & L7 5o 5 6 33 <, AFOME - HE&IT 4591 A 4B 5T
bz, FHmE EIXEN T IEM L 72 ERKRER &[RRI AR & EYMERDREIE TH Y, KHIOHZ)
(G TR 1X37.3%~515%Th-o7-. £7-, /NEOFNEBEZxHRE L 3R BRICEBIT 5
AFNIOHE - HEIZ90mg/kg 1 H 4 [BI# 5T, BEKRNROGEE (54 TH) 1% 52.6%~60.0%
Thoi-.

% 1.8.21.2-2 SETEHRIN-ERRRAERR VEHERXX THD TAZ/PIPC DEZMHE

g | 2D Ak - R LA e 318
D68P19 3.37591 A 61a 37.3% (19/51%1) | % 5.351.11H
D68P533 37.5% (15/40 %51) | % 5.35.1.2
R D68P523 4591 A 4[A . 51.5% (52/101 ) | #55.35.2.2 1
Bow EJ. filt ﬁfi%;; E%;’Z;ZE 39.6% (105/265 f5) | £55.3.5.1.4 1A
Del Favero 1t 4591 H 3 e 49% (179/364 f5]) | % 5.3.5.1.5
Kol o
D68P542 52.6% (40/76 f51) | % 5.35.1.3
AN Corapcioglu F. f | 90 mg/kg 1 F 4 [A] 56% (14/25 {31) %5 5.3.5.1.6 IH
Uygan V. ftti 60.0% (39/65#i)) | % 5.35.1.7

—J7, ENTFN OEMEZTIG L T AHEEIIE 7 2 AL AR ATHD, Arxp
LIZEN OB K OV D FN B 2 G BERERER 2 320 L T\ 5. sl N CoORBREORTE, &
5 4 B B RO G4 TR IERFOFREGH IR OB ZNE R 40.0%K% T 49.0%, & 5-#& T R/
IEREDERIRN R DAL 4T3% Th oo b ifE SN TS, E£2, MRTIE, &5 4HEKD
e 5T R IR R O FEEGH SR O BE GBI Z N 416 B KON 316 i, F 54 TR/ IERF O g
RN R DHWEFIEAL 34 Bl T - T- L E S TS .

ko X oz, SMERER &R CHE - A& CHEM LUZENRBR T, RAKLKOVNLO FN BE 0
B R AR M ERRBR DO RAE E R T o722 & D, AFIOIED FN B TOHEMMEEZ BAAN
O FNBETHHER T E 2=, L, ENTFN OEEZESG L T2t o [F PN g K R 5R
DEFEERESERLRNZ E LR TETZ LD, AFIZENO FN BEOIREEK L LCH
A LR THD LB R

1.8.2.2
1.8.2.2.1

AHN DA HIGH

Ak - AE (B RUZORETRN
BT Mk - AR

Eo)ﬁkn %IE—JBBTE%M‘

WD R

Té%% MHEAIZOWTAHI O LEESEIZ
e A CR LT,
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V2 FN 1.8 IR 3CE (R)

— fofe

7B, HARWIE BASERGE B Ak 26 422 H 28 B, JEABE SR 47 5) 1 ME
WRZ N Z L BT ) PIREE SN2, AFIO T2 R0 B NF Y oL B
TV T RITUN] B XN ELERTUY | ([CERT AT R (CFAK 26 4F 12
H19H) #17oT0W%. F7o, DRIEHIEICE L TIMicEig LTl 25. 72, #RME
SHZER U IR K, ABEER SUTT R BRI L, BRICEN T 5. 1 1220 T,
M EoEE) ISR EAEE L, THIRNEES ] & TRERICERIRNEST ) (ICAE Lz,

OV M 225 VI U&#IMAS5

1. —RRRRYE

- BUmNE, Mg, MEARZ%, BEENEE, BEXKROEEXROSRE

W, RANCIEE S RN Z L BT Y LT, 1IE45g (i) % 1 B 3 [EAEHE
L. WROGE, R, FHEBISCTLHARNCHETE 5. b, LEIISUT, FIRICE
ARNTESRT 22 L b TE 5.

W, ANAZiE 1R 1125 mg (M) /kg & 1 H 3 [ELSTHEEET D, ok, LEISCT, #
BICHARNIER T2 2 L6 T& 5. F/o, ER, WEBIOGUTLRERGELZEERETE 5.
72720, 1580 ERIFRAICK TS 1E45g (Jiff) 22 20bD LT 5.

- BRBRRUCEMEEBERXOSE

W, RANCIFEE SR Z L BT Y LT, 1IE45g (i) %2 1 B 2 [E A
B, ER, WIS U TLH IENCHEETE S, ok, LEIZN U T, BRICFHIRNES 25
Ly TED.

W, ANAZiE 1R 1125 mg (M) /kg &2 1 H 2 [EASEFET S, ok, HEICSCT, &
RICEIRNESR T2 2 b Tx 5. £, ER, ﬁﬁzﬁuflﬁ&ﬁiéﬁﬁﬁif%é
I 6T, R, WIS U TLH IENZETE S, 2720, 1EEEED ERIFMAL
%1459 Uifl) #8220 LT 5.

2. FEWELT PR IE

W, RANIEH S RI Z L BT Y LT 1E45g Uii) %1 B 4 R AT
5. ek, MBS T, FRICEIRNERTS2 L TED.

W, NEICIE 1m90 mg (Off) /kg %2 1 H 4 [FAGESHET S, 7ok, HEISUT, EH
ICEARNVER T2 2 b TE 5. 2L, 1EEGEO ERIFMRAICESIT 2 111459 (O)ff)
EBZ 2B DOETD.

OV UEREREHERANYJ 45

1. —RRRRYE

- BUmKE, Mg, MEARZ%, MEENEE, BEXKROEEXOSRE

W, RANCIFEE S RN Z L BTV Y LT, 1IE45g (i) %2 1 B 3 [EATEHE
5. WROLE, FER, HEISUTLH4EICHEETE 5.

W, NEICIX 1A 1125 mg (i) /kg & 1 B 3 [BLETEERET 5. ks, ER, HEEICIS T
TLlEEGEZEAHETE 5. 2720, 1EEGEO BRI AICKIT S 1R 459 (Jiff)
BN HDET D,

- BRBRRUCEMEEBERXOSRE

W, RANCIFEE S RN Z L BT Y LT, 1IE45g (i) %2 1 B 2 [E A
L. B, JER, WIS U TL A 3EICHEETES.

W, NI 1R 1125 mg (M) /kg & 1 H 2 [EASTEEET D, s, JEIR, IR
TlEFEGEZEERECTES. £/, ER, HERIJECTLAIEIIHEETES. /2L
e 580 FRIFEAICK T S 1459 (Jiffl) ZB220bD LT 5.
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V2 FN 1.8 IR 3CE (R)

2. FREEL HERIRAE
W, RANCIEZ SN BN XT3 YL LT 1H45g () A2 1 B 4RSS
2.

WE, /NEIZIE 1590 mg (Jiff) /kg & 1 H 4 BLSEEET S, 2L, 15 ED B[R
IEERAICEIT S 181459 (Uiff) X2V DET5.

1.8.2.2.2 BREEYT S HE - AEDERTERN
1.8.2.2.2.1 BRADRE - HEDHRTERRL

FRA D FN B CO ML - AR, AFOEyERE (PK), EERHERICxI 256 ), 3
hHE-3K /)% (PK-PD) TSR, ERRREBR COFMIE L Zatt, SUEIGES%AE CORAMEEH
K OSMETORME R Z b & IZERE LTz,

AANL, WUffE, iz, BERBR, EHEERRER, MBI, MERENIRE, RRFER K OWHER %
WIE S L COKRBENTEY, oMk - AEERnE, Mk, BBk, EENEL, IRk
OIEEZRTIX 1E 459 % 1 B 3EIFRE, EHEMEREMR LK O B R TIL1EI459% 1 A 2 [HRE
ThV, MiRTIEAEEL, EHEERERR KO EER T3 EESITHEET 2 2 LD L
TW5. AMETO FN BEFIZHT 2 ARKFOHE - HEIX 1459 % 1 H 4[R5 THY (161
), ENAOTEER N SR A FF 4 2 WOTH, GRS T 5 FN OB ICE LT,
FOREDREOMFCELIME  HENRZEF LW EEZ LN, FIHEEORKERELZFHIE S
TNDHZ D, #HRENTOWIAAIOME - AHEIZ1E45g% 1 A 4[HEE L 72> T 5.

ARFND PKAZDOUWNTIE, AARNEEESRA, BARANGREE, SEANEFEELA, SMNEANFN EE
e OHME N BERENEGE B TR STV, ZYNRT X ARE AT U 3RS E A JE R
WIRYLE B CONTAREITORLmVMEMIC H - 727Y, #FBEERTHIERY, 2527 V75
VAR OV BREICBAE /BT SRR o1 2 8D, BEEERR A OB O R BB L & Bf
A FN BE TAHKIO PK 8K & < 870 5 AlREMEITAR <, A FN BE CTHRERIZ2 A B ENI A CTh
HEFEx bl (3825311H).

ARDFERTHDHERT LY AIR=2 Y U REEHETH Y, % Time above MIC (MIC : F/)s
SEEFLIEFEEE) SEICHBIL, ZOfE2S 30%4% LRl 58541, FRREOMEmHE R L 54
MEREIFRFTE S L ENTWD O AHID 4.5 g Z i BT 30 2S5 L7 & & O PK DR
D, % Timeabove MIC 22 5HBH L7727 L—27 KA > k MIC (%Time above MIC 7% 30%% |- [H]
% MIC : 30% T>MIC) IZHIZC, RAREEEMZRT LB X LTV 5%Time above MIC 73 50%
LR T L—2 R A2 N MIC (50% T>MIC) ZEH L, #182221-1127L7=7.
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V2 FN 1.8 IR 3CE (R)

% 1822211 AH|459gEERKEDY% Time above MIC W BH LT L—9 RS> k MIC

% Time above MIC 30% T>MIC 50% T>MIC
1 B 5RER 2 [A] 3[H 4 [A] 2 [A] 3[H 4 [7]
T L—27 KAk MIC (pg/mL) 16 32 64 4 16 32

MIC i piperacillin DR (ug/mL) TH L7z,
%5432 T M %56 X

7L —27 KA >k MIC (%, 30% T>MIC & 50% T>MIC DWW T 4[5 Tk E7RD,
50% T>MIC TiZ MIC 75 32 ug/mL OJRNEDOEA THHEMENHIHG TE 5 LHEll S 7.

FN OJFKEE LT, 77 ABMHECIEEA Y RURE, 277 7 —FBRir RUBKE, Mg
K, ESHEREE, IBEKEIE, 7 7 ARMERECITRIRE, 2Ly IR, KBEOIE, M
FIZ%HE5 600, BNMEBO#EERE (o Tur i —jg, v 7F7E, ¥ huny 2—g,
TaTURE), A VINVECYE, TUR M EX—E, AT/ ka7 A <741
TREBRLNDELTVD Y. 22T, N5 OB ST T ORFRABERR (K68 ik
A, VT OBFEME IR DMHE IR O MRS, 5 18], T 2010 I B STl R OV
VEHIR O 21 # )8 - HfE, F 4310 #K) OAFUEZ AT D & A O g B TOARAID PK
76 PK-PD AT D247V, ZORE %4 # 1.8.2.2.2.1-2 IR LT-.

#1.822212 AKZE4591B3ARVAEEEL-EEDBRABMRAICHT S
%Time above MIC 30%% Uf 50%® &£ i Fe

MIC 1 H 3 [al g e i
& - AR [ % KR (%) KR (%)
(Hg/mL) 3505 T>MIC]50% TSMIC | 30% T>MIC[50% T>MIC

S.aureus (A F U UEEM) 293 2 100 98.7 100 99.7
CNS? (A F > U V&) 210 0.5 100 99.6 100 100
S. pneumoniae 267 2 100 99.1 100 99.8
S. pneumoniae (= U UMiHE) 62 4 99.9 98.1 100 99.3
Streptococcus spp. (S. pneumoniae ZBx<) | 299 0.25 100 99.6 100 99.9
E. faecalis 218 8 99.6 96.8 100 98.8
M. catarrhalis 186 =0.06 100 99.9 100 100
E. coli 304 4 97.9 96.0 98.1 97.4
E. coli (ESBLs” % ) 54 8 99.8 97.0 100 99.1
Citrobacter spp. 234 32 914 83.9 93.3 88.9
K. pneumoniae 231 8 98.0 94.4 98.6 97.0
E. cloacae 197 128 86.1 80.1 88.4 84.0
S. marcescens 249 16 96.4 90.0 98.1 94.4
P. mirabilis 218 0.5 100 99.4 100 99.9
Proteus spp. (1 &~ B —/LE5E) 114 0.5 100 99.5 100 100
Providencia spp. 80 4 98.4 95.4 98.6 97.6
H. influenza 252 0.12 100 99.9 100 100
BLNAR? 114 0.12 100 99.9 100 100
P. aeruginosa 303 64 87.7 76.3 89.7 84.6
Acinetobacter spp. 240 128 87.4 83.0 88.7 85.9
B. fragilis group 185 8 97.8 94.9 98.5 97.1

a : Coagulase negative staphylococci, b : Extended spectrum B-lactamase, ¢ : B-lactamase negative ampicillin resistant H.
influenzae

MIC 3 piperacillin D THRK LT,
#5416 [0 Table3 X5 5.4.32 1 M £ 11~32 L 0 Hipr

AFID 1 H 3 EEEETIE, %Time above MIC @ 30% % M & L7=54, T+ XCOEMET, =k
21T 80% % Lla] > T\ =)y, FRENROHIGFTE D 50% % BIE L L2356, fIEEICx 5 E
FHERIL 80% % Fal-> Tz, FAUCK LT 1 B 4[E#%E Tl ZREDEOHEFTEX S 50%% K
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V2 FN 1.8 IR 3CE (R)

B& L7eme, MREZ S X CORM CEMMERIT 80%% LR~ Tk, 3EEREIZH~T
KV IREZREREICK L CAEMIMER IR TE D B L.

EN D FN B 2 x5 L LT UK, SAME O AR E O E RN TO PK & [EN
(23T 2 FRIR 53 BB O A A& ML LD PK-PD T DRERZ & L1, AAIOME - &% 4591
A 4 [ 5250E UCERM L7z, EPNRER TOMEGRIL 50.0% (47/94 #1), BERKRZIFRIE 59.1%

(55/93 f51l), FHE AN FIE 100% (15/15#K) TH Y, 4591 H 4 [IEEOHEMENHE T -
EF T (R 1821.2-1).

PK-PD fi##7 (3% 1.8.2.2.2.1-2) [ZHWWREIR /P BEEE & [EIPNES 11 AR IR AR T oo Bl S 2u 72 R &
DAFNEEZ M % MIC #ilH & RS2 MERTH 1.8.2.2.2.1-3 (r L=, [EWNE N AHEEERBR TIX, /NE
THRERE S S e o lolzd, BN HSROBRAR TR & Okl 2 7R L.

# 1822213 BRERIBMELEANSE I HERABRTHBIN-FREORZMHD LLE

(BEARXEHE)
[z a3k [l MIC range MICx, MICqg B

a7 R ek Y [ 249 05-2 1 2 100
(AF U ) [EIPNaER 2 1 - - 100
37 5= BT 1 Bk Y Wy 194 <006-1 0.12 05 100
(AF U ) [EINaER 1 2 - - 100
N BRI S5l 277 <0.06-2 0.25 0.25 100

HAHE 2 Z
SRR ENER 4 =006-025 | =006 025 100
R — BRI B 282 05->128 2 4 97.9
] R 2 2 - - 100
N N a8 216 05->128 2 8 97.2

L7 Y =
V7= IR 2 2 : - 100
. Ny 186 1->128 2 128 84.4

N N =)

YIRS [EINEER 1 2 - 100

1) Clinical and Laboratory Standards Institute (CLSI, M100-S24, 2014) ®~7 L — 27 KA > b MIC |Z & D@ MR
2) European Committee on Antimicrobial Susceptibility Testing (EUCAST, Vol.4.0, 2014) @7 L — 27 /KA > b
MIC (2 & % sz s

EIPNES N1 ARG IR R CorBlE S N JRR B O BB AFIEZETH Y, BRIR B D&MD
N ThH o7,

] PN B A B D B FRUL UE C U, AHI OIS FEZ BB L CAF U UMiE T R OB & B
E DARFNFERES MDA K 2 5B R ERJVE B 1T R & Lz, 2 OBRSMEES,
b U 7= B IR 0 BB OUNSE St (Re e AR A 5 o v O AT B 233 D it LRI O e
P, FLED EELCTHY, RAOMSEEZ L TWDZ LD, ENGE N AHERRRERTH
Bt S AV R B O ARFNES ML, BRRBRG 2K L TWb L& b,

—05, RAEMECELTIE, TS L o7 107 Bl 5 BREIWERZS 51 12 70 £h983 L # D%
BLRIT 43.6% T o7z, FRENWEH 2%LL B33 1%, T (13/117 #, 11.1%) , ITHERES A (10/117
%, 85%), y-ZNHAINVET U AT =T —F (y-GTP) H4hn (8/117 #l, 6.8%), (K4 VU 7 AIJE

(71117 5, 6.0%), FZBROMA 7 V7 F =40 (4% 41117 5], 3.4%), EHEREEE N OT 7 =
YT R UAT 2T —8 (ALT) kH (% 3/117 i, 2.6%) Toh -7 (¥ 5.35.2.11H).

BIWER D7 L — RBIORBEIEIX, 7 L— F1317.9% (21/117641]), 7 L — F22311.1% (13/117
Bl), 7' L— R34313.7% (16/1176%1), 7' L — K4430.9% (1/117641]) TH Y, 7' L — Rk b %<,
7 L— RSDRWEMIZ 2 o7z, 77— FAORITERIZ, &4 Y 7 A LfE0.9% (1/117641) Th -7z,
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V2 FN 1.8 IR 3CE (R)

7' L— R3OEWEMIL, 1&H Y v AIMfEL3% (5/11761), FHiM OFTFHERESR 7 45-3.4% (4/11741),
y-GTPHINNL.7% (2/117451), FVEVENZRE, AFREE &K ORISR FA450.9% (1/1176]) Th -7z
7' L— R EORWERE, FFEEELGNR Oy-GTPHEILGI 2R, WP biRBREof Ik, 3K
WL £ ORI ClEE STt U7z, IFREE 25880 U7 1001, pR 812 IR Hh Iy esge & ff T L,
TRBRIE & DKL BILRH TN AR AT EE & 72 o 72 72 R BIRA R B ICROBBIER & #& T L7- (585.3.5.2.13H) .

AFRERCHREBL U7 RIER %2, ARFIOBEAGEOMIE Td 5 — e (MufiE, ffide, M
FEREZE, BEREA, MEK, MEMENIRE, MEFER K ONER) 255 L U ENERIKRER O R
L LT

REMS, REMENIEES, RRFER K OB R ORI B INAGR G5 £ CORRKRER (27RBRICBT
2 AAMh P ESE B 20 3486%1) TORIMEFAZHRIZ61.1% (297641) TH Y, FNEEZR L LI
IRFRER T ORIERFE BN — B IME D BE OR B L LD Z &i3eh o7, —MEGE SRS
2T 5 ERBIERX, TH#128.6%, f#552.7%, #952.1%, WEH: & OFEE1.9%, FHERERE L O
FURLANETH Y, FNEE CORBRFLITMEGYEDBE L REARLZ LT o7, *
7o, ERARRRAEME S, FNEZ ICRA OLEBIIRD biiznoi.

DX 91T, FN BEICHBLLEWERIL, BIARO—RIEGYEDBE THRO LILZFERD
HFETHY, BEHELORE SRS LITE LS BRI DO TIER o722 005, FN BE
~AHKN 459 % 1B AEERE LI E0REET T 7 A, —REYHUEOBE LREECTH D &
Bz bz,

AFNZHDOWTIE, P21 41 A 1 B2 5 34 CTIUE BHE4 3000 B & L 7= FH plois i A 2 58
fELTEY, PR 2547 H 15 A £ TITEEEFI L LT 3685 fil 3%k S, 24l 3642 {5 CTRHE
fliZiCTuwad. BITEMIE 285 1] (320 1) 127D B, RIEMZBIZRIT 7.8% (285/3642 f5il) Td -
7. BIWEHONEIL, THIS 88 il (2.4%), NTFHEREZ 23 63 41 (1.7%), NTREEAY 27 fil (0.7%),
FIZH 19 1] (0.5%), BEEREREEDY 11 41 (0.3%), Mig2 L7 F = H#MAs 10 5] (0.3%), ALT
296 (0.3%), HIiMmEREED 2 8 1 (0.2%) HETh o7,

Fio, WHMEES (Pfizer £h) K OVBANSTHER S E W DR 22 27 A ~FRL 25 4F 7 A D
FAEFN M FICAF LIERD 5 6, KERBHROERE DR FEHELOE 70 5 1E B A 7 2
REWER TR WEEZ LN, ZhbDZ Ennd, BIRES T A Lo EOSGETS ORI 2 i
B2 T DTN EHIMT L TS (5 7 Bl et E M e, 2013429 H 13 H2H, % 5.3.6.1
H). AEOBMASCEICS, AFlE FN BEICEGTHI2H20, FrRi)72EIER OFRBORR] 72
EEIFEHEH I T (3 1.6.15H).

Uk X o, REOFIEE ZEMEEZBRL, BADFN BETORAO M - HEE, 45
gl A 4REIBZEEGNEECTHD EBZ T,
1.8.2.2.2.2 INEDRE - HEDRTERRL

/N ORRGHE AR DRI HE RS DB BN LN T L b M E T BOFIEEZ RIS
TOUERD L. KFNO/NEA~OBIGE, PEREEIYE & QPR BIEGE & x5 & LTz — ARG
BrRCA M, ZRMER O PKIZOWTHRTL, WUE, ik, BHEEREDER, BRER, EREEK,
REVEPN RIS, NHEER I OB & IGIE & L CAGRE B LT\ 5. oMk - AEEMImE,
Jifide, REMETE, MEWEPNAESES, NHZER &L QMR AR TIE 118 1125 mglkg % 1 A 3 A5, BMEVERE
REOERBERTILLE 1125 mgkg 2 1 H 2[5 TH Y, EHEVEREDER X OVE LB R TIL 3 [
B EICHET D Z ERRO LN TN D.
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V2 FN 1.8 IR 3CE (R)

— 75, SNE O/ FN BE TERRB STV D L - &L, 90mg/kgl A 4 [EHEETHY, /N FN
BE TOARFOF MR L TIE, TN 290mgkgl H 4 B 5 THME & 2SS T\
(%5 5.3.5.1.6 TH L U3F 5.3.5.1.7 1H) .

MR EN BETORE - HEY, RAOERA & FRBRICAKIO PK, BEKESBEHE I 2 H0E 7,
PK-PD fiHTHE SR, BERARGER COFRNEL otk TENRIEHRA C OV Wk OYNE T off
FARIE S LI E L.

AFND PKAZDWTIE, /I FN B & /N — e B O R, 2827 V7 T A
B OV A RS 2 el U 7oA 3R, BEE /DB VRO SRR 722 LoD, /NE FN BF ICAKI O
90 mg/kg % 1 H 4 [l 5 L7236, /NE—MREYYERFE & i L C PK 8K & < #7e 2 araetki
TneEExo6n7- (55 535211H).

AF % N O — R EYE B & FN BB 12 G L7z & & O PK > b REE SR B REMRAT 21T\,
112.5mg/kg % 1 H 3[pfe 5 L7z & Z N0 mg/kg = 1 H 4B 5- L7z & % D PK & % Time above MIC
MBEH L7 L —27 KA >k MIC (%Time above MIC 7% 30%% E[A]%5 MIC : 30% T>MIC) (2
Z2C, BRFEERZRTEEZ 5TV H%Time above MIC 78 50%% L0257 L— 27 RA v |k
MIC (50% T>MIC) %L, # 1.82222-11T57L7= Y.

% 1.8.2.2.2.2-1 AHF|D 112.5mg/kg 1 B 3 B 5K & 90 mg/kg 1 B 4 EREEED
% Time above MIC ™Mo BEH LI=TL—9 R4 > k MIC

% Time above MIC 30% T>MIC 50% T>MIC
1 B5E 112.5mg/kg1 H3[m | 90mgkgl H 4[5 | 1125mg/kg1 H 301 | 90mg/kg1 H 4 [A]
7L —27 KA s MIC (ug/mL) 32 32 4 16

MIC i piperacillin DJREE (ug/mL) THR L7z,
%5 5.4.32H W K57 LV ke

T L—2 KA >k MIC 1%, 30% T>MIC & 50% T>MIC DWW LT 90 mg/kg 1 H 4 a1 5T
AR E72D, 50% T>MIC Tix 1125 mg/kg 1 A 3[EEGOT L—2 KA > K MIC 28 4 ug/mL TH 5
DIZHF LT, 90mg/kg 1 B 4 [[#% 5Tl MIC 28 16 pug/mL OJEKRE DA THHEMENHFHTE 5
EHER ST,

F7, BT OEESEEREOAFIRZ S AT 1 (e RS, Y ORI
2 MHHARBLOfERR, £ 1 [8], T 2010 4RI 50BE Sz AR OV Sk o> 21 B - B FE, 3 4310
BR) &/NREBREF T BT BAHAID PK 226 PK-PD T D247\, Z O£ % 1.8.2.2.2.2-2 1R LT,

AF D 1125 mglkg 1 H 3 [A1#5-Tid, %Time above MIC @ 30% A MfE & L72HE, X TOHE
HE TSRS 80% % LBl > TW2y, REHROHIFFTE 2 50% &4 BE S Li-%Ha, BHERE,
vhansh—g, VTV Tm, TrTansy—E, 7T 7 RELOBIER I D E
Me=R1% 80%% Flal> T -, ZHISH LT 90mgkg 1 H 4 EI#%5-Tix, 50%%4MiE L-5HAa T
HFEIEEE 2 bR < T T OEMCEMMERIL 80%% Ll-> Tk v, 1125mgkgl A 3 [0 512~
TRV IRHRHEFEICR L ARSI TE 5 LB b,
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V2 FN 1.8 IR 3CE (R)

% 1.8.2.2.2.2-2 KF|D 90 mg/kg 1 B 4 EH%EGER Y 112.5 mg/kgl A 3 B 5RO
BEER D EEE I Xt 9 % %Time above MIC 30% K Uf 50% & i e

MG |1125mgkgl H 3 1B 5] 90 mg/kg 1 H 4 [ 5
& - AR [ 0 I DEERKHES (%) R DIERLAER (%)
(He/mL) 13006 TSMIC]50% T>MIC | 30% T>MIC|50% T>MIC

S.aureus (A F U UEEME) 293 2 100 95.6 100 99.7
CNS? (A F > U k) 210 0.5 100 99.6 100 100
S. pneumoniae 267 2 100 96.4 100 99.6
S. pneumoniae (= U UMiHE) 62 4 99.9 88.2 100 98.6
Streptococcus spp. (S. pneumoniae ZBx<) | 299 0.25 100 99.4 100 100
E. faecalis 218 8 99.7 74.8 100 94.7
M. catarrhalis 186 =0.06 100 100 100 100
E. coli 304 4 99.3 88.0 99.5 975
E. coli (ESBLs” % ) 54 8 99.7 825 100 96.1
Citrobacter spp. 234 32 91.7 71.6 94.1 84.1
K. pneumoniae 231 8 97.3 79.7 98.0 93.4
E. cloacae 197 128 86.9 69.7 88.6 81.8
S. marcescens 249 16 93.8 78.9 95.7 89.2
P. mirabhilis 218 0.5 100 98.9 100 99.8
Proteus spp. (A1 &~ B—/LE5E) 114 0.5 100 99.4 100 100
Providencia spp. 80 4 97.3 89.7 98.2 95.0
H. influenza 252 0.12 100 99.9 100 100
BLNAR® 114 0.12 100 99.9 100 100
P. aeruginosa 303 64 86.5 52.6 90.6 73.1
Acinetobacter spp. 240 128 91.9 80.9 93.6 87.8
B. fragilis group 185 8 97.5 86.9 98.2 93.9

a : Coagulase negative staphylococci, b : Extended spectrum B-lactamase, c : B-lactamase negative ampicillin resistant H.
influenzae

MIC i piperacillin DJEFETH L.

#5.4.16 3 |10 Table3, #55.4.32H MY % 11 KU 34~54 L b ik

ENO/NRFEN B3 A5t g & U CFM L7z BRARaBRIL, S E o FRELE OV A RAIZEB T 5 PK
L ENIZ BT D R B E OAFEZEIZ X % PK-PD fi@fir OFE R A S LIz, AFIOHE - HE%
90 mg/kg 1 A 4 [A1§ 51258 L C M L7z, AFRERCOMEGHE K OEER 2 1% 62.5% (5/8 1)
J N 75.0% (6/8 1) TH Y, 90mglkgl A 4 [AEEOAEIMMENHER TE LB X

ULED XS, BMEOBLENGIE, AFIO/NE FN EFH TOME - HEE, ShE S R 90
mg/kg Z 1 A 4 [Blfe 5 &35 2 LAt & L7z,

INRTORFN DL DOUVNTIE, BRI FUER B OV IR 52 Oy 8 FH BGRAR A2 CRIAM ST
W5,

/N FN B3 & xige & LT L 7= 3Bk TOREMEORENIL, ARAIHE G5 12 51 % 22 20
BB & LTI 21T o 72, BIWERIZ 2 BIC 3FFELL, ZDORBFEIT16.7% Th 7. FIHL
TZEIWERNT T (2112 41, 16.7%), MhREERD (112 6, 8.3%) Th-o7-. BIEHDO 7 L—F
MORBBENGIL, 7L —RF1283% (1/1241), 7L—R22383% (1/124]) THY, 7L —F
3LLEDRIERIZ Ao T=. 7L — R 2 ORWERIZ TH#I8.3% (112 61), 7 L— N 1 ORIERIZT
H18.3% (1/12 1) KON pREERD 8.3% (1/12 6) TH Y, #IfiT T XTEETH 7= (56
274211271H).

AN D — WIS Bt B & LT BRI RRER T, /NI RRERA 2 BIERIZRD Hiie o 7243,
THIORIERFEBEN 45.5% & @ETh o7z, AFOEKRMERICH 7 > TL FROFIEZ B 87
LMENDHD EEZ, R XEOFH EOEEOHEER S OIS [H - IR Q) o0
TR, REARB LTV St L, DNEE~OREOIEIZ 9 - I 2wkl (2o
WL RR, BERHB LT WO CHEEICRE T 52 &L [T, REORIWERFSEERIT 2 5k
fii T 57.7% (15 511/26 f51]), 2 kLA b 6 mEATH T 40.6% (13 /32 B)) THh-o72]) Lt LT\ 5.
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V2 FN 1.8 IR 3CE (R)

BrEf AEGERAE —/NEICBT 222l TOaaEomR— (F ARERED/NFE 5
te) TIX, PR 2547 A 15 H &£ TIZ 546 BB GRS 41, 538 il &2 atEaklixtg & Li-. BIfE
L 88 BlIZERD B AL, BMERRELIERIT 164% Th-7-. BEWEHONEX, THIH 63 4 (11.7%)
b2 <, IFHRRRT, BENATH (1.3%), TFEENS 446 (0.7%), FEEE, HE, ALT
m, 7ARTGX T I VTG AT 2T —8 (AST) HIN, 4FHREREQRD 234 2 51 (0.4%) 72
ETHY, BN & HAATNUTRRAREIERIZERD b T Ru,

F7z, BRALRIBRIC, EAMESESHL (Pfizer #1) KOS ST P2 1E A H AL 22 42 7 H~F
% 25 4F 7 A OFE B FICATF LIEERO 5 5, IRRBEROEWREDH EERLE 0 H1E
BEMUEAMEREERIZRWEEBZ 6N, ZhbDZ &b, AR THHEH EOREDOWETH
DR 718 25T A MBIV SR LT D (BB 7 IR EHe, 2013429 H 13 HiE
tH, % 53.6.15). AEORMCEICH, AFZ/NEO FN BEFICRGTHICH20, FRRAE]
TER OFBIORF R 2B IR S Ty (55 16.138).

EU o :8EIC 51 5 FN st i 1000 4t c b o, mac e~
ENT-EEARRER (D68P542 #lR) MFHMIEEL L Sz, ARBRCIX, AFOME - HEIZ 1E 90
mo/kg, 1 H 4 [A13&5- L 3% &4, bibliographic application (2 & 0 &GRSz RA Y &2 RE, ZOH
%5 - HEDER IS NIz, 20k, /NEO FN BEZ R E L TRROERNE & a2 3 i Lz
% < OESKRMFERRHE SN TWDD, ZO ML AEX 11 90mg/kg, 1 H 4[R5 TH 5. 2011
T N—FF A X ETEN 7= SPC T, EU O/NE FN BEICI 1T 5 A &3 118 90 mg/kg,
1A 4[EES EERHEIN, BINCBITHARFOARRLE - HEICE T 2 AN & BT S
TWHEEZS.

—7, EERRER (D68P542 #lik) @ ML « HEITAAKIO 90mg, 1 H 4 F#HEGITMATTY I/
7Y 3y FRFIEEOT I B N SN TWA. 4B FN OHUESIEHR IR 5 IR
DL TT 27U ay RRFEENOHH S, 1990 451245 Sz Infectious Diseases Society of
America (IDSA) ® FN A KT A4 BN TH - EBEICHRE SN Wz vl v 7 1R%EIT,
B-T 7 4 ARMERKE T 2 ) 7V 2 RAFHEEOHARETH 72 P, ZOBOEEEHZEIC L
D, INOZUEY v Z7IHRICBIT A7 X /77U ay RAFEEOIHIZ WL, AohtEizksn
TABIHEA TORBNREFEEN RN L, ROT 77U ay KREE OGFHIZRIER & 1#
TRT D Z ENRHALNIRY, BHTOFNBZIETA RF7 4 TlE, " VA7 OFNEZIZBNTY
AR GRS NDICES> TV D Y. lAEXIGE LIRS CIE, AFIFME S L7 I
PG X D SRk RGN T, WA & RYMEIR AR & L CHERMED R
SR, WRHCERRDP ST ERRESNRTHE D, NRIZBWTHT I v &P OA
BNZH M & AN S, REFEMBE 5 CTHIERL LR LM T, 7Ihv o 0f
HCIXBEHEEOEEN FET2BanEHMSn s Y.

UbDZ Ens, EWNE N FERRRBRICB T 5/NEo M - JHEZ 90mg, 1 H 4 [Ei5IC
L, BRWEE ZARMEE RN L 72/ R, HARAND/N FN & 23T 2 A48 0 ik F&% 90 mg,
1HAMENCRET D LITHEUTHL EEZT-.
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V'L FN 1.8 WA E (%)
1.8.2.2.2.3 AERUVHAEICEET 5FEHALOEE DR TR

FENR OHEICEIE T 26 H EOEEICHOWTE, AFDOTMNLEESEZIZLTO L S ICHE
L7=. FN O£ IOV T, BRRBRO 7 7 b o/ c# 0T, RO HMITRE 14 B
Mz HZIEH L, RHORE EVLERE/NEOHIMICE Eb s BOEEMENMIEEE 2 7=,

FNIZx3 2= Y v 7 PUESFRETYIENAR & LT 3~5 HLANICHFEA L, IR E 2 HIB 3
IR HIEAN~OEFE ILEMEBE L, EREIS A CREIRENLE L T IUER USRI 2 5
IC4 B EEETHZE L LTVE Y. Z0ORE, fFPERBD DNEIER O LTSN B 5 AT
DEIC L DBYYE LR ESND DT, KMARY T La A= HHEER kT 5 2 LN E
LWEENTWS. 72, IDSAIZED N AA FFA 2 T3, BYBOMERR S L7 BRYYE DB
T, PUEHRIEOWIMNIIRE S W IERGYEO R R RERIZE L7 b O TRITUER ST, 3L
Ao & ORBBEPE M FTRRGYE, SEHLRIYE X IR T, BEOR M ERIEL 10~14 AT O LER
HY, FUEFFRIEILN ORERZ BIER L TTORITIUT R 62 0WGERS 5 Lt S Tns 2
L, BRRBROT m Fan i, AFIORGMHITRE 14 AH ERE L.

FN BF TR U CARAI A FIRNTES (FE) 35 rIREtEIC Wi, DITOEBIZE Y HET
VAR

ARANOME AR T, M SIER] (RAEE) 3638 AH, 96 A (2.6%), FrEfE
FEGEAAE NS T, 537 A 140 A (26.1%) SEESNCW 2. BRAREICBIT 5 E
PR B R OEOHEIE, @milE 22 A (22.9%), Mkf#gE 13 A (13.5%), FERF 12 A (12.5%)
EThoT.

FRA B OVINREF BN T, AFIZ e GRUiE) R OEE RG-S B8 28T 2RIE
D2 1.8.2223-1 TR LT

#£18.22231 FHZRBRUFHFITRESNEZRARWNMNEEEICE T HEHERDHR

HE
B DN /N
Be 50515 sl HE sl i
BE 3542 (97.4%) 96 (2.6%) 397 (73.9%) 140 (26.1%)
RIVEF BB 2K 274 9 74 14
BIERZELR 7.7% 9.4% 18.6% 10.0%

HER G ST L OVNREF B 2 RWERFEIRERIL, 5% 9.4% %10 10.0% T, siiEH5
INTBEORWERRER LAk ChoTo. Fo, BELULEEWERIZTH, FEERETHY,

HER G- B IR A R BITER O R BLUTFED S e o 7.

1.8.2.2.2.3-2 121%, BEEERRAICBWTAA] 459 % 5 /5L O 30 2y s §hi &5 L 7=k
DEI IR HZ LN (TAZ) FOEXT72 ) (PIPC) OPK /XNT A—ZZ R LT,
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V2 FN 1.8 IR 3CE (R)

%% 1822232 AK459% S5NFIRV 0D RFEFHEL D PK/INSTA—4

{E'JHE j&‘ﬂ_“ji{f PK t1/2 Cmax AUCO-inf CI—T Vss CLR
K| INT A =4 (hr) (ng/mL) | (ug-hr/mL) | (mL/min) (L) (mL/min)
- Mean 0.852 49.7 50.4 166 11.9 135
INELS
Az 5 I3 HHIE sD 0.071 8.0 34 12 0.9 18
— Mean 0.814 363 474 182 12.0 130
I\ (L
30 3 IR E sD 0.106 6.5 9.5 34 14 30
- Mean 0.840 436 381 175 113 | 984
INELS
oIpC 5 STRHE sD 0.071 89 23 11 13 71
— Mean 0.868 286 366 188 120 | 991
I\ (L
30 3 IR E sD 0.080 43 68 36 16 18
n=8 (FRBRE 5 10038010)

AHND 5 S3ErE KON 30 70 sERHERCI T D TAZ )L OVPIPC @ PK /X7 A — 1%, 5 4y EikRg
IZ Crax D3I ToUITIZIEFER T d o 72

F72, ZOBFO PIPC DI FEE X 0 EH L 72%Time above MIC O—& %% 1.8.2.2.2.3-3 (2~ L
7.

AHNDOEHITH D PIPCIE_=2 U U RETH Y, HIIWEDFEEE L L T%Time above MIC 73 30%
Z BRI SAITAEMENHIRHTED L ENTWD. 5 OFERN30 0 HilEET459 2% 5 L
7-EED%Time above MIC 1%, 5 3 EEICBVOTRORNI VWAL 2o 7208, WO 5IEICB W T
£ %Time above MIC 7% 30%% E[F15 MIC EIZFERTH W, FEIEDE (5 70 #E KO 30 47 Ak
FHHE) ICEDANECKT 2 BIIIFLAERNEZZHND.

% 1.8.22.23-3 AH|459 %5 0EERU 30 75 =iEEEE L F-EFD% Time above MIC

1 B GR% 2 [m] 3 [a] 4 [5]
B 51k 5%E  [30 0 AEHE]  5oME |30 o AERE]  5oWIE |30 sl
MIC (pg/mL) % Time above MIC
0.125 71.6 72.1 99.9 99.9 99.9 99.9
0.25 65.4 65.9 98.1 98.9 99.9 99.9
0.5 59.2 59.8 88.8 89.6 99.9 99.9
1 52.9 53.6 79.4 80.5 99.9 99.9
2 46.8 47.5 70.1 71.3 93.6 95.0
4 40.5 41.3 60.8 62.0 81.0 82.6
8 34.3 35.0 51.5 52.5 68.6 70.0
16 28.1 28.8 42.1 43.3 56.2 57.6
32 21.8 22.5 32.8 33.8 43.6 45.0
64 15.5 15.8 23.3 23.8 31.0 31.6
128 9.1 8.8 13.6 13.1 18.2 17.6

UL ED XS, AFI%Z FN BEICHIRNER T2 2 LI X 2 HME R OZ 2 EoRERIEe
WwWeEZ bz,

FN ABFIZRBWT, AT e < TERIRNTEESR ) BNERS LD — A%, BiFEE, O
R EEAZGOFL, Ko MY U LEOEBIUHIRO & 583, SIHEEHED 2D O Mg R 3 K
R, LKEMEOMHA N SRERFRTOERNLELREEFELEZIOND.

EU OUASCETIE, 85 HEE LT ERIRNESR] ARSI TRY, ENICBWTHAA
IFERNER TRESND Z b PSRN Z 0D, BARNERN 2 SB35 FN BE x5 L
TR TX 2B GHEERIET 2 2 LITBAF IR Z 20T LML, FN BFIZBW T [F
ARNTEST ) ICOWTERETHZ & & LTz,
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V2 FN 1.8 IR 3CE (R)

Fro, AHLIHEAO 1A 4S5 2L TIE, FNEBEO e TR EES 264 H -
DIEF] HEOREMLEE L, WEARORREEIIHTIEETHLZLEHL L. SRHO
FOHIH A KRR HGEICHE O AR E T 2 TR TR LTz,

JOURER 2.25, VO UEER 4.5

<ABERUCHEICEET HEH LoEE>
LR BT OLAARIE GICHT- - TiX, FAE - SHAO TR LK OBEHNMiZ O 5 H1HARE 5530
TR AR U5 2 &
QAKNI O G HIMIE, A OB TR R L OEMEMEREE R OG-GIX5 A M, Tdihdk, Bk, 8
NS, MHFER, MRER, FEEMELT PERBUME K OVINR OB &8 K, HEHEERR O35 E 1%
148, BuiiE R OGN OBEIZLBME B L ETH 2 &, 7B, MEHEOBBEEEZ
7o, EEROIRE EXLERE/NEOHMOZRGIZEEHD 2 L.
SAKNT MY, MMEFHET D2ONEE LD, FH LWIKSEEGHIRA 23> TV 235555 Al i
ENNEE RS AT, MBS U TRRICHIRNE S TX 5.
4B RERERE S R ClE, MR IR OB IE N CSAUC OB ER D & F1, I EE BRI 5 DT,
EOSRERRE EORLE DN U TG &, BSMROFAENLETHD.

VO URERBEHERANYY 4.5

<ABERUCHEICEET HEH LoEE>
LR BT OLAARIE G HT- - TiX, FAE - SHAO MR X OBEHNMIZ O 5 H1H AR 5530
R AR U5 2 &
2AKNI O G HIMNIE, A OB BB R L OEMEMEREE R OG-GIX5 A M, Tdhdk, Bk, 8
ENMEES, MHFER, MHER, FEMELT PERBUME K OVINR OB B K, BEHEMER R D55 1%
148, BuiiE R OGN OBEIZ2LBME B R ETH 2 &, 7B, MEHOBHEEZE
7o, EEOIRE EXLERE/NEOHM OB GIZEEDD 2 L.
3B RERE E R E T, MU O IE K NAUC D BENNASZE® B, ML E R RT % DT,
SRR EORLE DN U TG &, BSMROFENLETHD.

1.83 (FRLDIE () RUZTDHTEIRHM

fEH EOEE () 1220 T, AFIOIRMCEEZSEIC, ARIOBRKRERICEHT 2 A MiiE
W, MiRFRIRE, MiRA(LFEORE R OIRRERGE 2 B & 2, Pfizer tho ¥R T —% v — b
(Company Core Data Sheet : CCDS), 7% CCDS % f i U 7= /& BHI AWM E WA TH 5 AHK] (V)
¥, 2008 4E 7 HAGR) KORHERZhHOMH EORE 253 i L (£ 1.8.3-1).
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V'L FN 1.8 WA E (%)
%1831 FRALEDIEE () RUZDHRTERMN

VOURER 2.25, VI U#ER 4.5

# M Lk o o’ B (¥ ®OE OB L

[ERRDOEFICEBRELEWNC &)] 1,2
LAKIOR S X TR =2 U o RPTAEWE X LIREUE OO & 5 B EHIe L
2 AB YN BARZERAE D R

[N= U CRPEWE OF G TREBPHBLLOT W E W I HENH D]
<SHEERIFFNRICEAET S ERLDEE> 1.
1. ARANOFEIZEE L TIE, FAIE U T2 L, p-lactamased B 5 13%E 2 Hiv, R|EHR L
FNTEIMED RN L D PEIELL EOBYYE TH DI G+5H 2 L. 2. (D)~(4)
2. HBMIFhEREAAE I 4 [] %8h s D it |

(OAANZ, DLTFO25M2 Wl 3TABFICHG T2 L.

- 1EOMIR T3S CLLE DIEE, XTI EER 4 5 37.5°CLL E D IEEk

- A ERER3500/mmERIE DA, XUE1000/mmiA s T500/mm A IC T T E AT
H=nr%46

(VR EMELF P ERBUNE D BE~OARFNOFEHIE, ENNADOHTA RTA L EaB L, RE
BOBEIC 0 2Rk e R OERO b & C, ARFOEH @) & HEr S BEIZON
TOHEMTDH L.

QY REBELF P ERBUNE D BE~DFE I H T o UL, AFRGINCMEREESORELE
gD Z &, EREINHHLUZERICIE, ARG O LBV EEREITDZ &,

(DREBVEIF P ERBUNE D BE~DFE I H T o UL, AFRGORREKHOIEE TH D IF
BRSBTS TR TE RWVWEAITIE, AmBREOFEHE FPEREE L THEET D
z k.

DEEZ BT
L.

<AZERUVARICEET SEALOEE>

1 iz B D14 G2 72> TiE, BIE - HEHAO iz & OBz o 9 51 A 4a#
NV BE RN U ERT 2L,

2AFN O 5L, A OB B ORI D558 1X5 A [, mihifize, Mgk,
MERENIRES, NBFEd, NREZ, FEEMELFHEREUME K OVINE OB &R 7%, AR,
OEAITI4A M, MIER OGN ROSAITLAMZHRE TS 2 8. 7ok, MEH
OFRBEZ T2, EEROBE ELERRE/NEOB ORGIZEEDD T L.

3AKNTEE, MEHEETIONRLEE LWVD, 3 LWAKRSERGHIRA > TO D HA %
SRS N2 AT, BEIS U TRRICHIRRIR G TE 5.

AFSHERERE A I, BRI ORI K Y AUC OHEINATRD B, i HREE AR
T 50T, BEHEREORE LN CRER, REGMRORTTNLETHD.

1., 2.
AH|OERIRAFE L
YERL L 7=.

3., 4.

EHRL

[(ERLDEE]
1. REBESROEFICIREICERETH L)
W)k 7 = ZRPUEWE T3 LIBBUE OBEERE O 5 5 B
[Ta vyl BbobdBENRHLOT, +oRlRE1T> 2 L]
QABRANIIFH, HEBICRE NS, BE, FHHRZEDOT LAX —RISEEI LT WE
BaHTLEE
[TV AX—FREAT HEEILRBIEZ R LTV T, +o2fM2air) 2 &
QR)EEEDH HEF (MKEITEH 25 Tr)
BV HRE R FET 20T, HEROBEXIIHEGRHFEE H T TR T8 (13
WEE DEBR) ]
(AR OEROARE 2 BE UIFERAOFREOEE, SHIREOT B
[BFERICI YV EZ I U K EZ MR TERVEBETIE, B2 I KXRZERES bbh
LZENRHLOTHEE AT H 2 &]
G)YHIM=ER D& 5 B
[HifEm 2R3 26 Ehn s 5]
B)HFFEEDH % BH
[ H R EE AR 9 D E i’ & D)
(7)Eitm
[ 5. @ ~D 5] OHEEMH]
(8)%L - hlR

[FL + ShIE(2 A ) [ DV T R, REEDS B L o W ([7/NEFEA~ DG | DIHZR)]

L (1)~
ERRL.

2. EELGEXNIER

WARFNC LD avy, PFI2453FV—0RERHEICTHTE D HIENRODT,
WOHEE D L.

DERNIBEERE I OWTCH o2 2179 2 L. ok, BiAEWEHRICL DT LIV —FE
IR THZ L.

QFHICEE LT, H3PavIFICHTHRBNLED NS HERE L TR Z L.

2.

0, (2

EFRL

2. (3) FIFERIZhEHD
EH EDOEE 5%
\ZReE L7,
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V2 FN 1.8 IR 3CE (R)

NEHGFENORERTHE T, BELLHORBIRIE, o827 L.
12, WEBMBESITERERBIETL L.

QQARFOEHIZEE L CiL, SBEICmERE, FFEE- BHREERES 2175 L0ZE L.

RVEBVELF P ERBUNEDIBRIZB W TUIU T O Z LIcEET D 2 L.

DAFNE, FHERBUDIE TH Y 2 ORBDRD SN AICREL TS5 2 L. (%)
REX IR RICE T 2 H EoEE | OEBH)

QIFHEE, HEEORENIED LN HEICE, ARlORGHIEEEETLZ L.

BB - FWHIBEDIERYM O TH D Z & BHER SNIHAITIE, BN AH D

53

Bh5EPIE45Z L.
3. HHE{EA 3.
PFRERBIRICERT B2 L) In vitro RABR L 0 55
ERAE ERERIERR - BB B - AR T ni- kv 2R—
TuRNF USRI B LRRERT VY [BRAESWORECLY, Tux| |[F—HEOFREZE
N VOMBEINIERET A ER| T RBEI AR Z L, BRIy p| (LT
H5D. PE A BIE S D EEZ HND.
A M B LUF|ADNMLET— hOPEIEE | BIREEDWOEHT =F L TR
P FEL, A b FL¥Y— oM AR—%— (OAT1, OAT3) FHEIZL Y,
ERDBHEBENDREMRH | BT Y N A MM LFH— FodE
L. MFREE=F Y T ET|IMEBRBIESED EB 6N,
FIIRETETDH L.
Pkt 3K MEEEEIHER 2B B 5| 70 bo o v o B oiER, HiffEm
(D7 7 V| BENNHDDOT, EIMFEOE |22 X 0 FHEMNMIER N HEET 2 L 0
NED) BCEETH L. LEZHND.
4. El¥ER 4. X
O —MIEHIE~" AHKI O g R AR & 0
NEREESS, MEMENIRES, NRFESR K ONHAE 28 OIREBIAFR FGERFE CORRRBRIZIT 2 (1B L7z (DL, Bl

FIVE F AT AT REE (5450 348661 ©, RIERFREELRIT61.1% 97#1) Th-o7-. TeREIEH
I TIR128.6%, {HHk2.7%, F£952.1%, NaM: K& OFEE1.9%, AFHEAERLE & OUEH14%% CTh -
7o, £z, HRRAEE O I T L LCALT (GPT) E£5H12.6%, y-GTP_1-5H9.9%, AST (GOT)
59.7%, LFEAERI£6.4%, Al-PLA37%%ETH-T-.
OFEEM AT PRI =D
AR RERIZ R VT 2 BIVE M vl BEE g S 129 il <, BIWERI R ERR1T 41.1% (B3 f5i)) Tdh -
7o, EARBWERIL TR 11.6%, HFESRERE 7.8%, KAV o AIMJE 5.4%, F2 3.1%, B
el 23% % Cho7-. £, BERBEOLEIIEL LT y-GTP LH 6.2%, 7 LT F
=2 157 31%, ALT (GPT) L5 23%%CTh-o7-.
(LEXLZEMEAR
Voavy, PFI245%—:vavr, 7740 5% 32— (FFREHEESAERIE, 5K
PEAS) EERH) ZEZTZENBHDHOT, BEL ST, RENRBO LNZEA
WG EFRIEL, #EORLEEITY 2 &

) EHREIEFERMARL (Toxic Epidermal Necrolysis : TEN), FJ&¥5IEAR AR B
(Stevens-Johnson FEMEH¥) : P EEER BIEIERMAEIE, R RIEIRERRE (B RE)
NHLONDI ENHDLOT, BEE DT, BRENRD LNHGAEIITHK 52 H

IEL, EUIREEITH Z L.

RIFERFH, FFBEERES, SE : BUEFASOEERIFR, AST (GOT), ALT (GPT) @
FRSEOITHREREE, SE EERE) RHLbNLZENHDHOT, EHHICHRE L
1797 CEELZ FHITATY, BRENSRD ONEEAIITRS 2L L, E@YR0EEIT
5L,

HREEFRL, MEREL  2HERE (0.3%, MEMEE WEERH) SoEERE
BEENDLDONDZ ENHDOT, EHTHREEIT O & PEEE 02TV, BEN
BOOLNTGAEICIERGEZFRIEL, @URLELZITY Z L.

SYRMBKEAAE, MEFRIBRAE, M/MREADEE, BoER M - LMERECE, HERERIERE,

WHBEYRE, F2F - RGREHIm, i, FES)
BHEARH) BNbobhdZ ENnbD0T, THMICHREZIT ) 2 CBIEEZ 02TV,
HENEO NI GAIITHRGETILL, @WYRLEERZITY Z L.

BYBIRIE R ZE - AN RIBR SO MEZ L > EER KGR WEARY) nbbbhd
ERHDHOT, R, HERIOTFTRNGLONTEGAIITEBICEE 2RI L, @y
BEITS Z L.

NEIEMEMZ, PIE FEMEEE  BIUEMMA (0.5%), PIE JEMERES (BERE) (FIHELR
N, gk, DRURIREE, MR X SR, FRERIESE) B OLbhD I ENHDHDT,
DX BIERD D o HEIciF &G ERIL L, BIREERLVECFIOBEEDMH
Ul LEAITH Z &

B BUMARARAE | S/ B AR L & 1 5 SR RRAE (0.2%) DN HbhDZ END D
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ASCRE S E®RY T
F).

4. (1) 1)~3),5)6), 8)
EH/RL.

4. (1)4),7)

AHKI O g R AR & 0
fERE L7,




Y v FN

1.8 I3 ()

DT, WP, B, CK (CPK) LA, mMPTRGRHPIA vy LRGN

a3 G etk L, WRAEEITI Z L.

Q) DD EIER 4.(2)
KOBHERRH oIS ERHDHDT, BENBDLNBATIIRE L TILT 57 S| EER L.
TEE R ALE AT D 2 &
S HETH 5%kl £ 0.1~ 5%k i 0.1%k i#
B B, HS, FER, KLBL, | AR %
FPE, FEEN, WAL, VENE
I ERERYE % B ER DR, A ERIED | A e (R B,
WERLER S A, BLERI/D, dfn | HY i, i By R AE
0 & ANERIAD, A, AR ERR | R & A Te)
Wo~= b2 Uy b,
P ek 2, U v oS ER Y
%, WEREIZ, M/ MRHZ
ALT(GPT) L 5 ,[LDH L5, AI-P E5, bV
F W AST(GOT) L&, | rev k5
y-GTP -5
T, dRfE B, WM, SACRIR, 8|S0, Mg
bR B, REIRASTRIE, MG, B, T
O, DK, DER
rap—— Py
i ﬁ#%@%ﬁaﬁéﬁ
BXRAE VAN
p e | EZIV K RZ
z;;iﬁwﬁyin
RERZIESRTED)
BV VET, ©F v, |81E, BT, WA
NOWE, BH O, B9 OE | R, MW,
i L CK(CPK) L5, 7 L7 |5 ip i w ik, #oe,
20 F=r k&, BUN L&, 7 |#EAMELD, 71
VE=T B ERA Y AT I AR, b
MAE, 7 v —/Ed, &E| KT
PR, RET R oBEGE, R
hom e ) B
H3) B Ir KRZIER (KR e ho o v v imfE, Hiidns), v& s BRERZ
SEk (ER, BNK, BERIR, MRR%E)
5 BmEE~NOERE 5.(1), (2
EE IR O ICHER L, HBET IR SRHRBICEE T A FBREOREEZBE LN | AT L.
LEEIIKRETLHZ L.
(DE#E CIE—MRICEBEEEDNMET LTS Z L L, BWERABRELLLT Vo T, &
FOWREE B L, HlxiX 2259 DEENGERMT 57 SHBEICERETHZ L.
QT TIIE X I K RZICE DM RS Sbnd 2 b 5.
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5.35.1.1 D68P19 A randomized, open-label, comparative, multicenter, safety, tolerance and
efficacy study of parenteral piperacillin/tazobactam plus tobramycin sulfate
(Nebcin®) wersus imipemem/cilastatin (Primaxin®) plus tobramycin sulfate
(Nebcin®) in the treatment of hospitalized patients with neutropenia and
bacterial infection.
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