2

TS558 025066 5t

T i
Carbapenem Fain 4 EAHE|

a=m®
’fﬁ $H IFE 025 AR
®
F’N’BA)( for Injection 0.25g

(for Intravenous Infusion)

O

Fo T FASHE USSR B S ST A B S LM TR 2
AR > ABESIERL F R AR SRR EAE A8 30 ol el
A EEZ IR

%+ Doripenem Hydrate ELJg\5 14 BfEA 1R M PR 8 B
(BLFEE F B 3R) N R A MR e P Bl -

AZERREEERME -

« 18 BELAERRA & 8 /NEFEEEEE Y 500mg > FFICF GRS
FEiE 1 /NEF - (2.1)

o BIREAR IR B HIEHTE(2.2)

CrCl (mL/min)  Finibax® 7 &

>50 TR

>30 ~ <50 58/ NESBEAR: 250mg (LSR8
1 /i)

12 /NI BRI 250mg (IR
1 /N)

>10 ~ <30

------ SRR
LR BT 4 2 R AR - (22,113)
2. Finibax 5 F I L2 FE - (8.3)

AREEESF A1 ¥} Doripenem B¢ R EREE LA B B2 B TEAT
R S AT B-lactam SEEEY) A BBUE (R S FERYNS & -
@)

...... BEEE ST BT
» Doripenem FH A7 G5 PR, 253 AH B4 B PR 2 i NIPET 3K »

Doripenem il A% 4 F PN G4 SIE © (5.1)

o HER &5 Carbapenem 8 K HiAB-lactam FHEEY) & 554 B

HIRBCARUEARTE) L IE - (5.2)

» AR5 fEH Carbapenem #5345 [#EHERH > 515 Doripenem-(5.3)

« Finibax®#d Valproic acid {1/ & %1 Valproic acid i Fo R -

=LA Valproic acid =, Sodium valproate J& R EERR B0 - &
PRIt TG Iz 3 MRyt - (5.4)

* £ Clostridium difficile 5 [#EAYHE % (F01EH Z LR SRR EIEL
TEMERIGR) + FHEANEEIHE - FEHE - (5.5)

RHERSY AV B ME(=25%) Ry ~ BEL ~ BEUR ~ S8 K

...... AT EVER
) ZOIEH
Valproic acid WM 753 » Doripenem & &
Valproic acid ({1l {1 R 2G5 2
EHEELIT(7.1)
Probenecid A6 Doripenem VB g SRR »

i 2% Doripenem 7 [ i fE T
(7.2, 11.3)

Doripenem N lIf] > IR Eaf 45
KE 43 Cytochrome P450 2%
(11.3)

LA Cytochrome P450 fi%
ZAH 2 EEY)

SoEegE AR S
AR :
1. EFEE
1.1 1G5 MERERE A s
1.2 EFEMEILR B B (B B %)
2. RiERHEE
2.1 EEME
22 B & RE
2.3 EHNR . B
2.4 FHEM
2.5 SRR (7
3. EBIRESE
*>*=

5 ZEREKIEEE
5.1 I SR AHRH AT %
5.2 BB IE
5.3 RS
5.4 B Sodium valproate 7 297138 5 /E FH
5.5 (f Clostridium difficile 5 [#£ i85
5.6 PEEMEEE R
5.7 W A foH FIEE > Bl K fE S T
6. TRRE
6.1 FEpREER 1 B IE
6.2 Erifgz{#H
7. BEYMTEER
7.1 Valproic acid
7.2 Probenecid
8. YHIAIRET
8.1 ZF
8.2 IHF,
8.3 HilE
8.4 SiE
8.5 EHINREAH
9. @E
10. BEE LS
11, BRIRZEIZE
111 {EFfa
112 BEREE
11.3 BV 152
114 e
12. FEERIRSE
12.1 Byt - 2280 R AETEIES
13. BRIREER
13.1 1R VERE e P
13.2 FEHEME PR B A (BFE B F B 3R)
14. 2E 3
15. BRRRBFIEER
16. BN L




SREENE
1. B

Ry T S AR ST SE VAT R Ry Finibax® BLECH T BRI
AR AEESLER AR O AR B R R jz M4
5 [ BUAYIE - & UGBS & R R iy 3%
JE(E BB R BRD R RIS - EERZ IHERNR > Al]
5 R LT T 79 SR LA B S A S R KB A PR SR R
%

1.0 R RE R R

Finibax®3# F A B2 M8 &9 g Escherichia coli, Klebsiella
pneumoniae, Pseudomonas aeruginosa, Bacteroides caccae,
Bacteroides fragilis, Bacteroides thetaiotaomicron, Bacteroides
uniformis, Bacteroides vulgatus, Streptococcus intermedius,
Streptococcus constellatus 5z Peptostreptococcus micros 5 [#2 2 15

FEPERERE N U -

12 BB RE(EEBERER)

Finibax ™ F i/ B S 4% £ Escherichia coli (G135 (4 B IfUE
), Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas
aeruginosa f%z Acinetobacter baumannii 5 [#E 27 & A PR 16 8,
F(EHEEEER) -

2. HiERHRE
21 EEEE

Finibax® 2 il » ¥ 18 BRLA LR » 15 8 /NI LUBE AR
7 500mg» FEICE RS TR 8 1 /)N o HUAREER B R T
W 1FR -

#1 Finibax®m{E HE

P

[EVILE ik . iR
(G5
TEFEMEREREA B 500mg  g8h 1 5-14 K*
y =R SIA AT | P2 .
WML PR 7 R s00mg  ggh 1 10 T+

(B B K)

* FE{ERERE BRI IR A ] - SR SRR A B D3 RELE
EERRIEIRA TSN - RIS 1RGSR
| ER SRR - RIFRETERZE 14 K -

22 BIRETEZZRE
22 2 BITHAER 49pi FRY Finibax (5 FH &

CrCI (mL/min) EHHE
>50 fERE A
>30 ~ <50 8 /NI BEER T 250mg (Y I e B R A

1 /]N\i)
12 /NIEEEREER S 250mo(E ST 54
1 /E)

>10 ~ <30

LU A AT PARIARHEAS CrCle A1 A AT AT mAZAL AT EE (E
(serum creatinine) f& o] {{£ & LAERY TR E R RE (steady state)
it 5 (kg) x (140-%Fif%)
72 xAEALT % (E (mo/dL)
oMk BLEFEE SRR (mL/min) = 0.85 x S MRt EATEE

Finibax® & 4¢ I RENTHER: - i H AT 2 S8 AT 1E B
MRENT A NAER SR 25 -

2.3 JEBTRZ W

Finibax® R S HIE ISR - F80 T 5hRIs A EE iR
{ETH#EAT -
250mg B2 A SR -

o JEA 10mL AR E R BT FE 7K Bk 0.9% 4 B & BEK HA /NI - 36
ESESEE A TR © PLRORERN Ry 25ma/mL - S5EE - A
BT R T B B BEE5T -

o [ 21 SRETTERH R > W EDE A — & 100mL B4

FME - HLERE PR (mL/min) =

TR EE/KE S A A ERIT TS ST - AMEREEEERIR
BESEE B b o LT R EAY B R F 2 AY S B B 250mg
TR B 2.3mg/mL -

500me B 28951

o B 2 /N &0 A 10mL BREFE5T FIZKER 0.9% 4 B e B K
A/ H » ARSI R o PERORE 53R Ry
25mg/mL - SEVEET ¢ AT R R G B RS -

o 3 21 SRETEER 2 /N2 IR A o W ESE AR —
W& 100mL B4 3 f /K S 5% AR EE e - 281%
R B T R RS S Bl I Esh R 2 s S a1 A
500mg (4.2mg/mL) -

F5F L) Baxter Minibag Plus™ 3548 EBUABE TG » 5503
TEHTEE Y B RGERE -

T RS B AR E A T RN TR RTEN g B R
BEEEAMRERE ISR o Finibax® 2 X 5HK o] s iR
EBEBEMEEAR BN EEE DR N 2 g
TRHTEE

2.4 BB
Finibax® S (22 S (A 25 ok 1 SR BT © 35770064 S B H At
EEESEAER > SR TR R A A7 EA S L R

25 B RZFEE
& DUREEHT FI7KEE 0.9% A a B /KR8 » /NBHRAY
Finibax“ S F A 1E 1 /N PUHEDE AT ST E HAR -
BIRERSAEE R EKE SR AR R © ST RIE
EFEEN R TS > WS 3 Ry 2 RN A

E=:3

3. DU R E/K e 5% A A iR B R SR R R 2
HERFZOE LI ©

RN EL ZOM NERFZER 2-8°C MR ERIIR

7= EF (B FE =R [ C4 1) (B8 KR
T EL T 5HER) L EHIIEERS)

AHEEK 1200 24 /N

SWEIEER 4 /N\iF 24 /NIF

Fred i a R B SRR A4 o Bl > RN
WA 53 A Baxter Minibag Plus™ FRFEHVIEH -

3. ERIRZE
R ZE/ING » W& 250mg (K LEY) 2 HEE
Doripenem #5 °

*>*® =

4. ER

AEEL RS2 &N1% Doripenem BY[EFEEE A B = @R FE
RO R - B AN¥EB-lactam FEEEH) B BBUE A TR R FERYTR
% o

5. BEREMIEER

5.1 FRR 2R ERARN A

Ll 233 ZHE S MEITIR 2R AERART A R B AR R 2 SRS REET
#ER#HE Doripenem 7 K(1g ~ a8h ~ jEE 4 /\B)Z FRIRAERER
TLHYEBEIE Imipenem/cilastatin 10 K(1g * a8h * jEE 1 /\BF)
ROFEHR - kbSh - LEEABR R EFR RIS EI& G T IR EENAE -
LB E N B BB AE B ST EEEMER P LE - HBaHE
EESEERETREAVRKEERERMTEE L BRAMK - 42
RAETEMEMBEEZMMBMITT)AS.6%E 56.8% (95%C! :
-26.3%;3.8%) 5 173 [B) E B A M ST h#A(ME)49.1%[ 28/57 1%
66.1%[39/59] (95%ClI : -34.7%;0.8%) ° 7 MITT FHHTEE5E 28 K
2 RAFCRERBERABRBIT CRGHEBHES(21.5%%
14.8%; 95%C| : -5.0%;18.5%) - i BAAER ¥ FRAH AAEAVER IR /BTE
FH APACHE scores>15 (16/45[36% 41 23/46[50%]) K kL 4& A=




BERBEF(TN17[41%]4 6/10[60% DHIRBAER

5.2 BRI IE

EE ML R AR RER-lactam I ES B E BB LD
BEERBBUR FECRRUIE AR ) LR B E R E E@EBURFE -
EEREREEEERFHSEABFEEAEIRERIRE -
it EERARE > BEABETEREBEEEH Carbapenem
Cephalosporin * Penicillin B} EL B8R & &8RS - 218
Finibax®AZEIRERTE S Penicillin B ELfthB-lactam ZEYIBRNEYR
ABS - #££ B Finibax"E3p-lactam IR AIREE A AR
FERYERT > FESSREEASRIER -

MR ERZER: > FEIZRNFEE - mEIMHEEUREGR
B AT )R S RUBTEETTIAR -

5.3 EEE

AR5 HMEF Doripenem AR S 5| EEEM A R TR R FE
(6.2)] - ERER3XER A » 1L Doripenem SARER A HPABTEHAE R A(CNS)
IR (AN AR @ B B BRI )RR A RS - BINRERIERYIR A BRAS
| E18585 /\/\BF 500me IR AR AR SWERE 5|5
BB -

5.4 Ed Valproic acid Z ZE¥)3Z H{EF

R AEZEYIZEIER - BEERRELL Valproic acid B Sodium
valproate RS » B Finibax (i RS & 18 MIZR SRR A0 fEiG
1 o MRS E IR Doripenem BB Fifi — ZEEH A% 12
/J\B¥ - 3§28 Valproic acid Z MAEEME AEEEEE
(50"100mcg/mL)LLF » Eftt Carbapenem H1EIE|ER Valproic acid
1ERR 2 EMZ E (A ERR SRR R - EEEREEE
7+ N Valproic acid 8f Sodium valproate B B T &1k
Valproic acid BIMAERE - ¥352318%5% Valproic acid 8F Sodium
valproate JRERVR A - EEEERNEE - 7AW - ANRER
ER Finibax“B¥ » FERZE EBMEMOFREREY - (BREYT
ZIEMAE(7.1) B A EEEAE(11.3))

55 B Clostridium difficile 5| 82 FEE

LT MM EEIEEREREERIN Clostridium difficile 5|
tBREIB(Clostridium difficile-associated diarrhea » E§FE CDAD)AY
=] BEERREE RS TREREEBIMEBL -

LIEBETAERSENEABEREE - BrgE#s C
difficile BEE R -

C .difficile FTEESBY toxin A ] toxin B &{E{# CDAD BYEE 4 -
=4 Hypertoxin B C. difficile B B IR S BURBIET- AU R

ERBARHSLUNERGE  BEERSETABYR - 8F
SEFRNEERSEEEIENS B /EEE CDAD AITIHE
% - BEREEHREERENEEZ% - COAD BIEREHE
BREZ2EBALME  RtEEFIEEREBARE -

IR IREEEEE = CDAD BS - BMEFRERRINERE ¢
difficile SEE {2 MERATREISZE - LERFEREFREERIKS - BEE
BEREAY -« BEAE C dfficile WIEE » WEHMEETRELL
IR FATREE - [(BBR FRKRESG 1)

56 MEBEEMRZIZM
TR TR Rl R S EAREE MR RS (M Finibax LT
REARINRE - U HERIINEEEREENERE -

5.7 MR A(EFEEIZ BliEl 2 i/ fE
Finibax “TEEATERIRFERRS - & LIR AR A IZE - HIRSR
BB ERPERRAERAE - ARBETFELIRA TR -

6. TRXIE

T R FERS 1 E fth 5 B R (FHAA0ERAA

o BEMHAREBRERNRE BEREZRIEFHOG2)
« B (BREZRIEFHEGSI))

¢ 1 Sodium valproate Z EMXEEH [FER EZRIEFE
(5.4 ZBHT L EF(7.1)]
* F3 Clostridium difficile BI{B2Z i8/8 [FER ZHER 1EFE

(5.5)]
« MEBEMRERKZ [(BREZRLIEFEGE)]
* RAERBHZMERERE BREZRLIEFEG7)

6.1 BRRSAEZ T RRIE

HRERRRE R E S ETRIEN T T - RtbE YR
RERERAT R R FE S 4 R T AEE B — 28 75 H A ER IR BR
MR ESSEREHMLIEE  EthraeBEARMEERK L
EFRAVSEER o

7EERREERT - B 1338 UM RIS TSR ER Finbax® (B
1076 iR ST doripenem 500mg B3 1 /\BF(a8h) » & 262 fiI
JREEST doripenem 500mg #8358 4 /]\BF(a8h)) » ELARERSR ETE
ISR - EEBBREONRBE (BRELAAE(13) - &
B PR AV LB R B P - IR A IR AR AT
TR A 54 pR(EE[E 18-90 B%) s ME—B & EHHEIEIEAN BN
EEEERER D - TRV ESR A 46 pR(EEE 18-94 5%) s T H
fth phase 111 FXEEAR - TREBRIFIOFE; A 56 sR(EIE 18-94 B%) °
Erhigsit i BRI LB ER L I 2 B(62%) TR & 1E
SRS R Py A EA E fth phase 111 AR - BIE LI BMBEEAT
(53755 63%Ed 75%) o Fi 5 fELLERET BRI phase 11 BRRATZEAR

FERE - LAREEITAENREKRZEBEATI%)
1555 5 {BLLEI BB phase 111 BEERSLERT » Finbax* S5 B
HWTARBNEC%EIETEN « 38K ~ &0 88 - 352 - &
BR% K ATHREEEA S - EREEREF - RTREM4EEHER
LRGSR ATE Finibax“#87 4.1%(1338 {iFRAY 55 i) HRE S AR LS
#8755 4.3%(1325 {iLFRAY 58 fiL) °
Finibax® 500mg o8h 13 ERRSFTEE T R FEZ B R>1%
HINER 4 - REFIREH ARSI HEZ BT EAYSE & R/

1% o

2% 4. 1 phase || BRIR¥IRRFHERP 2 TRIESE R>1%E

TERE I PR R BRI ERR R A R HAth phase 111 5XER
(1 {EER) (2 EER) (2 {EER)
B Finibax® | Levofloxacin |Finibax®| Meropenem Finibax® Comparator™
wari] 500mg | 250mg IV | 500mg 1g a8h 500mg agh (n=484)
ash a24h a8h (n=469) (n=485)
(n=376) (n=372) (n=477)
MEEEER
EERE 16 15 4 5 3 3
Ik=ER o
BEARA 4 4 8 6 2 1
BIERA
> 4 6 12 9 7 7
R 6 10 1 11 12 14
C. difficile <1 0 <1 0 1 2
MM
& 2 1 10 5 5 6
K7 S ERRZ T
HEE 1 1 3 2 1 1
32y 1 1 4 2 6 5
B
ieE
FHiEiE=H| 2 4 2 4 7 6
_lgl**
CfEssE 1 0 1 2 3 1
HiE
FEEBMERY 2 1 1 <1 0 a

* HeEHEZE)(Comparator)EL1E piperacillin/tazobactam(4.5g a8h) &
imipenem(500mg abh B§ 1g a8h)
**8E ALT EF+ « AST EF - FFIEEE R L H LIRS R R R




(Transaminases) E Ft R BERZEUB(ALT 5§ AST 1A E{E(baseline) &<
IEE{E ERULN) BAA AL EERF(EOT)>S5 S IE R {H LBR(ULN) -

7£ phase | TR FRIEER R E 1R doripenem BIE AFROE
E|E£(500mg o8h) 10-14 KBF » HEZHISERSHREMLL
500mg g8h 1RERZ RiE - ERBHEFEER 10 KNIERE -

62 LRz ER
TITRREEIE doripenem EHEA{FERATSA - KELE
WEERERMNRE - BRI EEEF A/ FTLITEEIERE
ML E SRR R Y E A 2 R REE R -
BEEARTR
B MmEKR A E
MERR I B M BRI AME
]
M/ RREAE
SR EIEILAE(Toxic epidermal necrolysis) » BR&EEEE
PR EIRE¥(Stevens Johnson Syndrome)
BIERES RS

7. EMXTEHER
7.1 Valproic Acid

Finibax®E& Valproic acid A &3& Valoroic acid Il FAEREFE
EREHELIT - EmmE MMy Ehai o MEIALLEEY)
T EERZ /E A SR ST 2 PR - B8 NEASIHFER T H#E
%0 Doripenem RJREE HN&] Valproic acid Z glucuronide X514
(VPA-g)7Kf# & Valproic acid’ MB&{K Valproic acid FY M FiEE -
LEAESREAE M Carbapenems IVEIZEER &= —EAY - Bl Valproic
acid B Carbapenem f}f B4 MARE EHAFK - Fik - 20RB
JBIRER Finibax“BY » FEZZE BB MEMARBREEY - B -
Doripenem AYZEH)E) 1721 T~ & [ B Valproic acid M= E!
B - [BREZRIEFIE (54K ELEZ(11.3)]

RE

7.2 Probenecid

Probenecid T8 Doripenem £ B/ VSR ENWMER
ME Y Doripenem MAREHAS [FERBGAEEL(11.3)]) BT
#2:% Finibax®E Probenecid 3t o

8. YSTANEEE
8.1 247

Bk : TE R BT MHALLS I 8 AY Finibax® 1g/ke/day $REATE X
R LL 50meglke/day ¥RERTERF(LL AUC A% » HREE7 7
#ELL 500me o8h $RER A BERFAY 2.4 fZER 0.8 2)RVEIERH - 45
R K BFMEERGAAM - MEZABRHPRBRNELERE %5
RS REE EEE - BN BRZEHER/NRE - BEh
WAL T RE R A E AR  MAERANRZER - BAKE
BEEZ -

82 MHEL

BRI EEBRTAEEARESSHAIL P - TBAEET
ZEMENREIATH - FHILIBLIEE Finbax R HESS
AERE -

83 RRE
Finibax® B BI7E/\ RIS BRI R 2 M ERE I RET -
84 SltE

fit Doripenem ERIREAERFTUTE BIAVHER A BRI - HAP
B 28%EBi® 65 B% ¢ 12%HBi@ 75 B% ° BL/)\FY 65 BEAYR A LLEGEE
IR - KHL 65 BRERARL 75 BRAVR A TREFE B A AR R i R il
R PRIE R RV AR R BESFHIK » T Doripenem £ LEEE 53
R WAL R ERFR L 8% 2 RIFE SR RS AVAE SRR SR -

B eI MAEE EES R BRI - MAZEBIEET 2

BRI S R MAE(ore-renal azotemia)dRA 5| 35T R R A F]
BEMER S - MEBFA LS A REEE B REREH Bt SR Mm
TERVIER - MBS RE BB E/0:EE - FRFEEAIRINEEA
e

EIFE BB HEEL Doripenem fE SR B BB AV MR EE S,
TRLIER X EREEEE SRS MmNEER ERAL
FEEPE(11.3)] -

HEMS  EREVEFEEHTEZEZUAELETRR  BF
BEHERR R L F R B A R B F R -

85 BINRELNZE
PENEEERETEEERRELE FBRAZAE22)
B AR ZEIEER(11.3)] - WARSR B FEBAIB INRE -

9. B@E

B IRELR B AV IEAS - FE BN IEAREEI IR T — AR IS1E
AR o

Doripenem B MR ENTHER: - R EFRIERIR A5 1%
Finibax® 500 mg » BIFZEERARBIETT 4 /\BEIRGEMTE - B
TRAPEISE A B 259me (BIE/Y 52%)89 Doripenem i
Doripenem-M1 o 138 » B al#EE #3508 MR ENT R Bt EE
REERENIER - FEREFEEL11.3)] -

10. RS

Finibax” % Doripenem monohydrate fY;3:55/]Nif » 2 250mg
HYf7K Doripenem » 7Rt Ry H B~ H 2 SEE &S K R © B
A Doripenem JEMEHI 2 & RIETZLUEEM:AT Doripenem £
(moiety) = o M AR EUERSGEEAOE R » HOFEERY pH (A
TN 4.5~6.0 [ -

Finibax" & (Tl i 77 -

Finibax” (Doripenem monohydrate)/& A p-lactam ¥Ei ] > A
—&REEDZ DI EE R Carbapenem $EPiAEE - HALEYE
(4R,5S,65)-3-[((3S,5S)-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 7 43T B 438.52 » H 45X R ¢

COH
H N7 0. .0
HOL. S g’
I HW\N’ “NH,
HsC HH H\CHs \~NHH H e
- H2

11, BRIRZEIRE
Doripenem £ Carbapenem {14 2% A T RS MIETE S 1E
A TSR SRR S T R P M R B S R PR P M -

1.0 {ERHEEE
Doripenem S—HiE K o [35 RAAZEEE(11.4)]

11.2 ZEE

B HE At B-lactam PLEHI—4% > EEAVEEAES S
Doripenem 2 JE45 & i R R B B B ik 2 MIC HIRF Rt
SEEBESUE R AEREE - R 38 H AT Doripenem fEZEY) 5 )52
1BERR R A M AT B B A TETA -

TE—{ERE - T [ (positive)- B2 - HREH ST XY QT Hip
of1> 60 (B (EE 2t & LIUEIE 8 /N 1V E48 % A Finibax” 500mg
4 ¢ ~ B Finibax” 19 1V £ 8 /NPT B 4 2K ~ Z2RI DR,
TE A ¥1E (positive control)HY BRI iR A= 4 fE 7 % 8E - 1
{#F 500 mg B 1g 2 IERIEEFAE T - N B i m M RE
B R AT At — R RTEE G R Z2 2] QT interval A HAZHAYAR
EJ °




1.3 ZEMEN IR
o MHRE

24 (EfRE % > DI —FIE %51 Finibax® 500mg BEHAH
A LN - TS M HUR AR 1 A o £39(SD)Mm#E
Cinax 82 AUC, .fE 73 51 5 23.0 (6.6) pg/mL £ 36.3 (8.8) pg »
hr/mL -

20 4

15 4

Concentration (pg/mL)

0 T T T T T ————®

0 1 2 3 4 5 6 7 8

Time (hr)
1 (R DU PR EE AR E 1 /N6 Finibax® 500mg
1% » Finibax® PR 1 o e Yo R R = b 4l (Ni=24)

‘& L Doripenem 500mg~1g BEREE# ¥ 1 /NG DL RS » Fla
B 752 (Crrax B AUC) EIHARIERH (% - BINREIEH il & IR
8 /NI 25 5B 500mg 5%, 1g Doripenem » 7 #E 7~10 K » &%
Tzl E e NG fE Doripenem RFEHVIHFTZ 4 - -

o M

Doripenem B[ AZ & [ HVAE & 34T Fy 8.1% » H 4G &R BAEEY)
MHOREARAER o (R el B TERE N EEY) 2 25 E IR R (steady
state)iF 7 s BafE s iz #(median) (&) £ 16.8 L (8.09-55.5 L) »
IR S MRS YRS R EUE R (18.2 L) -

Doripenem & 2775 & £ 1H A [ERVAS/R BCAHEAL - BFECEHE
JEE > B4R iz - Doripenem 7EREHE K 1% RE A RIS &G EL
i EH R HR o RS2 M B AR SZ AR P 78 2 R » 1 48 E FiTAH R 2 b
PREGHE M AR - %81 Finibax (& (E4s 4 4R LRSI P e
WS Fw -

72 5 © Doripenem {EF e A 4K G IR ~ JRTE

el TR BT BEAWC BB e lie i
BOK (mg) B Beal MR (ug/mLorpg/g) HUREEEL(%)
(hy EH* ~FHE (FEE)

Qi il

%HERE 250 05 9 30-90 43 3.15-52.4
ML HFAY 4.1
(0.5-9.7)~%

2.5 /NEFRY 990

(173-2609)
H#iE: 55 0.25
/NEEHY 3.3

500 05 4 90 438 9.53-13.9

(0.0-8.1)~%5 6.5

/IR 516
(311-842)
HEpes 250 05 5 30-150 43° 2.36-5.17 #iEEE 0.5 /N
Hik By 19.7
(0.00-47.3)~
5 4.5 /NIF
160 (32.2-322)

fe®g 250 05 10 20-215 47 BQL-1.87" 8.02 (0.00-44.4)
fsf 250 05 10 20-215 47 BQL-15.4* 117 (0.00-611)
ik 500 1 110  0-4/7EE  601(BQL*-3360)°

500 1 110 4-8/N\BF  49.7(BQL*-635)

T H 025 3

* ERIERFRIEED > S slE HEL A

T ERE BT BT

F SRR AR R AR

* b B

T6fr 2343 BQL(Below Quantifiable Limits) ;
*UirZsE 2 BOL

P i g () o

- R

Doripenem Yz F ZE24% H Dehydropeptidase-1 /E » & H
A B fEYEM R FER ) (Doripenem-M1) o 1 ¥
i SZad e B — P 4% 51 500mg B 19 1% » SE5(SD)Ifn
Doripenem-M1 ¥} Doripenem AUC HEE2 By 18% (7.2%) -

TE NS HT R ok A% (microsomes) HyRE RS oA - #a5 el
AHI15 Doripenem {4 » #E7r Doripenem AN & 4 ik
CYP450 BEZ=H -

o HEt

Doripenem T-Z D\ FRIAS (HE BHEL - AEE T IR Sl
Z RN P R R BRGY Ry 1/ INRR » SEE5(SD) g
JEFRF Ry 15.9 (5.3)L/hour - 7/35(SD) B gl E 3 s 10.3
(3.5)L/hour » %18 {E FEAN_E Doripenem {fF Probenecid %
PERRZREEABTR VHYEETS - 535 T Doripenem HYHEM & [EIRFAS
FH B 4R PR AR e B NE Y R BN UM E PP HEL T © R AL
B 4L Finibax® 500mg 1% > 1T 48 /NI% A » Finibax” %]
B BIGHER CHYI 73 B T1%E 15%E{EFRIRHE © MAE(ERE
BN DU — R S BRAK i S 456 . Doripenem 500mg 1% » —
G EAET 1% ST S S & R -

o YSTRIRET
BT ERA

DA —Pi[ £ 852 Doripenem 500mg - Wi <2 st E(RAILETIL H
422 CrCl (B 478 & (CrCl 50-79mL/min) ~ /& (CrCl
31-50mL/min)EH & & (CrCl<30mL/min) =fEE THEE R SR EE
ARAE S - =4HZ 5% > Doripenem 15 AUC Eil[E] > &
THREIEH (R R A (CrCI=80mL/min) LEEGEEAR - 531 —4HAY
¥ AUC F3 IR B 1.6 5% ~ 2.8 5 LUK 5.1 % - B
BIE S B IR 2R 8 - BRI E % - BB R A2 E(2.2)]

17§13 K HHE 75 (end stage renal disease (ESRD))HYE £ » 14
MM 2 BiE 2 1% 1 /N LB — P & 5852 Doripenem 500mg
HyEkEE > Doripenem 72 [ AT %4555 - HSFg AUC &Y
REDIRETEH REER A Z 7.8 % « EIURENT 4 /NEHE - 185
i AT [E]Y 231mg Y Doripenem 51 28mg FY Doripenem-M1 »
THAER 259mg(XIETH 2 52%) o il 0 BB TR R
Fridsh s s > Rl EEr e -

FFIheET 2 &

El 71 Doripenem TEFFIHAE R £ B AVEEY B I B2 AR AR JE
17 - EAJf* Doripenem {BIF-A & 4% B (a8 - ERIBGHEN
Doripenem [NEEYE) 122 B0 N & REFUIRE RN 2 AT

s .
A

s

ZE el Doripenem ZEVE) 222 - RIELURHYERL
66 ji% < flFE A M (n=6) 1 20 ME(n=6) i Ryl 18R - BLIEEie
THIEGREZ - =i #I-35 Doripenem AUC, 3215 49% » 7%
ZAEEEHERNN R G BRI B EFRRE - A
i HHE IR IE W (LRI A A) - FEMEFR (R s s -

145!

ARHERIES Doripenem ZE¥S FIE2H R - TRet (R 14
(n=12) B 2 (n=12) 2 "Zad E flieeF i - —4HAE Doripenem
Z Crnax 81 AUC EAHAT - IR R AR M ORI S i -

LEDC
A1 Doripenem 7 SE¥gh 1 E2(ERRIE JT HIHURZ 2 /K phase



| 81 phase Il 5B 2 EORETTREREEY B 122 7347 - BLE REAAH
7 > PHPES AHL T A Doripenem HYERRRE H 14% - {HIEMN
T RE A B 5 R AR R (] - 11 Doripenem HYEFRARAE H
ANHYEER AT 22 BV BLPE 5 AR - NI A R
TSR R

o I H1ER

23 fir R B2l B 2 Valproic acid 500mg q12h 748 7
K> A [E]IEE DL Finibax® 500mg 45 8 /NI #4451 4 2 » i1 Valproic
acid BEE (s FHRFCLEE » Valproic acid Y2 Coax FR(E T 44.5%
(/5 86.1mcg/mL & 47.8mecg/mL) Kz FSE45 Crin FE(E T 77.7% (5
55.7mcg/mL % 12.4mcg/mL) - Valproic acid {93~ AUCq . 7
&7 63% ° HHEM - VPA-g REHIEY Crax SE11 T 62.6% (K4
5.19mcg/mL Z 8.44mcg/mL) » K AUCq.q FHET 50% o
55 > Doripenem HYZEY8) f 2231 A~ & REL Valproic acid ff Fifi
SRR o [FEREFLREEFEIAS.4)HZEYF) 77241.1)]

Probenecid €& & Doripenem fEE/NERY T B WMER] » &
i 2% B A [T P L RE S - Probenecid € {8 Doripenem AUC 1
T 75% > G EMmAEE R P REIIE RS 53% - [ R 2
TEA(T.2)]

R A BE R A BT 4RI 88 4N B BT &1 > Doripenem lf
AErNH| A 21T Cytochrome P450 isoenzymes (CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6,
CYP2E1, CYP3A4/5 Bl CYP4A11) - AL » Finibax® &% K&
HIHBLLAE G PR - HABEAS H - i B 2 ) 2 B TR -

534 > ¢ Finibax®7E A\ 5238 2 A\ BEHT Bedmpa e g st Bn
JREEEIE » REEE CYPLA2, CYP2B6, CYP2C9, CYP2C19,
CYP3A4/5 5 UGT1AL EF2Z e S HHBE(EA o

1.4 Y2
o {EFIHEEE

Doripenem [&ji> Carbapenem JEHiE i - Doripenem & 2% gyl
AR A R B - e T 22 ERE B XUER - Doripenem & {5125 fd 55
ZfY Penicillin-binding Proteins (PBPs) &1L - EE AN AT E:
G EHIEITPET « £F E. coli 8 P. aeruginosa » Doripenem
EEL PBP2 45 » PBP2 BI4RAIIRAY4ERF AR > Doripenem 47
@i PBPs3 il 4 454

o NZE e

524 Doripenem #HE AV PTEEM: & BLFE T 4K HH Carbapenem
KRR EIE(D ~ 28 #E PBPs ~ e/ Dy MERYZEE ML
FHHEHE TR - Doripenem ¥ A #147B-lactamase 7Kg E
R E P T HERRGEEE SRR R EE
=~ Penicillinase £ Cephalosporinase s {H-~f & Carbapenem
hydrolyzing B-lactamase - B #A%2 X HIEEMEITIETE vIRE AL
{E Doripenem ¥ 26t Carbapenem HiZE AV RN T RE &
B e
- EEMNEENZEER

TERSSMoplETEEm 45 3R Doripenem ¥ EoAth i 4= 22 (140
Levofloxacin, Amikacin, Trimethoprim-sulfamethoxazole,
Daptomycin, Linezolid &1 Vancomycin){R/VE s gb i
IH A -

Doripenem &5 8 1E %7 NARE R BT T B T FIRZ 8
WITAEYIE RN - (55 R AR A A E(1)]
EFKEMER

Acinetobacter baumannii

Escherichia coli

Klebsiella pneumoniae

Proteus mirabilis

Pseudomonas aeruginosa
FREKBMEE

Streptococcus constellatus

Streptococcus intermedius

BEE
Bacteroides caccae
Bacteroides fragilis
Bacteroides thetaiotaomicron
Bacteroides uniformis
Bacteroides vulgatus
Peptostreptococcus micros

TETHIHEE Y > &5 90%TERSS MISREHIE R (MIC) g
{RFAECEE [E] A Doripenem 7138 6 Hr AR 2 FB [ BEAEHY RS2 1
55 (breakpoint) - Z= % Doripenem %175 S4B 5 [FE > BRPRELZY
o 1o 9 2 S0P B PR T P DASS L e e VB R -
ERKEEE

Staphylococcus aureus (fEmethicillin-susceptible 5y #f )
Streptococcus agalactiae
Streptococcus pyogenes
ERKREME
Citrobacter freundii
Enterobacter cloacae
Enterobacter aerogenes
Klebsiella oxytoca
Morganella morganii
Serratia marcescens

o BUBMESERISRI TR

R PRV AL P B T 2 B P R 25 e Sk B e B R B
B A YRR RS S MR M SRS R (G B R 2%
A TE HARERE P B IR [ B Y B R M B R R s
DL 7 B B Al S8 13 i A A LR I A P T

wEA

A ERENGITA 20V REHERE (MICs) - =24 MICs
B o] RS E S SRR R M - MICs ([HAREEAE{E
TRFEAIE - TP LR Fr e R £ I (ks
FEHL) B L Doripenem ) SRITAEAEREE B (standardized
inoculum concentrations) 7 {2 & i (standardized concentrations)
HEE 2 T AR - BAERIVAE R 1T {csR 6 th ARSI Ry A AR
TTEFd

HEL

IEETE BAM PR B A E AR (DU 28 S A B R
VAT E R MR SRR 70O R S A AR Al
HETT - LR YR — BN R > 5 10pg Y Doripenem
Atm s %S Doripenem HYRAZME - SUBRHVSER AR 6 o
AP YRR A TP -
RREE R ALE

Doripenem $}BR % B R A AL FEASEte BB 5]
JEH: MICs {B > sUBRHTEE AT (7R 6 RS A AR TRV A -

7 6 © Doripenem $HER MR SREE R AR F(H AL

B RIERRE BEIRHCE
(png/mL) (B B E L mm)

I R B B> HEZ M
Enterobacteriaceae <0.5 >23
Pseudomonas aeruginosa <2 >24
Acinetobacter baumannii <1 >17
Streptococcus anginosus
group (S. constellatus and <0.12 >24
S. intermedius)
Anaerobes <1 n/a’

* B B2 EER DA MR EEMEE 2 AF1E - 1 MIC BHEHEEL
TERIER B LR M I B R IE B O — T i -
"nfa: FiER -

BRI St > SR P AP R R 2 —fem] 2
LR > fERZ AT DHIFIR R E AR -



an E

TR bRV B M B e B Y B B = B B AR B
HEER T ETARIMEL - el - DU @R 2 AR R
i B F| kS5 - Doripenem HIREAE Sy RIEREF &2 7
iy MIC EER - MR ERUERIZ(#E M & 10pg Doripenem
Hy disc > T fHBARHIE FRIA0R 7 B o

7 ¢ B s S B R AT 2

SR 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)

QC itk REMERE  BEERCE
(ng/mL) (EEER

mm)

Escherichia coli ATCC 25922 0.015-0.06 27-34

Pseudomonas aeruginosa

ATCC 27853 0.12-0.5 28-34

Streptococcus pneumoniae

ATCC 49619* 0.03-0.12 30-38

Bacteroides fragilis ATCC

25985 0.12-0.5 n/a

Bacteroides thetaiotaomicron

ATCC 29741 0.12-1 n/a

*500mg JFE4#EHE 1 /\IE, q8h

" n=iagEy HAEREEAE B N=H AR By
g FES#EIE 3-5 534, q8h

S CI=(Z3EER

VME={¥EpEs | r] SRR
MMITT=f: 1) SRR % 0 B A R

R PR TRl R ERE N BEE N e B Y
MY aRE

Finibax® Meropenem
N* nf % N nf %

* 2E-H[=E Streptococcus anginosus group YRR > ASES Bl A AR UEL
e BRI

12. FEERIRESIE
120 BUEM - REURETEIEE

o7 Doripenem R EIE GF BRI IEINER R G - FTLAAR
g AR T ROV B S -

Doripenem {EAEAEERAVRHI - EAEAHE DB Ze 5 ba
(bacterial reverse mutation assay) ~ #1312 B A a4 KR4
AP TRV S - DIV NEE BRI RIEUEE » I
REUREAZREEN: o

Doripenem F#AE S > DLz 1o/kg/ R J7 282 (LL AUC
R &5 NHETREL 500mg g8h 7% AUC HY 1.5 &) » &5 5 7E 1
MR B — R B RE ST ~ BaSLH AR R wIHARY 3 B DU L
1BV ATERE 17 T SN R

13. BRIARE AR
13.1 1EREIERE R R R

1E 2 {Ea4h A 946 LA FEMEREREA R Z 2B ~ 25 00T
B 5 SUERIEST Finibax® (500mg JE 588 1 /[N > q8h)gi
Meropenem (1g J1:5FE48 3-5 778 » q8h)AYLLEREEAL - 2 fHRLEE
T30 RIS 5-14 RIVEIES B4 6BV ERVHE
3K A a4 L ARAY Amoxicillin/Clavulanate
(875mg/125mg, 1 K 2 2R) - SEBAmEGHTR B AT IE B 2 BEAYE
BEEFEERER - SREME RSN » GiEEE L
fEZEss - FEENSE E R E RS — AR & -

AR | a] s{EEERS (microbiologically evaluable,
ME) » tEtEEa A Enms BA 2 Ry B8 HAERAGET
fhHFHA (test of cure visit, TOC » Rli&##4EH 1% 25-45 K);ZHHH
FREETEEREE > FinibaxIEAS AR REAR ST
Meropenem - [ &R BTAE M B2 R B N BB 8 IR RS
(microbiological modified intent-to-treat, mMITT) Y95 & » JREIR
SRV TR RO BT A SRR T » Finibax *fIEE
PRIGHZFA S Meropenem - TOC B EARVERA GRS » (&
BHHYE > 072 8 FoR ; 1 TOC BEEARYIS A= )E A > 4
FOFUR -

%8 1 2 (B4 AT VR PR A 3 %5149 phase 111 3
5. BB IR

FAMEEMRGTEE
Streptococcus constellatus 10 9 90 7 5 714
Streptococcus intermedius 36 30 833 29 21 724
RREME B R G R
Peptostreptococcus micros 13 11 846 14 11 786
HFRMERMRREE

Enterobacteriaceae 315 271 86.0 274 234 85.4
Escherichia coli 216 189 875 199 168 84.4
Klebsiella pneumoniae 32 25 781 20 19 950
Non-fermenters 51 44 863 39 28 718

Pseudomonas aeruginosa 40 34 850 32 24 750
R S R P R B
Bacteroides fragilis group 173 152 87.9 181 152 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 1000 8 6 750

* N=HL RS B R B
" = B A R

13.2 B R B (EREBREL)

1E 2 B A 1171 34 E R PR B RS R A 25 & AV R
PRetER - H P NEREE B R (A0% AR B TR REAS)
T T BEMRME - 2 - SO nVEERGETAL o EHEER R R
TRRIZS BEREE IR RAVE LB 3R U il R E X R
(9 17% ; Eoes 1 (ExER RS 58 - ELE Finibax® (500mg
PeEaiE# 1 /\Eg, g8h)EiEFHie 51 Levofloxacin (250mg g24h)
HIRERY » 25 2 (EElnny et RIE L, > B —IFEhie e -
2 (EABERAE 10 RIVEIES » B0 EFaR A HR/VH 3
K MiEA AR e A DAY Levofloxacin (250mg, g24h) -
IR AMEE A OF BEMUERS - 7 DAAFARIEEE 500mg Levofloxain
(FFARE I RIE—(E ) » EfTHERER 10-14 RETETE -

TEMAEYE: I RS R AR B AR 7 » JRRR R
B B & PR (baseline) AR B R ~ TEadbant &
MG A RBIRZE T BRSSO AR IRHY 5-11 R 7 BTG IE
(TOC)A - HVA PRI T > Finibax®#f Levofloxacin
EWALNE - MEMEYE FisERE R GRS > 78
B AE G BTA R kB3 > Finibax®$} Levofloxacin
IREBALNE - {ELhictEsliay - FEEHE A (TOC) Ry %k
A YER R R L 95% (S AIE M 20%R 10 iR - MfEYE: L
T R BRSPS [ R T A AT A AR (TOC) I R AR ) 2R B 2
W 1L R -

% 10 AE MR B RAIERC A 254 & (B FE B 25 3R)HY phase
I EEE s ERA Y A Y B PR

BEEET Finibax®* Meropenem? SOREE R
n/N(%)" n/N(%)"  (2-sided 95% CI°)

A

MET 130/157(82.8)  128/149(85.9)  -3.1(-11.3; 5.2)

mMITT"  143/194(73.7) 149/191(78.0)  -4.3(-12.8; 4.3)

RO IT Finibax®* Levofloxacin® SLEE SR
nIN(%)" nIN@%)"  (2-sided 95% CI%)

ME" 230/280(82.1) 221/265(834)  -1.3(-8.0,55)

mMITT?  259/327(79.2) 251/321(78.2)  1.0(-5.6, 7.6)

* 500mg J15fE8HES 1 /N, g8h



"n=iGHE 2 BB R N= B AR REEE B
+ 250mg FARIEST 924h

S Cl={EHEE R

TME={{ L5 BT LR RS

FmMMITT= 4752 SRR R % iR B A R

11 EREMEMPR B RAE R ZolE (BT &5 R) 2t
PIER L el ERAG - RV IR B o SR M E Y 2R

AR

Finibax®* Levofloxacin
NT nt % N nf %

AR PR

Escherichia coli 357 313 87.7 211 184 87.2
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 baumanii 10 8 800 1 0 0.0
Pseudomonas aeruginosa 27 19 704 7 5 714

* BORHCE bR MBI E e B
TN=E R R R
Fn=E R RO CERR) R R R

14. 2E3RR

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. BRRBTEEEA

» Finibax® f— B¢ (d A type | iBBHBIE/INE > A& 250mg
(Je/KEL) BV Doripenem #3K » SHEVINE S ERIEEEHE
10 /NVEEEA Ldke -

o Finibax®/ N E7Z 20 © Finibax®JEBE R 25°C (77°F) 2 Fgsg -
AR RIATEY 15-30°C (59-86 F)HWRE T - [2FH USP
B RS 2 #E]

o HRUEAM - 34 -

o [REFHAPRIE RIS M s B, -

16. REFEEHLE

o EERREAZE RS UARKIE - GfEREBBE
HFESEmERER  FREIRNEE - SR ELH Y E
Finibax® ~ HAtr Carbapenem %&£ - B-lactam JEEEY S E A
B B EE L EFEIEA -

o FESC SRR BT EEY) > B0FE Finibax® > HAE F 4 RS -
REER FHS AR SR (BIEE) » & Finibax“ #7754
AR B  ESAEA » (&R TIHER S E
1RHE R REETEREE R IRIE T - R E A IIEI =
VR SERCEEERAE » TTRE S (1) R D 1 BB AVASER e (2) ¥4
A A BBV S T H &G Finibax ® At i 4
VI AR EG HRY -

o ES AR EA DL T B B g
o UN5LPE B PR ARAS 2R A R BRI 5 - A

¥ {# A Doripenem S{EA TV AE R 2 AaFBIE T YA
o 15975 22 AR A Valproic acid = Sodium valproate - &
Valproic acid £ Finibax"{FH - Hoifn oo e e 20455

®

Epati Gl A

® :

FELLT - AL - AF0H B B Finibax 6 > 75
HRABCE AP URTREEY) LU SR 34 (F K/ SO R BRI -

EfEE

MINI-BAG Plus %5 Baxter International Inc. 95 {if psf

ot

g
Hh

=
B

— g

5 REEREEERGERNA
B RER R 25k 418
£%.(02)2551-6336 ({tF=&E)

H3E % : Shionogi & Co., Ltd. Kanegasaki Plant

Jijl’],_&

1k : 7, Moriyama, Nishine, Kanegasaki—cho, Isawa—gun,
Iwate 029-4503, Japan


rebeccawang
螢光標示

rebeccawang
螢光標示


