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4 FRE EH 4T 2 5 prdleigE S = v fa(Vancomyan » Ampidillin > Imipenem »
Cefuroxime) ~ #ri| 30 B & =-148 (RPS9S00) ~ #1742 & = 148 (Rifampin) - #4=
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PE AT R 22 4 P IHRF » AR AL AR R T f L2 LB AR -

AT 2 6 F oK Y 1S A ST KT P MSAe
L7 2 MROAE (- i el - 3 s > 3%k 5o d 5A(1)54(2) -55(1)
55()% 55317 o 4 ¥ K § ECB0(¢ 54 95%F i %) ~ A5 ~ #5032 MIC(h
[ ErFIRR)E Slce HE L ST (TR ITIR £ Rk E kP o o H - 8%

BRI FRMRA 2 MSSAHHH2d £ 24 125 fbe R -

MIC & » 7 Ted | frEk B 1% 7 e enffflt bl 322 30300 %3l i ~ i
sz BAr? » Sif- BREFOR R BRA T L2 rflaRc HMSSAR 3 5 P
% 5 = 4 Sambetakou et ., (1998) ;% 4} RP59500 :MIC & 5 0015-0.25mg/ > Luh
etdl., (20000 73 42 Rifampin 2/0.02~0.06 mgh > Voilllamoz et dl., (20004 1
ImipenemMIC % 0.01~0.03mg/l > Vancomycin % 05~1mgl » Cefuroxime 3 1mgll. #-
BRI HREEE AT G RO SR PR AR R Y e it 2 T {orET g AT
18 #chE(RPS9500:0.02~0.08mg/l > Rifampin:0.02~0.06mg! » Imipenem:0.02~0.08mg/! -
Vancomycin:04~1.0mg/l -  Cefuroxime:04~2mg/l » Ampicillin:0.6~1.5mgl)2 7 4p 5 B <
BEte £B15 Allened, (200224 2t Ampicillin 5 05mgll > @t~ F %
Ampidllin06~15myl # i & ff ficik § » i % £ 8 sk 57 1t L Allenetdl., (20027
SAFIAR - R Ttk @ L £ B o3 MRA R 3 o4 LUH etd., (2000

F 3 ¥ 4p &1 RP39500 - Rifampin » Vancomycin 4 &) & 0.25-4mgll > 03->128mgll » 1-4
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mgl > & VOUILLAMOZ etd., (2000 .~ % # 3% 2 Imipenem > Cefuroxime %
4~16mgl © 8~>6Amgll > Allenetd., (200223 2 Ampidllin % 512mgl. & * ¥ @ %
P AiE iy (RPS9500:0.08~20mg/l > Imipenem:0.04~22mg/l » Rifampin:0.04~20mg/l »
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Fr A MRSA £ F — FhiL A i 543 % MIC o m MRSAOBDR 474 #u4 % £ 5
Ff el > H RPS9500 shMIC #% % » fo LUH etd., (200024t i 4 it et
B. 7 Vencomydn fkskH8 MIC i v id o @ fup & 2 pkdn i@ 41995
£ pF Al FIFEF 5 * Vancomydn TR RS S R £5 ¢ § B3R

(Vancomycin-Resstant Stgphylococcus areus VRSA ) » @ 2 2 VRSA = 2 m 2 MIC

3

BAZEEMYl o AP HFIFFHRD FR IIRER AL fo- B A AAT R
¥ R R MRSA R i 4 Vanoomyain § #iss erpuEl > “irs MIC
B o TRHIBEL N LAE- 2 ),? k17 ehMedium ki 2 MIC ¢ £ 8 - 0

FESE EIDER Fap R IRV (o L T E
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# 51 MSA 7MIC %ﬁi?ﬁrﬂﬁ%»“ﬁi

Experiment Reference Discusson
Vancomycn ~ 040~1.00  050~1.00% @ * pke e 2= % o #riEERAPIT
RP59500 002~008  015E-1~025™ & # pfe cv@ 2= 2 > “TiH R R APIT
- n AR R Y R -
Ampicillin -~ 060~150 050 AP A
Rifampin 002~006  002-006% plecrft sk % > “1iE kR ApiT
: ARl o B E o HTIER R ARIT 0 BEAR
002~008  001~003% ‘ oy v ae
Imaperem LRy S 2
Cefuroxime  0.40-2.00 100™ A R S i 0 TR ARAPIT 0 BRAR

ERE > Bzt G

* Experiment, Reference: mg/l

# 52 MRSA ﬁ?MIC%ﬁiEHr?‘}?H“ﬁi

Experiment Reference Discusson
_ Z LS R E L RAg S
Vancomyan - 500-3000 1000 A g iR % intermediate
R [19 B APl TR BT 2
RP59500  004~2000 00154 TR
_— LY EHRE 4 -tk
2 (N f
Ampicllin -~ 650~4000 51200 o i 5 B i)
Rifampin ~ 0.04~2000 <05~>4 T R B
. DERARIT » 822X B BN
004~200 <0.25~>32.00™ o aan b m e
miperem i AR Y
_ﬁ‘ PEN 3 /14‘ N
Cduroxime 6504500  800~>64.00% R o R

T % A AR 1 e v

* Experiment, Reference mg/l



# 53  Liguid medium §= Agar plae = MIC e R
Antibiotic Liquid medium Aga plate
RP59500 054 0.25~4*
00154 05~
1122
Vancomyain >10%4 1~4%4
124
05-4"
Rifampin <05~>4% 0.03->128%
2[22]
Imipenem <0.25~>324
4~16%
Gentamyain 8324 0.25~>512%
0.25~32
linezolid g4 1~2%4
423
Ciprofloxadin <05->4" 0.25-64
0.12~16"
Ampidllin 5127
Moxifloxacin 24 0.06~-8*
Oxadillin 8>3 16~>128*
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Inhibition (%)

Inhibition (%

0.40 r

0.20 |

Y =12.71+2.96l0gZ
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0.0001

0.0010 0.0100 0.1000
Imipenem concentration (mg/L)

] 5.1 Imipenem 34 MSSA &£ - 7 fov 47t
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1.00
0.80 |
0.60 |
0.40 |

0.20

Y=3.96+1.07logZ
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0.01

0.10 1.00 10.00 100.00  1000.00
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B] 5.2 Cefuroxime ¥ MRSA #|& & o 41
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4 BAFLA 3 4 MSOA B — 3 4225 & % (1)(biomess)

R ut & ECS0(95%F 17 #f % F)(mg/l) MIC(mg/) Sope( 5) Intercent( @)

12122 Vancomyain® 0.02 (0.16E-1~0.25E-1) 100 203 519
RP59500° 0.23E-2 (0.18E-2~0.29E-2) 0.08 2.85 1254
Ampidillin® 1.84(1.58~2.14) 150 201 447
Rifampin® 0.23E-2 (0.17E-2~0.32E-2) 0.06 2.83 1241
I mipenem? 0.25E-2 (0.19E-2~0.40E-2) 0.06 2.96 1271
Cefuroxime® 1.84(1.26~2.62) 2.00 2.23 441

1234 Vancomyain® 0.22E-1 (0.13E-1~0.31E-1) 0.80 2.80 9.66
RP59500° 0.24E-2(0.22E-2~0.26E-2) 004 327 1354
Ampidillin® 202 (1.25~311) 100 253 4.23
Rifampin® 0.26E-2 (0.23E-2~-0.29E-2) 004 3.07 12949
I mipenem? 0.24E-2 (0.20E-2~0.29E-2) 004 323 1347
Cefuroxime® 2.12(1.59~2.78) 100 2.72 411

12443 Vancomyain® 0.18E-1 (0.14E-1-0.24E-1) 100 2.26 892
RP59500° 0.23E-2 (0.20E-2~0:28E-2) 0.08 2. 12.73
Ampidllin® 201(1.31~292) 100 257 4.22
Rifampin® 0.25E-2 (0.22E-2~0.30E-2) 0.06 2.95 12.66
I mipenen' 0.25E-2 (0.19E-2~0.40E-2) 0.08 298 1274
Cefuroxime® 1.89 (1.35~2.65) 1.00 231 4.36
a Inhibition of bacterid cdl  b: Inhibition of protein synthess c: Inhibitionof  nudeic acid synthesis

wadl synthess
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% 54 Fit 24 MSOA H - 2 M85 4% 5% (2) (biomass))

R it 2 ECS0(95%F 17 #f % )(mg/l) MIC(mg/) Sope(B)  Intercept( )
12692 Vancomyan 0.38E-1 (10.28E-1~0.50E-1) 060 215 807
RP59500° 0.24E-2 (0.20E-2~0.28E-2) 0.02 2.87 1254
Ampidillin® 201(1.31-2.93) 0.80 257 422
Rifampin® 0.25E-2(0.23E-2~0.29E-2) 0.02 3.01 1281
Imipenem’ 0.25E-2(0.19E-2~0.38E-2) 0.02 3.03 12.88
Cefuroxime® 1.55(1.20~1.94) 0.40 1.79 4.66
12993 Vancomydin® 0.19E-1 (0.14E-1-0.26E-1) 040 279 081
RP59500° 0.24E-2 (0.21E-2-0.26E-2) 0.02 311 1316
Ampidillin® 2.09(1.33-306) 060 269 414
Rifampin® 0.26E-2(0.19E-2~0.33E-2) 0.02 292 1256
Imipenem” 0.25E-2(0.21E-2-0.29E-2) 0.02 310 13.06
Cefuroxime® 1.93(1.37~2.66) 0.60 248 4.29

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of pretein synthes's
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4% 55 #it %4 MRA ¥ — 3 {4225 % % (1) (biomes)

AR 7t Z EC50(%5%¥ % #7 % & )(mg/) MIC(mg/l) Sope(B)  Intercept( a)

0101 Vancomyain® 3.78(01.94~7.91) 10.00 116 433
RP59500° 2.61(2.13~3.14) 6.50 1.75 427
Ampidllin® 89165 (4.66~18.67) 10.00 1.28 378
Rifampin’ 2.69(2.12~3.35) 550 1.72 4.26
|mipenent’ 2.60(2.10~3.21) 6.00 1.88 422
Cefuroxime® 9.42 (2.62 ~6.63) 12.00 1.07 396

0213 Vancomyain® 2.82(1.21-452) 5.00 1.69 424
RP59500° 0.23E-2(0.22E-2-0.25E-2) 0.08 308 1311
Ampidllin® 11.23(755~14.94) 18.00 099 39
Rifampin’ 0.24E-2(0.20E-2~0:30E-2) 0.06 265 11.92
|mipenent’ 0.5E-2(0.43E-2~0.59E-2) 0.08 322 12.40
Cefuroxime® 11.83(8.96~15.20) 2000 096 397

032 Vancomyain® 22.93(12.26~35.02) 300 0.86 383
RP59500° 559(4.17~6.89) 2000 1.03 423
Ampidillin® 32.09(25.22~39.41) 4000 0.79 381
Rifampin’ 6.43(4.57~8.28)) 2000 099 420
|mipenent’ 5.66(4.34~7.00) 2200 101 424
Cefuroxime® 36.09(24.60~52.63) 45.00 0.61 405

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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% 55 #it %4 MRA ¥ — 3 4225 5 % (2) (biomes)

Bkt 3 EC50(95% 1 if & 7 )(mg/l) MIC(mgl)  Sope(B)  Intercent( @)
0406 Vancomydin® 6.15(3.26~11.42) 15.00 1.09 414
RP59500° 264 (211~321) 6.50 171 428
Ampidillin® 11.76 (9.22~14.46) 18.00 1.00 423
Rifampin® 3.14(2.63~369) 12.00 181 410
|mipenent 512(3.81~7.15) 10.00 191 364
Cefuroxime? 12.19(9.15+15.26) 200 093 399
0509 Vancomycin® 2.26(0.90~3.71) 50 164 442
RP59500° 0.24E-2(0.18E-2~0.36E-2) 004 235 11.17
Ampigillir® 22.85(302-5.26) 6.50 157 398
Rifampin® 0.23E-2(0.19E-2~0.29E-2) 004 271 12.16
|mipenent 0.5E-2(0.41E-2~063E-2) 004 306 12.04
Cefuroxime® 4.23(3.39-5.11) 6.50 147 4.08
0611 Vancomycin’ 313(1.79~6.14) 12.0 1.29 436
RP59500” 2.33(1.68~3.79) 400 218 418
Ampigillir® 569 (4.85~15.73) 100 131 377
Rifampin® 158(0.74~2.50) 6.00 141 N
|mipenent 111 (0.82~161) 500 215 490
Cefuroxime® 9.37 (5.11~13.02) 180 1.06 397

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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% 55 #it %4 MRA ¥ — 4 {4225 % % (3) (biomes)

Mk 4t 2 EC50(95% (- 7. % F)(mgl) MIC(mg/) Sope(B)  Intercent( @)
0729 Vancomyairt 3.77 (3.06~7.56) 100 111 436
RP59500° 296 (0.72~1.62) 400 210 401
Ampidillin® 4.23(2.95-12.78) 160 1.07 433
Rifampin® 1.94(1.06-153) 6.00 132 462
Imipenen® 114 (0.72~141) 6.00 214 4,88
Cefuroxime’ 1253 (5.12~19.50) 180 1.02 383
0829 Vancomyairt 3.25(1.87-6.57) 120 131 433
RP59500° 2.74(2.02-4.0) 400 178 422
Ampidillin® 8.87(5.07<16.08) 1000 134 373
Rifampin® 2.06(1.48~2.75) 550 172 446
Imipenent 1.13(0.84~1.63) 500 223 4,88
Cefuroxime? 9.58(4.30~10.69) 12.00 1.08 405
0022 Vancomyair? 6.36(353-11.24) 1500 112 410
RP59500° 1.58(1.14~2.40) 400 152 4.70
Ampidillin® 5.89(4.66~7.33) 1800 1.00 423
Rifampin® 1.64(1.21~2.41) 400 162 4,65
| mipenent® 1.12(0.83~1.60) 500 221 4,89
Cefuroxime’ 11.91(8.89-14.79) 2000 092 401

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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c: Inhibitionof  nudeic acid synthesis



5.2 Timekill curve

Hm R 3 r 2 ¥rHd % Eoaoah Timekill curve sk o it % 4

7 B pRERP it A MRSAF S end £ 50 & A 24 0] PFend BEE 4T 5 f

Timekill curve ;25 ¢ > &R & 0o a2 b > AR E VAR B AR
FRITH  BRA LN SE 24 ot 2 FRER Y DFR T
Bgrdog ol - did F2 R AR (T o A Log CRUIMI chi & & 418 &
BOH R G e et (TR SR A HERA B 0 2 B log H iy b oad o IS
¥ I 2 e (synergism) » Tr 3 ad Ao g I E B HenL EH e 21 log B =2t o

Pl dac s (antagonism) - WA RS A § £ B F tl @ log H - 0 H

R AT RPO A F M4 serc g (addition) st & £ £ (indifferent) o o

AT ¢ oRP59500 frH s T F chdd % # 5 4 MSSA fr 9 tk MRSA 4

LR (TR o B U TR o RO IoAR Sern A Wi o
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521tk s & Timekill curve ¥ 2 g%

i# B~ MRSA 0302 :& 7 Time-kill curve ergzx > 4 %2 0.8 £ e MIC JE B >
)*]-*w;’i Bt ZAe R L s 2824 BFAEFEREPNBR o ¥ UAT BT

EER AR M BRRIRIE R R R > FI A LSRR R 2 e

Bl 5.5~F] 5.8 » WA iz 4 @B TEI AR B AKFET2Z 4 AE > J B
TOURR L 0.8XMIC B H - &R & fut & (FF T orid & MRSA 0302 g
ek 0 B AR R 24 ) PRI M BERER & o R R R e o Bl A
AR AP B orkz H - il F R e merid & h Log CRU/MI £ i % fat
Foo IR TR AR & B RS T Sl R 0 B - gl R TR g ken
< o Fpt H Log CFU/MI shZ fgda < > 202 » AR & ptist & ahd] 5

fe 52 s (Synergism) > 3‘;&{% e Bp IR R o

ARAL Y BHAEIGE S MRSA UL L e sl 0 B BT S

F_k

$1MSSA RIi A4 e el B3 0 F % f ¥ frdp 01 RPS9S00 it * 4 41
ek 2R &+ § R IS ool (synergism) 4 RP59500 4 B-lactam
8 (Frilmre BEE &) Fid % & {eglycopeptide (454 fe) #i4d  (Frdliw
v k& &) (Kangetal., (1995)1*, Kang et al., (1997)™®, Vouillamoz et .al.,

(2000)!*%, Grif et a. (2001)!*, Allen et al., (2002)#) 12 2 RP59500 4= Rifampin
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(Fr414% s & &) ( Sambatakou et al., (1998)!*, Vouillamoz et .al., (2000)!*, Allen
etal., (2002)) izt # ¥ iR HE LI 5 MRSA S @ $ MSSA i I It
e it* - 24 Kangeta., (1997)™ = § ¢ 3] ; MSSA chfadf 4 fi | » b B -
ot FOEH T g g ookl o @ RHIRE M G O MRSA A 5 0 B - drd Fox
b g oaded] o 3 NP 2 K (regrowth)R % > & TSP 7R F A o
f- B FRE M ROE DE R ol E % 3k (Vancomycin-resistant
enterococcus faecium, VREF ) % 5t 1 & ( Enterococcus faecium, E. faecalis)

% {r(Vancomycin- and gentamicin-resistant enterococcus faecium, VGREF) » < ;§L

B o RFVF IR &R & I BATRARRL G vt 4] »&r%‘i’ (Matsumuraet al.,
199913 )z 2 a dy RP59500 4 & k& (4] vz B & ) & Timekill curve =
$ VREF i & »c o 1) T4 2R 2 (Hilletal., 19971%%)4 35 1 RP59500 {r i
v ME Frdlmre BB L )Rk (E faecalis) « & s oo e
Ciprofloxacin (#r#1+ipk & &) $H4¥ = k% 2 i~ &% % 5 f7(Vancomycin-
and gentamicin-resistant enterococcus faecium,VGREF)» 1 JL% e 2ol o d 12}
TG T JEE RIS chpE % O LR BB M RGE Sh B 0 22 F]F RP59500 -

TR IET R SLIEYS B R SEry M o G IER



# 5.6 RP59500 .~ )I%_F &R e 2T

The Combined Effects with RP59500

Strain  Antibiotics Reference % effect
MRSA Vancomycin }Efggg[ﬁl] ' 100.00% synergism
ffgg;t[g ' 100.00% synergism
A(gggg[{i,‘]" 100.00% synergism
Rifampin Samflaég‘g;’[‘fg]et A 50,00~83.00% synergism
nggjz)ﬁgzg" ' 100.00% synergism
Cefuroxime Vouil(;aégcrg%]et o 100.00% synergism
VREE  Vancomycin Masumuraetal. 16.70%synergism

(1999) 11
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5.2.2 #FHuc g & Timekill curve » 2 %

FEP-MSSA12354 2 7%k P ? PRERFPA R FEE 2L BAK

PR STV chBg & o

B 5.9~B 5127 54t 2 H- WE R EEY hiFA; 7 > MSSA 12354 4

LEBRRERFEF 2GR BRSBTS FHFuci(antagonism) o

- 7@ 7 0 RP59500 fr % $ tijid % # MSSA {r MRSA J LR e st 5
£} Fuchsetal., (2001)1#= 3 ¥ 4, 13 RP59500 - Cefepime - Ceftazidime -
Piperacillin-Tazobactam 4+ Fmipenem & £ % MSSA ! iz sl © @ ¥ MRSA

» % RP59500 {- Cefepime, Vancomycin - Imipenem » ¢ d1 IFEFLATE o

F_k

m

Ay Y X A REN ] G MSSA fr— tRILE M| (H MRSA0509 § ¢

RFEFLTE o 45 W A_¥ MSSA 12354 fv MSSA 12993 H R & »a )i § & IRFEFoiT

% 5.7 RP59500 .~ )I? PR RBIFOLE

The Combined Effects with RP59500
Strain Antibiotics Reference % effect

Fuchset al.

MRSA Vancomycin (2000)[21]

75.00% antagonism
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5.2.3 #p4e3x g & Time-kill curve ¥ z_ g%

tp4c (addition) % & Timekillcurve ¥ 2. %> 5 » 257 7 i~ E B
FPT A EIRER G R e B ER%R S 22 FRERRIER R B

AR A LR AP R 25 -

Bl 5.13~F 5.16 777 5 i3 4 wiksh e 2 H - U2 R & B ¥ AT 5 0
EI2Z AR RFHPERE2Z S RE > 1R 24 ) Pk g R &5
] Es o Fid # % MSSA 12692 4 Timekill curve v gz » & H 24 /) pFiz

2 B B - bof vk tud 2 E R AL B log B itz B fAp et o

~# 7 ¢ RP59500 f= Vancomycin®* Imipenem - Rifampicin » Cefuroxime
MRSA fr+ 3840 MSSA % & g4 2l > B henfia)+ DI Kangetal.,
(1998) ¥ & * RP5900 4% MSSA {- Gentamycin~ Ofloxacin i & % #p 4v 2 o
Vouillamozet al., (2000) " 4 8 tk MSSA 12 RP59500 - 12 #6444
(Vancomycin ~ Cefepime ~ Imipenem ~ Gentamycin ~ Imipenem ~ Rifampicin ~
Cefuroxime~ Amoxicillin~Flucloxacillin~ Cefamandol e~ Ciprofloxacin-~ Tetracycline)

e 3‘% X 3R 4 MRSA 2 MSSA 6778 & % % 5 48 4o o iy
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# 5.8 RP59500 .~ )]%_F X IRAP Aepn i

The Combined Effects with RP59500

Strain  Antibiotics Reference % effect
MRSA  Vancomycin F(uz%kg’oifz"f}' : 13.00% addition
VO“”('Zac')Bg%]et a- 50,00% addition
Rifampin F(uz%kg’offz"f}" 63.00% addition
VOUiL'Zaégg%]et a- " 50,00% addition
Imipenem F(uz%kgsot)afzgl. 63.00% addition
Vou”('zaégg%let d= 33000 addition
Ampicillin AT, 100.00% addition

(2002)!*
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5.3Timekill curve & Mtox7 Model & & »c Bifdsk B 5 v &k

Mtox 7 Model i ¢4 Christensen and Chen (1985) #-- ‘&2 & F (4323 - ¥
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AN BEDEF AR A GRS - B AR T TR R EF B
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81.8% o @ R & »f § tnTe 2 e dud F 4L Falz+ o - HWE G
LI ABITI 1 P s AR AR o & _Time-Kill curve 1 i 4p 4e sy
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% 5.9 Time-Kill curve 22 Mtox7 method ¥+ MSSA JR & »c i Host 2 v i)

Strain Antibiotic/slope Time-Kill Joint action Motox 7/Joint
curve mode action mode
(ALogCFU/ml)

12112 RP59500 (2.85) -0.95 + 1.05/+
Vancomycin (2.03)
RP59500 (2.85) -0.82 + 1.07/+
Ampicillin ~ (2.23)
RP59500 (2.85) 2.05 A 1.15/A
Rifampin (2.83)
RP59500 (2.85) 2.25 A 1.16/A
Imipenem  (2.96)
RP59500 (2.85) -0.84 + 1.07/+
Cefuroxime (2.23)

12354 RP59500 (3.27) 2.19 A 1.19/A
Vancomycin (2.80)
RP59500 (3.27) 0.82 + 1.16/A
Ampicillin® (2:53)
RP59500 (3.27) 2.88 A 1.22/A
Rifampin (3.07)
RP59500 (3.27) 2.54 A 1.24/A
| mipenem (3.23)
RP59500 (3.27) 211 A 1.18/A
Cefuroxime (2.72)

12443 RP59500 (2.91) -0.85 + 1.08/+
Vancomycin (2.26)
RP59500 (2.91) -0.97 + 1.13/A
Ampicillin ~ (2.57)
RP59500 (2.91) 2.03 A 1.17/A
Rifampin (2.95)
RP59500 (2.91) 211 A 1.17/A
| mipenem (2.98)
RP59500 (2.91) -0.93 + 1.09/+

Cefuroxime (2.31)

* ALogCFU: The decreasein viable cell count was compared the most active single
agent with the effects of the combination.

*S: synergism

*+: indifferent or addition

* A antagonism
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% 5.10 Time-Kill curve ¥ Mtox7 method %+ MSSA JE & sz o378 2 v #i

Strain Antibiotic/slope  Timeb-Kill  Joint action Motox 7/Joint
curve mode action mode
(ALogCFU/ml)

12692 RP59500 (2.87) -0.46 + 1.06/+
Vancomycin(2.15)
RP59500 (2.87) -0.66 + 1.12/A
Ampicillin (2.57)
RP59500 (2.87) 2.33 A 1.17/A
Rifampin  (3.01)
RP59500 (2.87) 0.74 + 1.18/A
Imipenem (3.03)
RP59500 (2.87) -0.66 + 1.02/+
Cefuroxime (1.79)

12993 RP59500 (3.11) 0.28 + 1.18/A
Vancomycin(2.79)
RP59500 _(3:11) 2.03 A 1.16/A
Ampicillin(2.69)
RP59500  (3.11) 2.76 A 1.18/A
Rifampin (2.92)
RP59500Q . (3.11) 2.89 A 1.18/A
I mipenem’ (3.10)
RP59500 (3.11) 0.15 + 1.14/A

Cefuroxime (2.48)

* ALogCFU/mI: The decrease in viable cell count was compared the most active
single agent with the effects of the combination.

*S: synergism

*+: indifferent or addition

* A antagonism
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% 5.11 Time-Kill curve 27 Mtox7 method ¥t MRSA ;R £ »T i Hio5% 2 vt i

Strain Antibiotic /slope Timeb-Kill  Joint action Motox 7/Joint
curve mode action mode
(ALogCFU/ml)

0101 RP59500 (1.75) -2.77 S 0.66/S
Vancomycin (1.16)
RP59500 (1.75) -2.99 S 0.70/S
Ampicillin ~ (1.28)
RP59500 (1.75) -2.46 S 0.8V/S
Rifampin (1.72)
RP59500 (1.75) -0.93 + 0.84/S
Imipenem  (1.88)
RP59500 (1.75) -3.09 S 0.64/S
Cefuroxime (1.07)

0213 RP59500 (3.08) -2.05 S 1.02+
Vancomycin (1.69)
RP59500 (3.08) -2.12 S 0.88/S
Ampicillint (0:99)
RP59500 (3.08) -0.92 + 1.16/A
Rifampin (2.65)
RP59500 (3.08) -0.54 + 1.22/A
Imipenem’ . (3.22)
RP59500 (3.08) -2.09 S 0.88/S
Cefuroxime (0.96)

0322 RP59500 (1.03) -3.81 S 0.38/S
Vancomycin (0.86)
RP59500 (1.03) -3.44 S 0.36/S
Ampicillin ~ (0.79)
RP59500 (1.03) -3.35 S 0.42/S
Rifampin (0.99)
RP59500 (1.03) -3.23 S 0.43/S
Imipenem  (1.01)

—RP59500 (1.03) -3.69 S 0.29/S

Cefuroxime (0.61) — _

* ALogCFU: The decreasein viable cell count was compared the most active single
agent with the effects of the combination.

*S. synergism

*+: indifferent or addition

* A antagonism
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% 5.12 Time-Kill curve ¥ Mtox7 method %+ MRSA ;& & sz o782 v 1

Strain Antibiotic /slope Timeb-Kill  Joint action Motox 7/Joint
curve mode action mode
(ALogCFU/ml)
0406 RP59500 (1.71) -2.55 S 0.66/S
Vancomycin (1.09)
RP59500 (2.71) -2.84 S 0.62/S
Ampicillin ~ (1.00)
RP59500 (2.71) -2.45 S 0.82/S
Rifampin (1.81)
RP59500 (2.71) -2.24 S 0.84/S
Imipenem  (1.91)
RP59500 (1.71) -3.03 S 0.60/S
Cefuroxime (0.93)
0509 RP59500 (2.35) 2.09 A 0.90/+
Vancomycin (1.64)
RP59500 (2.35) 0.32 + 0.88/S
Ampicillin® (1:56)
RP59500 (2.35) 2.88 A 1.08/+
Rifampin (2.71)
RP59500 (2.35) 2.54 A 1.12/A
I mipenem (3.06)
RP59500 (2:35) 041 + 0.88/S
Cefuroxime (1.47)
0611 RP59500 (2.18) -2.13 S 0.80/S
Vancomycin (1.29)
RP59500 (2.18) -2.37 S 0.80/S
Ampicillin ~ (1.31)
RP59500 (2.18) -2.08 S 0.82/S
Rifampin (1.42)
RP59500 (2.18) -1.91 + 0.97/S
Imipenem  (2.15)
—RP59500 (2.18) -2.65 S 0.74/S

Cefuroxime (1.06) — _

* ALogCFU: The decreasein viable cell count was compared the most active single
agent with the effects of the combination.

*S: synergism

*+: indifferent or addition

* A antagonism



% 5.13 Time-Kill curve ¥ Mtox7 method %+ MRSA jE & sz i o382 v 1

Strain Antibiotic /slope Timeb-Kill  Joint action Motox 7/Joint
curve mode action mode
(ALogCFU/ml)
0729 RP59500 (2.10) -2.15 S 0.74/S
Vancomycin (1.11)
RP59500 (2.10) -2.38 S 0.73/S
Ampicillin ~ (1.07)
RP59500 (2.10) -2.05 S 0.80/S
Rifampin (1.32)
RP59500 (2.10) -1.91 + 0.95/+
Imipenem  (2.14)
RP59500 (2.10) -2.25 S 0.72/S
Cefuroxime (1.02)
0829 RP59500 (1.78) -2.04 S 0.72/S
Vancomycin (1.31)
RP59500 (1.78) -2.08 S 0.72/S
Ampicillin® (1:34)
RP59500 (1.78) -1.88 + 0.82/S
Rifampin (1.72)
RP59500 (1.78) -1.74 + 0.91/+
Imipenem . (2.23)
RP59500 (1.78) -2.11 S 0.66/S
Cefuroxime (1.08)
0922 RP59500 (1.52) -2.15 S 0.60/S
Vancomycin (1.12)
RP59500 (1.52) -2.37 S 0.56/S
Ampicillin ~ (1.00)
RP59500 (1.52) -2.03 S 0.74/S
Rifampin (1.62)
RP59500 (1.52) -1.97 + 0.86/S
| mipenem (2.21)
—RP59500 (1.52) -2.23 S 0.54/S

Cefuroxime (0.92) — _

* ALogCFU: The decreasein viable cell count was compared the most active single
agent with the effects of the combination.

*S. synergism

*+: indifferent or addition

* A antagonism
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SiH— ~ dd A MSSA H - 3 42335k 2 5 (D) (growthrate)
R it E ECS0(9%5% 13 4 ¥ B )(mg/l) MIC(mg/l) Sope( 5) Intercent( @)

12112 Vancomyain® 0.81E-1 (0.61E-1~0.12) 100 192 7.10
RP59500” 0.58E-2 (0.51E-2~0.64E-2) 0.08 2.79 11.25
Ampidillin® 594 (3.30~66.78) 150 2.39 315
Rifampin® 0.56E-2 (0.50E-2~0.63E-2) 0.06 281 11.32
| mipenem? 0.50E-2 (0.44E-2+057E-2) 0.06 335 12.70
Cefuroxime® 5.79(3.14~156.41) 2.00 2.36 3.20

1234 Vancomyain® 0.58E-1 (0.37E-1~0.20) 0.80 269 8.32
RP59500” 0.58E-2 (0.49E-2~0.72E-2) 0.04 316 1207
Ampidllin® 5.76 (3.24~113.57) 1.00 255 3.06
Rifampin® 0.60E-2 (0.49e-2-0.75E-2) 0.04 3.28 12.30
I mipenen' 0.53E-2 (0.47E-2~0.59E-2) 0.04 3.26 1243
Cefuroxime® 5.78 (3.67~20.50) 1.00 2.77 2.89

12443 Vancomyain® 0.58E-1 (0.32E-1~1.52) 100 241 7.98
RP59500” 0.58E-2 (0.48E-2~0.72E-2) 0.08 303 11.78
Ampidillin® 597 (3.30~50.70) 100 2.32 320
Rifampin® 0.60E-2 (0.50E-2~0.75E-2) 0.06 317 12.05
I mipenem? 0.51E-2 (0.44E-2~0.57E-2) 0.08 33HA 12.66
Cefuroxime® 5.80(3.20~162.50) 100 245 313
a Inhibition of becterid cdl  b: Inhibition of protein synthesis c: Inhibitionof  nudec acid synthes's

wadl synthess
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7t ¥ MSOA B - 3 4385 4 5% (2) (growth rate)

bk 2 EC50(95% = iF % A )(mg/l) MIC(mg/l) Sope(3)  Intercept( a)
12692 Vancomydin® 0.13 (0.87E-1-0.26) 060 218 694
RP59500° 057E-2 (0.47E-2~0.75E-2) 002 305 11.84
Ampidillin® 663 (4.63-12.22) 080 213 325
Rifampin® 0.61E-2 (0.50E-2~0.76E-2) 002 319 1207
Imipenen?® 0.5E-2 (0.45E-2~057E-2) 002 335 12.70
Cefuroxime? 6,09 (343~3368) 040 204 340
12993 Vancomydin® 0.54E-1 (0.38E-1-0.98E-1) 040 261 831
RP59500° 057E-2 (0.48E:2-0.712E-2) 002 310 1195
Ampidillin® 5.76 (342<38.34) 060 263 300
Rifampin® 0.67E-2 (052E-2~0.96E-2) 002 285 11.19
Imipenen?® 0.56E-2 (0.47E-2-0.71E-2) 002 333 1249
Cefuroxime? 573 (342-2839) 060 248 312

a Inhibition of becterid cdl  b: Inhibition of protein synthes's

wadl synthess
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it % ¥ MROA H - 3 2% 5 % (3) (gronth rate)

ﬁﬂ"’}% 42 ECS0(95%F 17 #f % F)(mg/l) MIC(mg/l) Sope(B)  Intercent( )
0101 Vancomyain® 21.21 (11.78~140.11) 1000 147 305
RP59500° 24,74 (15.66~2957) 650 122 330
Ampidillin® 38.78 (21.72~172.22) 10.00 1.75 2.22
Rifampin® 23,83 (17.68~33.25) 550 114 343
Imipenen? 14.87 (11.38-23.89) 6.00 145 330
Cefuroxime? 86.69 (46.26~615.82) 12.00 1.29 250
0213 Vancomydin® 14,06 (8.18-5660) 500 169 306
RP59500° 0.57E-2 (04SE-2~0.71E-2)) 008 305 11.84
Ampidllin® 11.23 (7:55~14.94) 1800 099 39
Rifampin® 0.60E-2(0.455-2-0.88E-2) 006 308 11.84
I mipener?® 0.50E-2 (0.43E-2~050E-2) 008 322 1240
Cefuroxime® 35814 (211.24-637.32) 20.00 0.74 31
0322 Vancomydin® 823.18 (316.11-10480) 3000 071 293
RPS9500° 152,00 (104.52-232.28) 20.00 0.77 3.32
Ampidllin® 2154.43 (1082~6063.6) 4000 060 300
Rifampin® 19829 (127.62~354.32) 20.00 0.74 330
I mipenen?® 160.72 (122.56~271.62) 2200 0.74 335
Cefuroxime® 13895.00 (2856.1~0.8E+6) 45.00 042 3.26

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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c: Inhibitionof  nudeic acid synthesis



Pt % 4 MROA B — 3 P28k & 5 (4) (gromth rate)

Bkt 3 EC50(95% 1 if & 7 )(mg/l) MIC(mg/l) Sope(B)  Intercept( @)
0406 Vancomycin® 60,51 (30.74~564.51) 15.00 110 304
RP59500° 2257 (17.21~34.00) 6.50 116 343
Ampigillir® 267.10 (12361~271.14) 18.00 0.75 318
Rifampin® 2349 (1943-31.15) 12.00 1.24 330
|mipenent 1452 (9.17~3845) 10.00 247 213
Cefuroxime? 547,60 (252.07~2994:0) 2000 065 322
0509 Vancomyain® 11.31 (4.24~40.00) 500 1.68 323
RP59500° 0.60E-2 (0.48~0.712) 004 288 11.40
Ampidllin® 21.93 (19,55~85,00) 6.50 1.73 268
Rifampin® 0.58E-2 (0:.94~5.96) 004 294 1158
Imipenem? 051E-2 (1.20~6:50) 004 307 12.04
Cefuroxime® 21.84 (22.75~-64.03) 6.50 1.68 2.75
0611 Vancomycin’ 15.94 (9.65~63.14) 12.0 153 316
RP59500° 6.62 (5.10~9.44) 400 251 2.9
Ampigillir® 38.27 (21.81~156.49) 100 175 223
Rifampin® 7.71(3.62~936.47) 6.00 177 343
|mipenent 271(1.75-591) 500 29 372
Cefuroxime® 86.69 (46.11~655.64) 18.09 1.28 252

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthesi's
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c: Inhibitionof  nudec acid synthes's



Pt %4 MRIA B — 3 P28k & 5 (5) (gromth rate)

R ut # ECS0(95% 13 #F W [ )(mg/l) MIC(mg/l) Sope(5)  Intercept( )
0729 Vancomyain® 21.54(11.66~187.14) 10.00 144 3.08
RPS9500° 6.56(3.90~22.23) 4,00 317 241
Ampidillin® 80.92 (44.16~271.33) 16,00 0.87 334
Rifampin® 12,53 (6.86~75.08) 5.00 153 332
Imipenem? 2.71(1.76-5.85) 4,00 298 371
Cefuroxime® 86.69 (46.26~615.82) 15.00 129 250
0829 Vancomyain® 16,09 (9.75~61.01) 12.00 155 313
RPS9500° 9.16 (6.58~17.63) 350 210 298
Ampicillin® 3819 (22.04~147:37) 12.00 1.77 2.20
Rifampin® 8.84 (554~2549) 3.00 1.86 3.24
I mipenen’ 270 (1.80~5.45) 350 304 360
Cefuroxime® 68.94 (36.98-486.66) 14.00 1.30 261
0922 Vancomyain® 59.81 (31.00~476.02) 1250 112 3.01
RP59500” 5.14(3.16~16.61) 400 204 355
Ampidillir® 173.78 (125.85~283.77) 1650 075 3.32
Rifampin® 5.66 (3.70~14.50) 4.00 1.98 351
| mipenem? 2.70(1.77-5.60) 4.00 301 3.70
Cefuroxime® 582.94 (256.70~2924.7) 16.50 0.64 323

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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c: Inhibitionof  nudeic acid synthesis



£ 4 MSOA H - 3 sk 25 (1)(OD)

R ut & ECS0(95%F 17 #f % )(mg/l) MIC(mg/) Sope( 5 Intercept( )
12122 \Vancomydint 0.29E-1 (0.23E-1~0.36E-1) 10 157 742
RP59500° 0.31E-2 (0.23E-2~0.40E-2) 0.08 212 10.32
Ampicillin® 259 (2.23-302) 15 162 433
Rifampin® 0.30E-2 (0.22E-2~041E-2) 0.06 212 1034
I mipenem? 0.32E-2 (0.22E-2~0.46E-2) 0.06 231 10.76
Cefuroxime® 2.56 (1.64~3.85) 20 169 431
1234 Vancomyain® 0.29E-1 (0.14E-1~0.46E-1) 0.8 192 71.96
RP59500° 0.32E-2 (0.24E-2~042E-2) 0.04 223 1056
Ampicillin® 274 (148~4:51) 10 185 419
Rifampir® 0.34E-2 (0.28E-2-042E-2) 004 231 1069
I mipenem? 0.31E-2 (0.22E-2~042E-2) 0.04 227 10.70
Cefuroxime® 2,86 (1.82~4.17) 10 195 411
12443 Vancomyain® 0.54E-1 (0.39E-1-0.73E-1) 10 166 711
RPS9500° 0.32E-2 (0.25E-2~0.40E-2) 008 215 1037
Ampicillin® 2.78(144~4,50) 1.0 1.80 420
Rifampin® 0.33E-2 (0.28E-2~0.41E-2) 006 225 1057
| mipenen 0.32E-2 (0.23E-2~0.45E-2) 008 231 10.77
Cefuroxime® 2.28 (1.73~2.96) 10 1.40 450

a Inhibition of bacterid cdl  b: Inhibition of protein synthess

wadl synthess
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c: Inhibitionof  nudeic acid synthesis



Pt 24 MSSAE - £ 4225 2% ()

R it & EC50(95%¥ i #f % F)(mgl)  MIC(mg/l) Sope( 5) Intercept( a)

12692 Vancomyain® 0.26E-1 (0.18E-1~0.36E-1) 0.6 1.70 7.70
RP59500° 0.31E-2 (0.25E-2~0.39E-2) 0.02 214 10.36
Ampidillin® 2.59(1.64~3.97) 0.8 167 431
Rifampin® 0.34E-2 (0.28E-2~0.42E-2) 0.02 228 10.64
Imipenem’ 0.34E-2 (0.22E-2~0.46E-2) 0.02 230 10.75
Cefuroxime® 266 (1.72~3.90) 04 1.74 4.26

12993 Vancomyain® 0.26E-1 (0.15E-1~041E-1) 04 191 8.03
RP59500° 0.31E-2 (0.24E-2~0.40E-2) 0.02 219 1048
Ampidllin® 2.79 (1.44~4.57) 0.6 191 415
Rifampin® 0.34E-2 (0.22E-2~-047E-2) 0.02 207 1012
Imipenem” 0.32E-2 (0.26E-2-01E-2) 0.02 228 10.68
Cefuroxime® 2.64 (1.63-4.03) 0.6 1.80 4.24
a Inhibition of becterid cdl b: Inhibition of protein synthes's c: Inhibitionof  nudec acid synthes's

wadl synthess

103



it 24 MRAE - 4 Pk %3

R it 2 EC50(95%¥ % #f % FF)(mg/l)  MIC(mg/l) Sope( 5) Intercept( @)

0101 Vancomyain® 5.80(3.71~1051) 15.00 1.10 4.16
RP59500° 3.85(295-5.10) 6.50 140 418
Ampidillin® 13.30(8.74~21.82) 10.00 121 3.64
Rifampin® 4.28 (3.06~6.29) 550 141 411
Imipenem’ 3.77(296-4.82) 6.00 151 413
Cefuroxime® 16.09 (11.65~21.35) 12.00 092 3.89

0213 Vancomyain® 4.10 (204~6.81) 5.00 129 421
RP59500° 0.31E-2(0:25E-250.39E-2) 0.08 216 1042
Ampidillin® 2054 (1594+~27.39) 18.00 0.80 3.95
Rifampin® 0.33E-2(0.28E-2-0.38E-2) 0.06 210 10.22
Imipenem” 0.31E-2(0.22E-2~045E-2) 0.08 222 1056
Cefuroxime® 24.08 (17.46~32.08) 20.00 0.76 3.95

0322 Vancomyain® 47.43 (31.96~74.76) 30.00 0.71 381
RP59500° 10.00 (8.20~12.35) 2000 083 417
Ampidllin® 66.21 (55.72~82.54) 40.00 0.67 3.78
Rifampin® 12.88(10.42~16.80) 20.00 0.82 4.09
I mipenem? 10.59(8.58~13.00) 22.00 0.80 418
Cefuroxime® 100.00 (62.64~208.41) 45,00 051 3.98
a Inhibition of bacterid cdl b: Inhibition of protein synthesi's c: Inhibitionof  nudeicacid synthesis

wadl synthess
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it 24 MRAE - 4 Pk % (4)

Ak At ECB0(95%7 1 i % F)(mgl)  MIC(mgl) Sope( ) Interoept( @7)
0406 Vancomydin® 10.24 (6.65~18.16) 15.0 097 402
RP59500° 390(2.93-5.33) 65 137 419
Ampidillin® 10.89 (9.22~13.23) 180 081 416
Rifampin® 499 (3.73~6.34) 12.00 149 39
Imipenem? 6.86 (5.21~9.28) 10.00 171 357
Cefuroxime® 24,65 (18.29~32.78) 200 074 397
0509 Vancomyain® 331 (1.63-560) 50 127 434
RP59500° 0.31E-2 (0.26E-2~0:39E-2) 004 196 991
Ampidllin® 6.63 (5.83+7.61) 65 129 39
Rifampin’ 0.31E-2(0.24E-2-0.38E-2) 004 2.07 10.20
|mipenent 0.31E-2 (0.21E-2~046E-2) 004 2.09 10.26
Cefuroxime® 6.38 (549~7.35) 65 1.23 401
0611 Vancomycin’ 470(318~7.65) 12.00 119 420
RP59500° 3.16(252~4.10) 400 1.86 407
Ampidllin® 13.02 (8.90~19.91) 10.00 122 364
Rifampin® 2.64 (149~4.25) 6.00 121 449
Imipenem? 1.44(1.13~1.87) 50 195 469
Cefuroxime® 16.17 (11.43~21.08) 18.00 091 390

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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c: Inhibitionof  nudeic acid synthesi's



Fut 2 MRAE - F P52 % (5)

Mk +ud 2 EC50(9%5%¥ i % F)(mgl)  MIC(mgl) Sope( 8) Intercept( )
0729 Vancomyaint 594 (3.48-12.00) 1000 106 418
RP59500° 3.82(3.19-4558) 400 1% 386
Ampidillin® 7.63(452~12.18) 16,00 085 425
Rifampin® 357 (2.72~4.65) 600 114 437
Imipenen?® 146 (1.13~1.94) 600 195 4,68
Cefuroxime? 16,00 (11.65~21/35) 1800 092 389
0829 Vancomycin® 4.85(3.30°8.00) 12.00 121 417
RP59500° 3.71(2.88-4.86) 400 165 406
Ampidillin® 1321 (9:16~20.15) 1000 1.24 361
Rifampin® 3.19(2.34-4.336) 550 143 428
Imipenen 1.46 (1.15~1.90) 500 200 467
Cefuroxime? 12.81 (9.42~17.15) 12.00 093 397
0922 Vancomyair? 1048 (6.97~17.79) 1500 099 399
RP59500° 213 (161~3.05) 400 146 452
Ampidillin® 11.22(9.37~1354) 1800 080 416
Rifampin® 240 (192~3.13) 40 163 438
Imipenen?® 145 (1.15~1.86) 50 1.98 468
Cefuroxime? 23.17 (17.78-31.49) 200 0.74 399

a Inhibition of bacterid cdl
wadl synthess

b: Inhibition of protein synthes's
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c: Inhibitionof  nudeic acid synthesi's



it~ TimeKill curve ¥2 Mtox7 method ¥+ MSSA R & »oi it 2 v i(Growth rate)

Sran Antibiotic/ldope TimeKillcurve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
12112 RP59500 (2.79) -0.95 + 1.02/+
Vancomyan (1.92)
RP59500 (2.79) -0.82 + 1.09/+
Ampicllin (2.39)
RP59500 (2.79) 205 A 114/A
Rifampin (2.81)
RP59500 (2.79) 2.25 A 1.20/a
Imipenem (3.35)
RP59500 (2.79) 084 + 1.09/+
Cefuroxime (2.36)
1234 RP59500 (3.16) 219 A 117/A
Vancomyain (2.60)
RP59500 (3.16) 0.82 + 116/A
Ampicllin (2555)
RP59500(3.16) 283 A 1.23/A
Rifampin (3.28)
RP59500(3.16) 2.4 A 1.23/A
Imipenem (3.26)
RP59500(3.16) 21 A 118/A
Cefuroxime (2.77)
12443 RP59500 (3.03) -0.85 + 1.12/A
Vancomyan (2.41)
RP59500 (3.03) 097 + 1.11/A
Ampidllin (2.32)
RP59500 (3.03) 203 A 1.20/A
Rifampin (3.17)
RP59500 (3.03) 21 A 1.22/A
Imipenem (3.34)
RP59500 (3.03) 093 + 112/A
Cefuroxime (2.45)
* ALogCFU: Thedecreasein vigble cdl count was compared the most active single agent
with the effects of the combination.
*S synergigm

*+: indifferent or addition
*A: antagonism
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TimeKill curve 22 Mtox7 method 1+ MSSA R & st 2 1t i

Sran Antibiotic/dope Timeb-Kill Jointaction  Motox 7/Joint
curve mode action mode
(ALogCRU/mI)
12692 RP59500 (3.05) -046 + 1.09/+
Vancomyadn (2.18)
RP59500 (3.05) -0.66 + 1.08/+
Ampidllin (2.13)
RP59500 (3.05) -2.33 A 121A
Rifampin (3.19)
RP59500 (3.05) 0.74 + 1.22/A
Imipenem (3.35)
RP59500 (3.05) -0.66 + 1071+
Cefuroxime (2.04)
12993 RP59500 (3.10) 0.28 + 1.16/A
Vancomyadn (2:61)
RP59500:(3.10) 203 A 1L16/A
Ampicllin (263)
RP59500(3.10) 2.7/6 A 1L17/A
Rifampin (2.35)
RP59500(3.10) 2.89 A 1.22/A
Imipenem (3.33)
RP59500 (3.10) 0.15 + 1.14/A
Cefuroxime (2.48)
* ALogCFU/ml: Thedecreasein viable cdl count was compared the modt active single agent
with the effects of the combination.
*S gynergism

*+: indifferent or addition
* A antagoniam

108



TimeKill curve 22 Mtox7 method 1 MRSA JR & i izt 2 v fie

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0101 RP59500 (1.22) -2.77 S 062/S
Vancomyan (1.47)
RP59500 (1.22) 2.9 S 0.68/S
Ampidllin (1.75)
RP59500 (1.22) -2.46 S 0.52/S
Rifampin (1.14)
RP59500 (1.22) 093 + 062/S
Imipenem (1.45)
RP59500 (1.22) -3.09 S 057/S
Cefuroxime (1.29)
0213 RP59500 (3.05) -205 S 1.02/+
Vancomyan (1.69)
RP59500(3.05) 212 S 0.86/S
Ampicilin(0:99)
RP59500(3.05) 092 + 1.20/A
Rifampin (3.08)
RP59500 (3.05) 054 + 121A
Imipenem (3.22)
RP59500 (3.05) -209 S 0.80/S
Cefuroxime (0.74)
0322 RP59500 (0.77) -381 S 0.23/S
Vancomycain (0.71)
RP59500 (0.77) -344 S 0.20/S
Ampicllin (0.60)
RP59500 (0.77) -3.35 S 0.25/S
Rifampin (0.74)
RP59500 (0.77) -323 S 0.24/S
Imipenem (0.74)
RPS9500 (0.77) -3.69 S 0.14/S
Cefuroxime (042)
* ALogCFU: The decreasein vigble cdl count was compared the most active Sngle agent
with the effects of the combination.
*S gynergism

*+: indifferent or addition
* A antagoniam
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TimeKill curve 22 Mtox7 method ¥ MRSA JR & i fis\ 2 v i

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0406 RP59500 (1.16) -255 S 0.50/S
Vancomyain (1.10)
RP59500 (1.16) -2.84 S 0.38/S
Ampicllin (0.75)
RP59500 (1.16) -245 S 0.54/S
Rifampin (1.24)
RP59500 (1.16) -2.24 S 0.80/S
Imipenem (2.47)
RP59500 (1.16) -303 S 0.34/S
Cefuroxime (0.65)
0509 RP59500 (2.88) 209 A 0.99/+
Vancomyain (1.68)
RP59500 (2.88) 032 + 1.00/+
Ampidllin (173
RP59500 (2.88) 283 A 1L16/A
Rifampin (2.94)
RP59500(2.88) 2.4 A 118/A
Imipenem (3.07)
RP59500 (2.88) 041 + 0.99/+
Cefuroxime (1.68)
o611 RP59500 (2.51) -2.13 S 0.91/+
Vancomyan (1.53)
RP59500 (2.51) -2.37 S 0.96/+
Ampidllin (1.75)
RP59500 (2.51) -208 S 0.96/+
Rifampin (1.77)
RP59500 (2.51) -191 + 113A
Imipenem (2.96)
RP59500 (2.51) -2.65 S 0.86/S
Cefuroxime (1.28)
* ALogCFU: Thedecreasein vigble cdl count was compared the most active single agent
with the effects of the combination.
*S synergigm

*+: indifferent or addition
*A: antagonism
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TimeKill curve 22 Mtox7 method ¥ MRSA R & s i tiss\ 2 v i

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0729 RP59500 (3.17) -2.15 S 0.98/+
Vancomyain (1.44)
RP59500 (3.17) -2.38 S 0.86/S
Ampicllin (0.87)
RP59500 (3.17) -205 S 1.00/+
Rifampin (1.53)
RP59500 (3.17) -191 + 1.20A
Imipenem (2.98)
RP59500 (3.17) -2.25 S 0.96/+
Cefuroxime (1.29)
0829 RP59500 (2.10) 204 S 0.84/S
Vancomyan (1.55)
RP59500 (2.10) -208 S 0.88/S
Ampidllin (177)
RP59500(2.10) -1.838 + 0.90/+
Rifampin (1.86)
RP59500(2.10) =1.74 + 1.08/+
Imipenem (3.04)
RP59500(2.10) 211 S 0.78/S
Cefuroxime (1.30)
0922 RP59500 (2.04) -2.15 S 0.73/S
Vancomyan (1.12)
RP59500 (2.04) -2.37 S 0.60/S
Ampicllin (0.75)
RP59500 (2.04) -203 S 0.92/+
Rifampin (1.98)
RPS9500 (2.04) -1.97 + 107+
Imipenem (3.01)
RP59500 (2.04) -2.23 S 058/S
Cefuroxime (0.64)
* ALogCFU: Thedecreasein vigble cdl count was compared the most active single agent
with the effects of the combination.
*S synergigm

*+: indifferent or addition
*A: antagoniam
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TimeKill curve £2 Mtox7 method ¥+ MSSA /2 £ s i 2. v #z(0OD)

Sran Antibiotic/ldope TimeKillcurve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
12112 RP59500 (2.12) -0.95 + 085/S
Vancomyan (1.57)
RP59500 (2.12) -0.82 + 0.86/S
Ampicllin (1.62)
RP59500 (2.12) 205 A 0.95/+
Rifampin (2.12)
RP59500 (2.12) 2.25 A 0.98/+
Imipenem (2.31)
RP59500 (2.12) 084 + 0.88/S
Cefuroxime (1.69)
1234 RP59500 (2.23) 219 A 0.84/S
Vancomyan (1.92)
RP59500 (2.23) 0.82 + 0.92/+
Ampicllin (1:85)
RP59500(2.23) 283 A 1.00/+
Rifampin (2.31)
RP59500(2.23) 2.4 A 1.00/+
Imipenem (2.27)
RP59500(2.23) 21 A 0.84/S
Cefuroxime (1.95)
12443 RP59500 (2.15) -0.85 + 0.88/S
Vancomyain (1.66)
RP59500 (2.15) 097 + 0.90/+
Ampicllin (1.80)
RP59500 (2.15) 203 A 0.98/+
Rifampin (2.25)
RP59500 (2.15) 21 A 0.98/+
Imipenem (2.31)
RP59500 (2.15) 093 + 082/S
Cefuroxime (1.40)
* ALogCFU: Thedecreasein vigble cdl count was compared the most active single agent
with the effects of the combination.
*S synergigm

*+: indifferent or addition
*A: antagonism
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TimeKill curve 22 Mtox7 method 1+ MSSA R & st 2 1t i

Sran Antibiotic/dope Timeb-Kill Jointaction ~ Motox 7/Joint
curve mode action mode
(ALogCFU/mI)
12692 RP59500 (2.14) -046 + 0.88/S
Vancomyain (1.70)
RP59500 (2.14) -0.66 + 0.88/S
Ampidllin (1.67)
RP59500 (2.14) -2.33 A 0.98/+
Rifampin (2.28)
RP59500 (2.14) 0.74 + 0.98/+
Imipenem (2.30)
RP59500 (2.14) -0.66 + 0.88/S
Cefuroxime (1.74)
12993 RP59500 (2.19) 0.28 + 093+
Vancomyan(1.91)
RP59500(2.19) 203 A 093+
Ampicillin(1.91)
RP59500 (2.19) 2.76 A 0.96/+
Rifampin(2.07)
RP59500(2.19) 2.89 A 099+
Imipenem (2.28)
RP59500 (2.19) 0.15 + 091/+
Cefuroxime (1.80)
* ALogCFRU/ml: Thedecreasein vigble cdl count was compared the mogt active single agent
with the effects of the combination.
*S synergiam

*+: indifferent or addition
*A: antagonism
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TimeKill curve 22 Mtox7 method ¥ MRSA R & s itV 2 vt i

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0101 RP59500 (1.40) -2.77 S 0.56/S
Vancomyain (1.10)
RP59500 (1.40) 2.9 S 0.60/S
Ampidllin(1.21)
RP59500 (1.40) -2.46 S 0.66/S
Rifampin (1.41)
RP59500 (1.40) 093 + 0.67/S
Imipenem (1.51)
RP59500 (1.40) -309 S 0.50/S
Cefuroxime (0.92)
0213 RP59500 (2.16) 205 S 0.79/S
Vancomyan (1.29)
RP59500(2.16) 212 S 0.64/S
Ampicilin(0:80)
RP59500(2.16) 092 + 0.96/+
Rifampin (2.10)
RP59500 (2.16) 054 + 0.98/+
Imipenem (2.22)
RP59500 (2.16) -209 S 0.64/S
Cefuroxime (0.76)
0322 RP59500 (0.83) -381 S 0.26/S
Vancomycain (0.71)
RP59500 (0.83) -344 S 0.24/S
Ampicllin (0.67)
RP59500 (0.83) -3.35 S 0.30/S
Rifampin (0.82)
RP59500 (0.83) -323 S 0.29/S
Imipenem (0.80)
RP59500 (0.83) -369 S 0.19/S
Cefuroxime (0.51)
* ALogCFU: The decreasein vigble cdl count was compared the most active Sngle agent
with the effects of the combination.
*S gynergism

*+: indifferent or addition
* A antagoniam
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TimeKill curve 22 Mtox7 method ¥ MRSA R & s itV 2 vt i

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0406 RP59500 (1.37) -255 S 0.52/S
Vancomyan (0.97)
RP59500 (1.37) 284 S 046/S
Ampicllin (0.81)
RP59500 (1.37) -245 S 0.66/S
Rifampin (1.49)
RP59500 (1.37) -2.24 S 0.72/S
Imipenem (1.71)
RP59500 (1.37) -303 S 044/S
Cefuroxime (0.74)
0509 RP59500 (1.96) 209 A 0.76/S
Vancomyan (1.27)
RP59500(1.96) 0.32 + 0.76/S
Ampicilin(1.29)
RP59500(1.96) 2.838 A 0.92/+
Rifampin (2.07)
RP59500 (1.96) 254 A 0.92/+
Imipenem (2.09)
RP59500 (1.96) 041 + 0.74/S
Cefuroxime (1.23)
0611 RP59500 (1.86) -2.13 S 0.70/S
Vancomycin (1.19)
RP59500 (1.86) -2.37 S 0.72/S
Ampidllin (1.22)
RP59500 (1.86) -208 S 0.72/S
Rifampin (1.21)
RP59500 (1.86) -191 + 0.88/S
Imipenem (1.95)
RP59500 (1.86) -2.65 S 062/S
Cefuroxime (0.91)
* ALogCFU: The decreasein vigble cdl count was compared the most active Sngle agent
with the effects of the combination.
*S gynergism

*+: indifferent or addition
* A antagoniam
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TimeKill curve 22 Mtox7 method ¥ MRSA JR & i fis\ 2 v i

Sran Antibiotic/dope  Timeb-Kill curve  Jointaction  Moatox 7/Joint
(ALogCFU/m) mode action mode
0729 RP59500 (1.96) -2.15 S 0.69/S
Vancomyain (1.06)
RP59500 (1.96) -2.38 S 0.62/S
Ampicllin (0.85)
RP59500 (1.96) 205 S 0.71/S
Rifampin (1.14)
RP59500 (1.96) -191 + 0.90/+
Imipenem (1.95)
RP59500 (1.96) -2.25 S 0.66/S
Cefuroxime (0.92)
0829 RP59500 (1.65) 204 S 0.66/S
Vancomyan (1.21)
RP59500 (1.65) -208 S 067/S
Ampidllin(1:24)
RP59500 (1.65) -1.838 + 0.72/S
Rifampin (1.43)
RP59500(1.65) =1.74 + 0.84/S
I mipenem (2.00)
RP59500(1.65) 211 S 058/S
Cefuroxime (0.93)
0922 RP59500 (1.46) -2.15 S 0.56/S
Vancomyain (0.99)
RP59500 (1.46) -2.37 S 049/S
Ampicllin (0.80)
RP59500 (1.46) -203 S 0.72/S
Rifampin (1.63)
RP59500 (1.46) -1.97 + 0.80/S
Imipenem (1.98)
RP59500 (1.46) -2.23 S 047/S
Cefuroxime (0.74)
* ALogCFU: Thedecreasein vigble cdl count was compared the most active single agent
with the effects of the combination.
*S synergigm

*+: indifferent or addition
*A: antagoniam
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Hik= ~ 12 Biomass, Growthrate, OD % 5 & % 2L 48 Mtox7 modd &2
Timekill curve 1 & &

Aggrement(%) i Incol umn((gFU( ml):Endpoint 6
10°: Growth Rate  10°: Biomass 10”.0D
All tegt
(MSSA / MRSA) 70.0(72.0/689) 77.1(76.0/77.8) 57.1(20/77.8)
Both index
Synergism (MRSA) 72.7(24/33) 83.8(31/37) 80(32/40)
synergismwhen
both dope>2 0(0/9) 0(0/6) 0(0/2)
(MRSA)
synergismwhen
both dope<? R.N(13/14) 91.321/23) 76.3(29/39)
(MRSA)
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