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Carbapenem $Ein 4 =54

1ﬁ éBH%I@iIQﬁIJO.ZS’A%

FINI BA)( ® for Injection 0.25g

(for Intravenous Infusion)
LR R R

b T TR A e 470 B O T2 1l R AR A B i B At B BT 7

AR > AR R A Ve RS TR B 2 S e BIRIRREZ R
SR A o R« s 1. SRS 2 2 iR AR - (22,113)
2. Finibax® & S AR 6L 25T © (8.3)
...... R
#t Doripenem Hydrate B2 IRTERHEFE LW PRIE A
g (HEBEER) MEHE A R - ;chz FHRIE
...... s = 1. ERELE
T RiERH 1.1 R YRR
‘ o \ 0 MR E R, (R 4
018 LI LR A » & 8 /NFEEEFHE 500me » HIIEETHF o %%g?gézﬁ B (ERARR)
IS 1 /0 - (2.1) 2.1 EEE =
o B INRET IR HIRFEE (22) - 29 %W@EKQZWE%
CrCl (mL/min ) Finibax® M5 & 2.3 (j{%ﬂ:{{ﬂi@%ﬁf
S50 T g‘; TEJ'%‘\'%M s
NiE I O o R ESN 0 BTV I G
>30~<50 J%E/#J Eﬂ‘%ﬁ(lﬁﬁ?& 250mg (VEBIFRIEEHE 3. A S B
10~<30 12 /N BRI 250me (LESTRTEEE 435
n S 5. BEREEEE
...... R A 5.1 Wk 2 AR BT 25
P - 5.2 B JE
vial & B .2 Doripenem 250mg (3) Py g
...... R 5.4 Bil Sodium valproate & &% H {EF
A FRE 12 Doripenen 5% AU B EBA 00 ] Clostndiun dificle SR I
S FERTIR R > B 5 %) B-lactam FHEEY) A @B AT 5.7 WB A (i FR LB 2T 45 08 i E
FERTRER © (4) 6. FE g fE
L ARRIE
""" EENEEEE - , 6.1 B ER 2 B IE
» Doripenem FIF{RERIFI axAHBRAN R 14T 28 & 10 6.2 btk EA
BETZZR » Doripenem i A A% HE A FPNEEEZIRAE © (5.1) 7. EYRZEIER
- HiR&EH Carbapenem 38 J7 EHAth 5-lactam JEZEY)E 7.1 Valproic acid
SRR AR CGEBUEIRT ) KE - (5.2) 7.2 Probenecid
o HHEIEH Carbapenem $HE A | HEEERT - 85 8. 45 TRIREE
Doripenem ° (5.3) 8.1
« Finibax® B Valproic acid &K Valproic acid 8.2 7L
B A ¥ERF » 2L Valproic acid 8¢ Sodium valproate 8.3 Sl &
YRR RSP FEE o &y ORI T N 2 A R R A i R o 8.4 mifin
(5.4) 85 BUIE T2
« Hi Clostridium difficile 5| ERIETE (i [E B E /I8 E 9. B8

EEIBGEM ARG ) R A IEEE SR - T - (5, 10. ZEmm sy
IEREIBOEIE RIS 22) 5 AR - 55T (5.5) bigsinielt N

...... Z{E&ﬁg 1111?%1{/%%@
FERH AR EE (25%) B - B - B - 112 He e
B2 R ERIR S © 11.3 898 /122
------ TR 114 BEpyE
_ — 12. JFERR S 1%
il ___ %EffA 12.1 BUlE - ZEB I R A AR5
Valproic acid R Doripenem &K Valproic 13. BRREER
acid IR R GFBEHELLT (7.1) 13.1 e B e P R g
Probenecid W5 Doripenem BB BEEIRES » MYE 13.2 MAEE I R B, (BB LE L)
Doripenem ZIMAEETFE (7.2,11.3) 14. B8k
L) Cytochrome P450  Doripenem @l » A~ @ A3 15. AR HFIESER
TR 259 Cytochrome P450 %% (11.3) 16. fREBFEAE




TEELNE

1. EFEE

B T AR TSE MR R S HERF Finibax® BLEAMHTE
B2 B AR ERNARES B TR E IR
JRSZ A BT 7 | R 2 R GAE o B AT HIUISA B 3 28 B R Mk
LR ENEE B BRI IRREN2E - Eiz
ICAEEERE » BIAT =5 R8I A A 7 22 B i g sz 1 B =1
B 8 B e FH SRR B

1.1 R RR AT Py Bk

Finibax® 3@ A BB E Escherichia coli, Klebsiella
pneumoniae, Pseudomonas aeruginosa, Bacteroides caccae,
Bacteroides fragilis, Bacteroides thetaiotaomicron,
Bacteroides uniformis, Bacteroides vulgatus, Streptococcus
ntermedius, Streptococcus constellatus [z Peptostreptococcus

micros 52 EREERRIE P R -

1.2 BEEMRERSE (BREBAEBR)
Finibax® @A i BB B H Escherichia coli (‘Bi50f
FEW MAE ), Klebsiella pneumoniae, Proteus mirabilis,

Pseudomonas aeruginosa ;. Acinetobacter baumannii 7 &
R R ERY, (BEREE A -

2. HiERRE
2.1 ERBE

Finibax® Z/2RHI& » ¥ 18 BRLL LR » 7 8 /NRFLIES
EEHE 500mg » FEIUESIRFEIEDE 1 /)R o HARRIE K
RETTH > MR 1R ©

% 1 Finibax® A4 {5 F G| &

TSI

JEHYIE ==y PR ELSFZR (/N ) =3
EHEPERRIE RS 500mg ash 1 5-14 K *
S R ‘\/\\ :E@:h
f%§§£§§é§%§3é>9< 500mg 48h 1 10F*t

 R(REERR 0 FEIEE D RG] o EaHRIZ A EE D 3R E
ERAREIN A T » BI) = (R IR &
t R E I - RIFETERE 14 K -

22 BYIFAEZRE
2 BYREA 2R AR Finibax® A&

CrCl (mL/min) beiE iy

>50 ISR AR

=30~<50 J8 /NRFBE T 250me  (VEBTRERGE
1/]RF)

>10~<30 J12 ;J)\H#ﬁ%ﬁ?%%%if 250mg (VESFIFIRE
1 7]\EF

LI AZRAT LR ARHEN, CrCl o T2 Z A (5 B A 2
FUEFEE{E (serum creatinine) JER]{XFE THEERNIFE EHRRE
(steady state) °

88 (kg) X (140-F#n
72 X MAFAUEEE (me/dL)

FE - MEBRERES (mL/min) =

2% + IUBEFIRIERRZS (ml/min) = 0.85 X S ERIEIE

Finibax® & b MHEAT HEFR - i B Bl 5 2 5078 &
AR R ME TR A TER B 2%

2.3 EHtRzBE
Finibax® & B BT o (£ B SRR H I HE B
HORE T AT -

250mg B 2RI B

o/ A 10mL WIME ST FH/KE 0.9% 43 &K/ M|
Hh o MGESESE R R R o RIRE RN ES 25me/mL ©
FEIEE BT R R Z R GE B F 5T -

o [ 21 AR UEMG IR I L - M HYE A —A & 100mL [y
AEFREEEKEL 5% #IATHRAUESES T » RRIEEE R
FEREE B AL o LR R SR P & o 2 BN B
250mg > MR B 2.3mg/mL °

500mg | £ Hy
oI 2/ N » A A 10mL FUR B ST /KB 0.9% A PR Er Bl
IR/ INHELHR > ST SR B (S BYRVRR © HTRIR 0 R B
25mg/ml o FEEE: BTHR TR Z BT E E1EFET
® FH 21 5 ETEEHS 2/ ML Z FRIF W 3 B > s AR —
WE 100mL WABE BEEKE 5% #E MRrEg & »
IR SIS R R RS IENE B 1 » LR SR A & &=
Bl 500mg (4.2mg/mL) °
L Baxter Minibag Plus™ 4 &4 48 v S A %8 L s > 35
M R% T E B8 BLERHRERR ©
B FSE R BV VR BB S T RS20 > TE (0 F BT %
Hiifife &2 A ok 808 (152 o Finibax® Z1ESHR AT
5 VB 8 BIEE (U (A BRE RV L 1 &
PN A5 B BE L R RS o

2.4 HHEM

Finibax® B H {0 ZE 5 AP 4 A HENL © 35 009 A i B
HAMZE TR AFEA - SNSRI & F Hih %
SRR

2.5 AMBRZEF

B DO E ST R KB 0.9% £ A EE K 3% » NV
#) Finibax® SRIFIREETE 1 /NEF A THEE A ST S8 B TE TS
B o

BRI AT B B KB 5% A PR E  E0TENR
JEE FMEE W =08 T BUs b AR 3% 3 TSI IR A {6
e -

3 DUEB R EIKEL 5% B e B SR R
B 22 78 2 IR

TESNRELR T R THERFRERINE  2-8°C T HERF & E IIRFH]
(ORI GEFEES  (FE) (RE KR ER

IR ) By SR )
AP EEIK 12 /)N 24 /NF
5% i MR 4 /N 24 /N

Fir S i A R IR IR B R vl R o il 2 TR IUGR A o m F AS AR
fhvE A Baxter Minibag Plus™ F&REHY BT o

3. HEHESE
BREHZER/NE > AE 250me (KL EY)) 2 &
Doripenem 7 °

4. %3

IS IC

N2 2 A B 518 Doripenem =X [E 4822 G B =B AL
RFEHIRE - SRS &% B-lactam HEEY HBEEAE
RFERTRE -

5. BEREEHA

5.1 FREIR 23 tE ARG R

DL 233 4R 3% 1% R OR 23 HH BA A K iR B R B 5 2 i BR A
BEER #ER4H Doripenem 7 X (1g ~q8h ~iiiE 4 /\EF )
ZRBRIRZFZAREL R E A Imipenem/cilastatin 10
X (1g~q8h ~ it 1 /IEF ) BITEHA - Hesh - LERBR AL EF

RN ERG TEZHEEE - EBRENEIIBIRE



HZEGTHERMREPRL HREEETRESETX
FEHERAAREERIMTERHBAR BGRATENE
¥ B & E [ 4 MTT)45.6% # 56.8% (95%Cl :
-26.3%;3.8%) Eith [ £ EM E M BT M4 (ME)49.1%
[28/57] #f 66.1%[39/59] (95%CI : -34.7%:0.8%) - i MITT
HENITEE 28 REFARTCRERBERABETLTEE
BB (21.5% 2 14.8%; 95%CI © -5.0%:18.5%) - Bk
46 54 %t B8 48 W 4H A9 BR IR A R i APACHE score>15
(16/45[36%)] ¥+ 23/46[50%)) K B% 3 4% B 1% & 7% 2 8
(7117[41%) ¥t 6/10[60%)]) HIRERKEE -

5.2 BRI IE

BERHIEHREEIRE R-actam BINESHAREE
HBAHEABERIE (BeIEAT) URBRENREEBS
RFE - MBELRERFEEEERKNY SERFREFBERFESE
BRE o Bt - EFERARE - ESAEREFGRESEH
Carbapenem - Cephalosporin ~ Penicillin 8 H fthiB &5
BHEBHFEE - 1R Finibax® HEHREEH Penicillin
By EHAth B-lactam ZEVNBHIAIE AR » £ 2 Finibax® 8
B-lactam MEZFHEEERNIBHREMIELT  FEHR
EEARBER -

MR GBS B LR BAEFE - BESMHASKR
FECRBUEARTR) B S RIEEEITIARE -

5.3 EEIE

B &5 HREA Doripenem jAEE 5| 25 [ 55
ARIRFE (6.2)] - BRIRHER T > L Doripenem iAEEA
FRiB#ARF 4T (CNS) &9 (a9 E s B REFRE ) B
ABF - BINgEZEHR A RGER SR BE/ /N
500mg MR AR B RS MR RE 5| 358
5.4 B Valproic acid ZZE¥)3 EIEA

ERZEYZE(ER - BEEmELL Valproic acid B Sodium
valproate jA R + B2 Finibax® A #§ S 1E N I RENE
BRI o REEERF &R Doripenem B8 ik~ EEY3
% 12/)\8%F » 31 Valproic acid Zz A EEMEEAEEEHE
(50~100mcg/mL) AT Hfth Carbapenem #iE &
Valproic acid fHEIZ ZYM X EEAMBERREESLHER-
EE SR TR EASR BN Valproic acid 8 Sodium valproate &Y
BIEIFEIRE Valproic acid BN AERE - #H4E% Valproic
acid B Sodium valproate ;AR @ EERERITER
SR GNSRAAJERREL Finbax® B - FEZ 2 RIBINE AR
ey o [SER ZEYXEIER (7.1) 8 BE R EEE (11.3)]

5.5 H Clostridium difficile 5|#2 Z g5

TR RER BRI EBEAR Clostridium difficie
5| #2 B8 8 (Clostridium difficile-associated diarrhea »
& CDAD) MIXf > BEHEMRBEERE TREREBEEH
LR o

W EE ST RAERENEXBEEES > BAREFE
15 C. difficile BEX% R -

C. difficile Fff & %K toxin A % toxin B &12{# CDAD Y3 & -
EX Hypertoxin 9 C. difficile Bk 125 BUREL T AR E
R MERERLRELINERRAE  EEWRETKBYIR -
ERBEFERANMEZREBERTELE M B¥E CDAD
BT RetE - BERSEHRBERENER <% CDAD B
EREHERE 2 BAMUL  FIEFFERBAIFE -

MREEFHFEER CDAD By BMEFR{E AR ERHE
C. difficile S E1ZtE TR EIZZE - LR FERI T E B AIK 5 ~
EMEHEELED - RERE C. difficile HIIt%EE > 15T
HREEUSIMNIFHEE - [ER FAPRKE (6.1)]

5.6 MEMEHRZRK
TE R ERFER B R 5 B IR AR AR B SRS - £/ Finibax®
TR EER ARSI B EE N EARE £ BRRIE

5.7 M1 P2 Z Blaf R AE 2 8
Finibax® ZEXE{TERARERET - B IARARI A HIRE - H1
R R B R A MARRIERAE o MIARZEREIARAN i -

6. FTRRE

THARRESEE M E M E(FARIRA

o BHMRTHEEBERE [FREZRIEFH (52)]

o B [ER EEREEEHE(53)]

e £ Sodium valproate ZZEMZEIER [ 5ER EHEREE
EIE(54) B EYZEIERH (7.1)]

® i Clostricium difficile 5| 2 Z B8 | 6 R 225 R/ FEFHE (5.5)]

o MZEMERZM | FREZRIEFEHE (56)]

o MNEREBZMERERNE [ER ZERIEEFHE(57)]

6.1 EARRBZIRRIE

HREERABREESEARER TIET » FItE—ZEY
FEERIR A BRAO AN R SR FESS R SRR B 55 — R 7R HoAthER
RN R R B E R EEM LR B ATAEEL ALY
ERIR LB FRATEEER o

HEERRAER T - F 1338 ifmBFFAKE 5% 5 Finibax®
( & 1076 {ifwRiEst doripenem 500mg #i8 1 /S
(g8h) » X 262 firfx ¥4t doripenem 500mg #&ifd 4 /v
BF (g8h)) - ERENfREBETSAERE  BEEERED
ARFIZE [ S RERIRAER (13)] - ML RIBREAILLE
HET B AEMENFRTEERE 54 % ( £E
18-90 5% ) ; ME—BSEMIEIRIE WL LR -
RBHNTHERS 46 5% ( #E 18-94 5% ) MEHM
phase Il & - HETFHERS 56 5% ( &E 18-94
B ) o SRR RIER LB I LG S8 (62%) -
MAERESEMIEIEIE YRR EM phase Il &5 - B
EUBEMEERE (H8IK 63% 8 75%) - 5 5 ELLEE
FE1% phase lll BRFRIARABIERE - IARZEEITIABEIR
BRERAEA (79%) -

7658 5 {ELbEE BB phase Il BRRERS - Finibax®
RERITARKE (=5%) GFTEM 58 R0 BEE -
BE BIRKRIHEERAS - EBEBRRED  AFRE
HEEEERA AR AL Finibax® 285H 4.1%(1338 {iH
B9 55 fiL ) » TREEFBEELRR 4.3%(1325 L] 58 {iL ) -

Finibax®500mg q8h AR EM IR REZEE
E=1% HIEE 4 b - BFKEHASASIEZBER
FERIEE N 1% -

% 4 7t phase l BRRSBHABRPZ AR REZRAER > 1% &
EHEIERRERS RIS Eft phase I 58
(1 1E=tER) (2 1E58) (2fBEIz5R)
EE/NHE  Finbax® Levofoxacn Finibax® Meropenem Finibax®  Comparator *
500mg 250mglV  500mg 1g 500mg  (n=484)
qséh g24h gséh qséh gséh
(n=376) (n=372) (n=477) (n=469) (n=485)
ISR
B 16 15 4 5 3 3
MEFH
FRR 4 4 8 6 2 1
BERS
Rl 4 6 12 9 7
i3] 6 10 11 11 12 14
C. difficile <1 0 < 0 1 2
MEHEB RS
Zim 2 1 10 5 5 6




FEERET

BE 1 1 2 1 1
B 1 1 2 6 5
ERERT

FREEAE 2 4 2 4 7 6
BpHEE

ARSHEE 1 0 1 2 3 1
IEEEERE 2 1 1 <1 0 <1

* LEEXEZEY) (Comparator) 1% piperacillin/tazobactam(4.5g
g8h) & imipenem(500mg g6h & 1g q8h)

#» G3E ALT EF - AST EH - FFlE R LA U RERERSR
(Transaminases) F A REBREEIR (ALT 5 AST REE
(baseline) & =IE&{E LR (ULN) BitA &I (EOT)>5
fEEFEELER (ULN) -

7t phase | i PRIEERZ A E K doripenem & E

KRt EEIE (500mg q8h) 10-14 Xis - HEERI%AE

REEREMIL 500mg q8h {2 ZwH#E - HEBEEE

%10 RIN%ERR -

6.2 LhEZER
THARRRERYKE doripenem EHEERREAE -
FELREBN B ERE - BEEBIREHKREX/ 0 BT
IAASREIERE ATl HLEE B Rl I ST 22 WM Pl < R SR BRR
BEUE RS
B MK D fE
e i B MEK SR D E
b
I /)RR D E
B R IESAE (Toxic epidermal necrolysis)
SEEFIRARAEIZEE (Stevens Johnson Syndrome)
5 B Al

7. EYREER
7.1 Valproic acid

Finibax® £ Valproic acid fif i &i&#¥ Valproic acid I
BEMZERELEIT  EmigmREEEmEEmE -
R R BAE A 2 E S Rk T AR - BALRESME
B 497 5% 6k A # &0 Doripenem TJ & & 1 %1 Valproic acid =
glucuronide &4 (VPA-g) 7k#Z& Valproic acid * Tk K
Valproic acid I HRE - tk45 R EH M Carbapenems
BB ZRR &= =2 —5H - Bl Valproic acid B2 Carbapenem f#
FAEMAEESWHMER - Bt - MNRABEIE Finibax® K
fEZE BB MEMAIITERZEY) - 5 » Doripenem RYZEY)
B I A& E B Valproic acid AT 2B E - [55
EERTEEIE (54) B AR (11.3)]
7.2 Probenecid

Probenecid &8 Doripenem &EB/NERIEEI/ME
B A& Doripenem MAGEEHE [ BR LFEES
(11.3)] » ¥R ## Finibax®Ed Probenecid 3 °
8. ¥R IREE
8.1 217

B#k: EREFKRAEHERN Finibax®1g/kg/day %
SRR 50mg/kg/day HEERT (IMAUCKE - H
REENRIHBLL 500mg q8h 7 EL A BERFAT 2.4 {£EE 0.81%)
R ER S - SR KRBREEBMBAE - ™ B % B E AL
FELERE  HFTEEEEEYE AN EIHZR
EETESNRE > BRI A TLEGEAR &

RERRPIFA - BEKBELE -

8.2 %L

BRI EERERAEEARBESEHALTF - 7B
EFSEME M bERLTH  FRZLSZEER Finibax®
RRFESSRIER -

83 RE

Finibax® BRI/ A A BN TS RE R EREL
8.4 A

1 Doripenem B R s BRET I 52 21 AU ARSR A BRI 47 » H
B 28% #BiB 655% * 12% #BIB755% ° /iR 65 AR LLE
23R » KA 65 BREL KR 75 BRHTIR A RBHEAG R MRS AT PR
BRI PRIB LY R R BE1S (R » T Doripenem ZEIE R
I HAE R BT E R Z R RS Am RN -

BRIEMAEGEELSHBRMHER  MAZEES Nk
e EREERAME (pre-renal azotemia) EIHASI
BIARREMAGRERS MEFEALRAEEEEY
RRERHEIESRMENER  WEFSINIERHEH
BiE > RRERNBINEAE -

I E#E RS - Doripenem 7E5 #4288 Py Y 1 5B
E&S - NBUILIER £ Z R E 6k HE 2 5 5015 0 e
B [BR GAREEE (11.3)]

BENsS  FREEFERHEREHEFERITEELRR
BREEHRELEFERRBHEAMNTLREUX -

8.5 BINREA&E

FESEEBEVHALEEEAZRE [ BRAZHAE
(2.2) B BEAZEREEE (11.3)] - ML iAfR BIEERIBINAE -
9.8

BB B MIETRS - AP IEAAZENT A F— RS
FHERE -

Doripenem & 48 B M i&iIEHTHERR o K Bhfmm B5 1 H
Finbax®500mg + Bl s 2R B Ef T4/ NS I RIEATT 1% » B4
EPEHE N BEH A 259mg (B E /7 52%) B9 Doripenem £
Doripenem-M1 o i + B &l &) & R 38 B MLikE e AR
RERERENET - (BR BAEEE (11.3)]

10. R

Finibax® % Doripenem monohydrate FJVEE/ ML » &
250mg HYEIK Doripenem » At B H 6~ H (0.2 HEF
fEduin R o BT Doripenem JEMERIREE RN LLETEE
#J Doripenem #£ (moiety) Fx o Ay KRB EREIRE
W7 > HyEBRRAY pH BT 4.5~6.0 2 -
Finibax® & EATHAEH o
Finibax® (Doripenem monohydrate ) JBH? S-lactam FEHT
B B—a A REIZEEER Carbapenem $HITAE o
V2L
(4R55,6S)-3-1((35,55)-5-[[ (aminosulfonyl ) amino ]
methyl]-3-pyrrolidinyl ) thio] -6- [(1R)-1-hydroxyethyl]
-4-methyl-7-oxo-1-azabicyclo [3.2.0] hept-2-ene-2-
carboxylic acid monohydrate °

Doripenem monohydrate 273 & B 43852 » HAEHEE -

S
H H
NH

COH

0 O
\
/S\

; N NH,
HC  HHY n, o
on

11. BEIRZETRER
Doripenem /% carbapenem fEPIEE » AMIEREING




L 2 T 7 R P 6 5 P 525
i -

1.1 ER%E
Doripenem B—#iEH| o [35 7 f7/K%EPEEE (11.4)]
11.2 ZEx &

Bl H A S-lactam $TEE B — 1% » TEBEIY) RO L F B -
Doripenem Z FFit & BUIM AR B EERE G R 2 MIC HIIF
Mt 8 B B ECE i K AERATE - A& E AT Doripenem %%
YraEh )2 ) BESUERRBATR M R R B TR -

E—{ERER - 1IE[[ (positive) - BIZZEE - BHHRHZ Y
1 QT &harb > 60 {EfEEREAE LIS 8 /NEF TV #fg
il Finibax®500mg 4 X ~ B Finibax® 1g IV &5 8 /\FH#H
B 4 X~ R LU IER IR (positive control) Y
BROMREIESE 4 877 BEE - 7EF A 500 mg B 1g 35/
FEE R iR & IR R R e = A —
RERAEE G R EHZ2 5] QT interval HRHEERI A ©
11.3 ZEHEN I £
o MAiRE

24 EpERRZEAE » DB E#E Finibax® 500mg &
FERE 1 /N P32 mAnEEAE 1 for - i
(SD) [M#¥ Cuax B2 AUCofE/HIE 23.0 (6.6) jLg/mL Ed
36.3(8.8)1Lg * hr/mL °

25 7

20 1

—
o1
1

Concentration (j.g/mlL)
=
1

Time (hr)

1 R AAE DI B A MEE 1 /D Finibax®
500mg f% > Finibax® 5 Ifl o {2 AL 3 € iy ] 2 it 7% [
(N=24)

# Ll Doripenem 500mg~1g BT 1 /LI ERE > H
ZEVIE) /122 (Cuax 81 AUC) EFURVERA(R - BIIREIER %
AHE LIRS 8 /IMRFZ Ut B 500mg BX 1g Doripenem » EAH
E7T~10 Ko BFHZAE/AUEE Doripenem RFENIE
s .

o 3t

Doripenem HE[MAZE QIS G2 8.1%  Bisa2s
ERZEY M FRIR A FERR o RS A E TR EYEREE
IKRE (steady state ) If.Z i EEFE {178 ( median ) (#ilE )
B 16.8 L (8.09-55.5 L) » B fff A 4Mig e 1 8 18 X2 (]
(182L) -

Doripenem & %% £ &SRR SHM > BFEE
¥ 3 JEE 2 L ER AT » Doripenem F B8 I B % RE R 1
VR & B0 KB R MR I FIFT T 2 IR
AN H TR Z IR 38 15 W R AL o B2 Finibax® £1F
T E AL AR BLBE R P VR SR 5 s ©

(5)

3 5 Doripenem TEFF7E fH ik BLEETR 2 IR T

FHRREC mIE BhE OBAH PR RETEIE RGN/
BE (mg) BERT B0EEt RIRT (Le/mLor IMAHEREEEL (%)
(h) HE* ne/g) SEYSE (i)
wlE 250 05 9% 30-90  315-524 #4025 /)
e 738 A 4.1 (05-9.7)
~H5525 7 ]\NIFHY
990 (173-2609)
500 05 4% 904%  953-139 A 55025/
A 3.3 (0.0-8.1)
~H5 65 /N
516(311-842)
fEleg 250 05 5% 30-150 2.36-5.17  #GlE & 05 /)N
R 738 #919.7 (0.00-47.3)
~ B8 45 /|\F§Y 160
(32.2-322)
fege 250 05 10 20-215 BQL-187" 802(0.00-444)
bay
gt 250 05 10 20-215 BQL-154* 117(0.00-611)
bay

PRE 500 1 110 O0-4/NFF 601 —
(BQL™-3360)°
4-8/]NFF 497 —

(BQL™-635)"

* FRIEFFAIGERR » BE07al & I A

t BB AR T EROERT |

+ EEERERA > RS RARE

8§ tmax #i[#E] :

q 6 i15#t % 2 BQL (Below Quantifiable Limits) ;
# 1 3% # 2 BQL

b R H (TR )

500 1 110

o (X5

Doripenem 93+ B 248l Dehydropeptidase-1 {EF »
A LA R B A s B ER T (Doripenem-M1 ) ©
e A 5 B — T 2% Bl 500mg B 1g 7% » 5 (SD) 1M
H Doripenem-M1 %t Doripenem AUC WLV ZEE: 18% (7.2% ) °

1F A REATRE ORI 88 (microsomes) HYELEE/MHTHH » FEHN
B AR IS Doripenem WA » 887~ Doripenem &
I+ CYP450 Bt -

o HEjtt

Doripenem = %2 LR Y 88 b B I B o 45 B 7 i R JE
e 2 AR R I R BERR = AR B 1/ > S
(SD) MARFERZEE 15.9(5.3) L/hour » “F45 (SD) B
TEMRZEE 10.3 (35) L/hour @ FAIEHEF NN Doripenem
tHH Probenecid Ff > HEFRZS G BARARC D AR » 3BA T
Doripenem K HEH & [F]FHE B B R ERBE B IR BB NVE RO £
B UM EFAAGHEST o (AR LI — B8 EE Finbax® 500mg
% 2 1 48 /NI§N > Finibax® ZJFASEYERRRER A D HIE
% B 15% GHEPRTRHENL o TAEREER A\ LU — T S 5 B
TREHHMESEZ Doripenem 500mg 1% » —EZRERER 1% HI5E
GG e B R

o IR R EE
BIgErERE

DIE—H| BB Doripenem 500mg » i {538 & L TS
B CrClH{ED R E (CrCl50-79mL/min) > FHE (CrCl
31-50mL/min) BEEEF (CrCl< 30mL/min) =fEE hae 2
JEER AR AMER Y - =3 2 Doripenem 9 AUC Hi[F]
FEERZ EDIREEFE A (CrC1=80mL /min) ELEGEZR »
I —AHAF AUC BRI RBE 1.6 5 ~ 2.8 5 LLK 5.1
& N TEREEE RN 2RE » [EHCE EH%E -
(FERALHE (2.2)]

1F 81 8 R BB % (end stage renal disease (ESRD))
B R AR ENT Z BT B2 1% 1 /)N DL BT — 7 & #% B
Doripenem 500mg Y58 » Doripenem 7EIMRE 1T 1%
FREERE » HAEY AUC MR BIhREIE R R A Z 7.8 {5 °




TEIMIRET 4 /NI » (EEFTIE AT R 231me #Y Doripenem
i 28mg fJ Doripenem-M1 » —EHEF1 259mg (HIMGHIEZ
52%) ° ANith » B IMENTR AR < HEETI R - HAlg
AABEAE

FFThRER £ &

H Al Doripenem fERTHIREA 229 HISEPIE) I 22 & K 1 R AE
A7 > B 7Y Doripenem {BLF- A~ & #4 £ AT s (X5 > A1 0 4
Doripenem HZEY8) ) 228 A G AR IIRE T E M ERTRE

SikE

ERERE Doripenem ZEVIE) 2RI E > HIE LA
EH 66 B2 BB (n=6) EBZZME (n=6) MBFHMEEIR -
ELIE R HnE HECE SR » S n 2 BV S Doripenem AUCo-00
B 49% 0 —F 2 AR FEER P FI G 2 22 NETES
BRZERREL - Tl RESEEB IR EE (Gt HEE
fil7) o ST SO S AR o

£ A

HBAMERIET Doripenem SE1JEh 112205 E - IReHEHERES
M (n=12) BEEERZME (n=12) Z%ZaA# ETFE - —HAE
Doripenem Z Cuax ¥ AUC EAHIT » PIHASFR A3  t| S 3 R -

fEik

BB Doripenem 2 V&N ) B2 JT HIRV 2 - TGk
phase I B phase 1T ilBa2 & RLEITIEELEY)E) /)2 0H -
B fE A MRS > TEEES A / 1T A Doripenem FAVEFRZS
H 14% > (HIE YN 5 B A B (3 A R 80t 4 A~ ] o 17T
Doripenem HERRZRTE H A A 388 Al 22 2/ B i 75
NEMEESE - R AT AR =%

o Y H{EMH

23 NIEFRFA MR A E % Valproic acid 500mg q12h
SEEE 7 K WAL Finibax® 500me & 8 /)i EAg 14 i
4 K » Bl Valproic acid BS&{# ARFELEL » Valproic acid fY
St Crax [RIK T 44.5% (H1 86.1meg/ml E 47 8meg/ml) K
HIFEY Coin FRIET 77.7% (EH 55.7meg/mL % 12.4meg/mL) °
Valproic acid 3 AUCow BRI T 63% o tHEZME » VPA-g
{REPIHT Cone TEHN T 62.6% (1 5.19meg/mL ZF 8.44meg/mL ) »
B HFS AUC o FE T 50% © 5 » Doripenem FYEEY®) /)22
A& EEL Valproic acid AT EIFRE - [FER EARE
EHIH (5.4) 1 28y 772 (71) ]

Probenecid & T-& Doripenem 758 NE I EFI M WMER -
S AN EZ BT I PR FF Y © Probenecid &{# Doripenem
AUC $810 75% » A HMARER ¥ EIIERK 53% < [ER
HYT LI (7.2)]

FE B g i i B A A A B8 9NaUB& AT 40 » Doripenem
WA EHIHEIAZ #Y Cytochrome P450 1soenzymes (CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS,
CYPZ2E1, CYP3A4/5 Bl CYP4A11) » (Kt » Finibax® FEZ%ASEr
HIHIAREEAERR PR - PARERS B _E ultli 35 (Rt S5, 2 18 BRZR -

AN > 1 Finibax® 12 A\ TE:E < A\ BT a2 o LB
rhyR A SR » A gEET CYP1A2, CYP2B6, CYP2CY, CYP2C19,
CYP3A4/5 8 UGT1A1 El¥REZIR G FHEER -

1.4 MEY 2
o {EF e

Doripenem &Y Carbapenem #EHTIET » Doripenem
8 111 51 P T D B 1) 5 3¢ 17 32 1 A% B R © Doripenem
&% fEEER Penicillin-binding Proteins (PBPs) A
EAL > EECHE AR EE S R BT AETS © £ E. coli #i
P aeruginosa > Doripenem & B PBP2 #& & » PBP2 Bl
FEARRHERFH BE » Doripenem th & Bl PBPs3 f1 4§54 ©

o fEE [ ik

7% Doripenem AMHEMFIZEMRE > B35 THH Carbapenem
IR FEA L ~ 2888 B ELE PBPs ~ VDI MER 2551
B ENHEH S /720  Doripenem #1457 5-lactamase A 7K fiZé
TEAEMRZE » HAEHE T i FC 15 1 T B o il EC R
B R4 2 Penicillinase B Cephalosporinase » {H VI
Carbapenem hydrolyzing /3-lactamase ° & 78 3¢ W # %8 4
BB ATRE G ZE4: » {H Doripenem $15-2EAbfE Carbapenem 71
BEMER I AT REE B AL

o HEMNERINREER

TERSIMEIFAER 355 Doripenem $tEAMPTESR (40
Levofloxacin, Amikacin, Trimethoprim-sulfamethoxazole,
Daptomycin, Linezolid B2 Vancomycin) {B/0H fEHTEHE
RS 3 -

Doripenem #% 38 B 7% VMG R B A F I T ¥ R U1K
S EHIREYERL o (35 R EEFE AL HE (1)]
EHKEY

Acinetobacter baumannii

Escherichia coli

Klebsiella pneumoniae

Proteus mirabilis

Pseudomonas aeruginosa
EHRKB

Streptococcus constellatus

Streptococcus intermedius
REH

Bacteroides caccae

Bacteroides fragilis

Bacteroides thetaiotaomicron

Bacteroides uniformis

Bacteroides vulgatus

Peptostreptococcus micros

TE NHIHE & A - #8 90% TERS NI R AR R (MIC)
R BEE R Doripenem TE3% 6 HFTEE/ N 2 AH (] FE 1Y
S PEFEIE (breakpoint) ° 22 Doripenem #1358 SEHHE 5 |
FEE 27 Bl DR F A ALE 1w 4 S S ) il PR i B ol LAGE B & & 1
BRI
EWRBEE

Staphylococcus aureus

([E methicillin-susceptible 3 HfE )
Streptococcus agalactiae
Streptococcus pyogenes

EHKERMN
Citrobacter freundii
Enterobacter cloacae
Enterobacter aerogenes
Klebsiella oxytoca
Morganella morganii
Serratia marcescens

o B R R B AR 770k

g P 10 A= 7 B B o R £ ) RE IS % R 3 ) % e B B R
B0 S LI 2R ) B i A ) R SR M B B A SR R kR
BN 225 - AE ke P B T SR T T O BURE A
Be B BHE & - DU (7 BY B Al 2 22 B R U PR B
(RGI

wRiE
FIA & iR AR R EMERE (MICs) » &Lk
MICs {B "] FIREF il fll B ST TR R R 2 1 = MICs (b

EMIREAV IR AR E > T ATRE IR LR = fa I F A i
O (g ERL) 80 B Doripenem ¥ K FOfE HE B2
B (standardized inoculum concentrations) JzAZyE &
(standardized concentrations) #6277 2 A HEI 3 o 3
EmAAs STk EE 6 th R oI H RO R UESEE TR -

(6)



ERLE

7 S A A AV B Bl (S B A 4 (L B B S
AP B, o SR E L) TR R AR HE A
REZRET o HOEE TS ER —ER MR » W& 10pg 1Y
Doripenem ZRHHRAIAEY T Doripenem RS E » 0BG
Fe SR AR ER 6 HFT Y1 tH A EE A TR -

RERRHS

Doripencm e BRI HERE A 03B 775
ISE 3 MICs {1 » BUBRAOR TR (1 6 AT S AV A 7
HTE

% 6 Doripenem B BUR AR FAFFL I 4E

RS HEtiln
(pg/ml.) (NEREES mm)

TR R BLRAZ 1 Bz
Enterobacteriaceae <0.5 >23
Pseudomonas aeruginosa <2 =24
Acinetobacter baumannii <1 >17
Streptococcus anginosus group <0.12 >24
(S. constellatus . S. intermedius )
Anaerobes <1 n/at

* HFiE © BRSZVERE 7 LN PTEEERE 217 AE » i MIC S iEsL
IEHERE © AR AR PR E R RO E— Dl -
tn/a s ANEMA ©

RS RA B R 5 FiE Y S VR P R LB R R 5 21— %
FERRATNY  JERL A LINAR R R A R -

m B

TEHEAL B BRI B B AR P A ZE ) B B = I AR R T R R
AR R A IR L ~ faBRal R DU HERE R Z A
BAUEROT R S A ZE RIS KEE © Doripenem YRR HE G k) R
JERERF&ZE 7 R MIC {HESK - BRVEEEUERIREA &
10y.g Doripenem Y disk » MFEEIRYHE RAIIANEE 7 Fiw o

R 7 U RS P AT R S A

QC @itk I AEHNEE RS R
(ne/ml)  (HIEERE LS mm)
Escherichia coli ATCC 25922 0.015-0.06 27-34
Pseudomonas aeruginosa ATCC 27853~ 0.12-0.5 28-34
Streptococcus pneumoniae 0.03-0.12 30-38
ATCC4%19*
Bacteroides fragilis ATCC 25285 0.12-0.5 n/a
Bacteroides thetaiotaomicron ATCC29741 0.12-1 n/a

* B Streptococcus anginosus group HYEE R » A B A F A
R Bt SRATERE

12. JEERIR S 1%
12.1 BUEltE - REMRETEEBEG

HH7Y Doripenem AR BHEN:IEG R IGE » AT
DI ZEN ASELT RIARBUSE B -

Doripenem {EAR#ERABa Al - B RGBT [1{5 283350
(bacterial reverse mutation assay ) ~ $1 ¥} A7 B & B i 55 1
HEREHHRE AT E TR R B8 B 3B LU N BB BE Tl
AIEE RN EAZEEEE -

Doripenem #ARFEGIE » LIRGE 1g/ke/ KAV A % B
(LLAUC B¥E » KR A\ #3#%E2 500mg o8h % AUC #Y 1.5
&) > FERATLE R B — M AEERE T ~ R R
WA E DU R R A TERE N R R -

(7)

13. ERIRat R
13.1 HEFE RS RE Py R

1E 2 (A A 946 24 HEMERERE N R N2 % & ~ %
L H g 3 B 1T Finibax® (500mg YE&T#E@E 1 /N »
q8h) B Meropenem (1g yESHE# 3-5 738 » q8h) AYLLEL
TG 0 2 MR E T 0 ARERES 5-14 KRIEE » §FIK
FENRFELERYE 3 K kA Al iE i e A O AR #Y
Amoxicillin/Clavulanate (875mg/125mg, 15K 22K ) o 2B
B 78 FEOPT T8 RRL 2 SR - B RHE IR R R 48 ~ BICEL {th 1R
TEREREP R, » BRI EZE L - IEEEA -~ MEENEEE &
BRI — AR R 5 o

EAAEYE AT RERS (microbiologically evaluable,
ME) » gt R A AR Bair A B M E AR B B R
FEIEEA (test of cure visit, TOC » BVAEFSE % 25-45 K )
RENRREIREEE T EERTEE » Finibax® BIERIBHZE LR
Meropenem ° [EFFAGETSAE P2 TR E % I R A B RS
(microbiological modified intent-to-treat, mMITT) K745 &
IREIA G H R BB DR AT & EEEN T
Finibax® FIERRIGHIZAT A Meropenem © TOC AR
PRIGHIZ > HORBREHE > 2055 8 A 5 1 TOC IRFHARY
BAEYIERRRZS - (1R 9 PR ©

K8 TE 2 {EH AATREVERENE N SR 3238 E 1Y phase T
A2 PR R

R Finibax®* Meropenem * R

/N (%)* /N (%)* (2-sided 95% CI%)
L
ME" 130/157 (82.8) 128/149 (859) -31 (-11.3;5.2)
mMITT? 143/194 (73.7) 149/191 (78.0) -4.3 (-12.8;4.3)
5 2
ME? 128/158 (81.0) 119/145 (82.1) -1.1 (-9.8:7.8)
mMITT?* 143/199 (71.9) 138/186 (74.2) -2.3 (-11.2:6.6)

* 500mg {EETHLH 1 /)\8F | g8h

t n=ihRZ B EERERETDR R - N =B R
+ 1g [E&EEE 3-5 198% , aSh

§ CI={ZHEEH )

9 ME=f{4EY)ER ERIERE L

# mMITT= {4 EYE R m s S E G E iy

O  (AEYE TRl 2 R R R E R 323
ERIEYERR AR
TR Finibax® Meropenem
N* nt % N* nt %
ISV R RS PR TR
Streptococcus constellatus 10 9 90.0 7 5 714
Streptococcus intermedius 36 30 833 29 21 724
AR VI T SRS P R
Peptostreptococcus micros 13 11 846 14 11 786
ISV T R P TR
Enterobacteriaceae 315 271 86.0 274 234 854
Escherichia coli 216 189 875 199 168 84.4
Klebsiella pneumoniae 32 25 781 20 19 95.0
Non-fermenters 51 44 863 39 28 718
Pseudomonas aeruginosa 40 34 85.0 32 24 750
AR VI T R P R
Bacteroides fragilis group 173 152 879 181 152 84.0
Bacteroides caccae 25 23 920 19 18 947
Bacteroides fragilis 67 56 836 68 54 794
Bacteroides thetaiotaomicron 34 30 88.2 36 32 889
Bacteroides uniformis 22 19 864 18 15 833
Non-fragilis Bacteroides 14 13 929 13 9 692
Bacteroides vulgatus 11 11 100.0 8 6 75.0

* N=H—SHE DR R R
T on=FER " aiE T R R R



132 WM RERE (BEBREBR)

1 2 {EFEARA 1171 ZIE MR PRE R ERR N e E
EERAER » HEEE R £ (49% MAYE b3
BERE) o (T TRERRME: ~ 2B ~ 2 D BYSERGERY » HENE
TRE R MAREESEYENRENE LT % (52
T BRI 17% - Hrh AR 5 - g
Finibax® (500mg % B2 #8358 1 /NRE | q8h) BH &3 Ak v 5 7
Levofloxacin (250mg, q24h) HIEERL © & 2 {EEAEmi %t
HARFALL - (B —FELL A - 2 (EFABRE 22 10 R1Y
2 FRRESRARLER DA 3 K > kA AT E Bl
A I ARAEY Levofloxacin (250mg, q24h) » #/ A\ G E A (5
B MUAERRF » 7] LAEFIR#% B2 500mg Levofloxacin ( EHIKEL [
MRIZ—EH ) » ETHEREUS 10-14 REREHE °

TEEEYER bRl MS RE R A YIERE TR 257 TH - JTERR
B Bt &R (baseline) AOWARRERIFE ~ 1FiE
FFrEETERBERE - EEFBIREEN 5-11 K2
FOSERGFE (TOC) W » A MUREEENENT »
Finibax®¥#f Levofloxacin 23 o MIEMAED)EE 3R
B EERAERRES > PR A ATEREZATE MR E
% » Finibax® ¥} Levofloxacin J7RE2IRAH M o 7EHEEH B
H o M EAR (TOC) FURE RS ENETRZRE 95% 15
FEEEIANZE 10AT7R o EEY)EE LT G BRI R IR R
BEHMEHEAR] (TOC) HITREYIERERRAANZE 11 Fivs o

R10 BHEVEWSRERPER ANZHE (BEELRER)
#) phase T HLEMERABRA I A WIERE PR 2R

WERE T Finibax®* Levof loxacin® TRIEER
n/N (%)* n/N (%)t (2-sided 95% CI®)

ME" 230/280 (82.1) 221/265 (83.4) -1.3 (-8.0:55)

mMITT? 259/327 (79.2) 251/321 (78.2) 1.0 (-56:7.6)

* 500mg JESTHEE 1 /N | q8h

T n=1RZ EERETEAH R N =B SRR R
+ 250mg EFARIEST , a24h

§ CI={3HHEM

1 ME=184EPE Ll b e

# mMITT=EYE FIER%N R A B

R11 EREERRERPER N ZAE (BEBELER)
A ER b TR AR o RIS IR R 4R
AV TERR S

T IR B Finibax®* Levofloxacin
Nt ot % Nt ot %
I VA R T
Escherichia coli 357 313 877 211 184 872
Klebsiella pneumoniae 33 26 788 8 5 625
Proteus mirabilis 30 22 733 15 13 86.7
Non-fermenters 38 27 711 8 5 625
Acinetobacter baumannii 10 8 800 1 0 00
Pseudomonas aeruginosa 27 19 704 7 5 714

* BRI E FLEE BT E LB B
T N=F—EEDHE R E
¥ n=BinBERod GEbR) R B

14. 2% 38

1. Clinical and Laboratory Standards Institute (CLSI) .
Methods for Dilution Antimicrobial Susceptibility
Tests for Bacteria that Grow Aerobically; Approved
Standard — 7™ ed. CLSI Document M7-A7. CLSI, 940
West Valley Rd., Suite 1400, Wayne, PA 19087, 2006.

2. CLSI. Performance Standards for Antimicrobial Disk
Susceptibility Tests; Approved Standard — 9% ed. CLSI
Document M2-A9. CLSI, Wayne, PA 19087, 2006.

3. CLSI. Performance Standards for Antimicrobial
Susceptibility Testing; 17" Informational Supplement.
CLSI document M100-S17. CLSI, Wayne, PA 19087, 2007.

4. CLSI. Methods for Antimicrobial Susceptibility Testing of
Anaerobic Bacteria; Approved Standard — 7™ ed. CLSI
document M11-A7. CLSI, Wayne, PA 19087, 2007.

15. BRE#GEIEEE

eFinibax® & — B RHEARY type I ZBABHE/NE > W&
250mg (7KL ) AYHER Doripenem ¥R » B/ N2
AIEEE HAE 10 /MEEEA 1 k& -

e Finibax® /M EETE /T,  Finibax® FEER 25°C(77°F ) &
BREER o E PRI E R 15-30°C(59-86°F ) WAL T -
[2%H USP EWEEHNEE 2 HE

o HWUHAM] - 3 4 o

o (RAFHATRE RN YN & B A4

16. fR BREEAE

o S AR BAZEN RE & 5 | EE BRI e - B FERRE AR E
BEZA B ERIER R B BNEE « BR R g
Finibax® ~ HAtll Carbapenem $HZEW) ~ S-lactam FEZEY) B
HA SRR AR S R > E B A -

o 50 & AR YT 28 » B 48 Finibax® » HAE F M B
Gy o REERFNARRERRY: (FIEE ) > & Finibax®
R 7 i R B R - JES SR A TR IEAR L
BREERCE RRE RR » ABEEEEKIRRE T - Himi
JER IR0 A e AR - ATRed (1) WP IZBNA
TR e (2) B i e A g e is e » mHE &8s
Finibax® BCEAM TR ZEYIHG K & LK -

o [EL RN BB LU T B B & Al
o N5 FBVE A HEM S AR AN R SR 5 - B

HEH{# A Doripenem S(HARTAIHTAE R ZIREGEIEH
THERSRS -

o 1 5% FUE AR Valproic acid 8¢ Sodium valproate ° &
Valproic acid B2 Finibax® {if I » Hifn iR G &k
EIRFEEIE LT o A AR E HEE B Finibax®
I - TR SRS URRRISEY) LB e BRI F e / B8R
TR o

o S it L AT Al g o

®: FF M rstE
MINI-BAG Plus & Baxter International Inc. Bt

-0

B BERERRNERMNEIRAR

o aik - BACTEE R B 2 R 4 1

B 5 :(02)2551-6336 (1XFEHE)

FUERK ¢+ Shionogi Pharma Co., Ltd. Kanegasaki Plant

% 4k ¢ 7, Moriyvama, Nishine, Kanegasaki-cho,
Isawa-gun, Iwate 029-4503, Japan



