BEHE K Y %3 methicillin-resistant Staphylo- 1.
coccus aureus (MRSA) DK S BESAK 1XEMO—& % 1.

Vancomycin @ in vivo Hi#1 DME

wE BA-#H ¥ HE-/JIMW BE
HFLEvF-=f FHY
SR S B R A 2 4L BT SR

(PR3 9 A 3 B - PR3 12 A 20 H2H)

Vancomycin (VCM) @ in vivo 3 B & ¥ %, methicillin i} ¥ Staphylococcus  aureus
(MRSA) #8077 0BMEECL -V ALEBLIURFARBRREZ ST T v M LHNEA 2 H
\» T minocycline (MINO), flomoxef (FMOX), imipenem/cilastatin (IPM/CS), ampicil-
lin (ABPC) & & Uftobramycin (TOB) #xHE¥E L L TR L 2o MRSA 2887 5 LB
HEABETERC L 27 ABBANRBRI L, VCM 12 0.95~17.0mg/kg LIBILLS, B
FREENRET L. MRSA BRI 2 RE D HMREIR 12, MINO LA DOXMIEIE L »BE
S, Streptococcus BB & UF Enterococcus faecalis BBy Ti3, ABPC iz 2 14
RETLIZ, MRSA WK 2= AR TR L, VCM B RIFZERHBRERL, 20
ZE 12 FMOX, IPM/CS & #h, MINO X W RREALT VI, v 7 ARKRLTII,
MRSA BRIz L VCM 12 MINO 12t ~EBF & o BN - 5B R 2R L 7208, FMOX & &
UIPM/CS L D RRE BB TH - 12 E. faecalis BB zxt+ 35 VCM DiaERhER L, IPM/
CS iclER T 2 2R L 7248, ABPCIZtb % > Tsiz, Streptococcus pneumoniae 12
L5y ABERIIH L, VCM 2 FMOX ictb~# 2 (BN -5 E 2~ L, MINO,
ABPC tRIBETH - /283, IPM/CS I DBAS D IZE > T i, NEBEA Y A 2wk
S. pneumoniae fHRZFIZ B\ TiE, VCM iX 4.34 mg/kg @ ED,, fi%2 =L, IPM/CS, ABPC
D#2fE FMOX X 0#14 fEEN TV /288, MINO & EE~#1/2 4> Tw72, MRSA
E3a7y MORBEERICH L, VCM i3 FMOX, IPM/CS ictb~BES ic BN - 1B E %
R LTS, MINO ICHARPREIHFETH > 72,

Key words: vancomycin, experimental infections, chemotherapy, MRSA

RBRMEE L URRF &
R

lE->THY, EREBYET2BHB B 2 BEBRAE
DRLEL 6 VIR EOFEREE L TAKE LB &
2 T3, MRSA BHAEII N ¥ 2 HIEE O HIRRE I 13
RFAbH D, KIFETIX B-lactam F| & fosfomycin Z D #f
RBEEBRAON TV S, —FH, KKiCBW» TR,
MRSA izxt LB 7z in vitro IBESE2E T 57 ) ax
7FFRIMEYWHE T H % vancomycin (VCM) 223,
MRSA BRHEDE—RBIRFIFE L L THV S h, K&
REEWNT 2 EAESRES N T2,

4E, BXEMRSA2FL L/ 7 08B IcE5~
VARLULICT v P ERRBE KT 5 VCM OEREHR %
BELZOCHET 5 (KEMAM: 1990 £ 1 A~1990 &
12 8).

MRS, RTREE X OB 4213 Sle: ICR
R~ R, 5HES, AHE21+2g, REBRFICIT
JcICR Rt~ v R, 588, KE21+1g, MK
#2113 Sle: ICR Rt~ A, 4,8, KE17+1g
PRHOWR, £, GABEXRICIZSICSD RS T v
N, 8:8Hs, AE300+20g AW,

2. HERE

Vancomycin (VCM, Lot No. CAMD 01, &
# #), minocycline (MINO, H& v 4 Y —), flo-
moxef (FMOX, BB &HSKE), imipenem/cilastatin
(IPM/CS, /% #3%), ampicillin (ABPC, BA %Y
#) 725 U tobramycin (TOB, HEFFHHE) %5
HEE CHY, MEREKCERL TERICHL L,

t RERTEE X R 5-12-4
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3. (HEFERE

WIFRRED Y 7 LMW 4 W8 Mk E v
7z Methicillin (DMPPC) S, aureus (MRSA)
O T, BRRERAERETHES i FMOX @ MIC
fH03<6.25 ug/ml T & 2 W #k % 1 & & Wt 4
MRSA, 212.5 ug/ml @ MIC f{ %7 3 Hi#k % W Bt
4 MRSA & L7, BEPERICHEL Tid—80°Ciz MFS
RELALINSORBERBPTEL O ICHAEL, £
NELDBALIECTIN— M YEaYarF43 Yy
#gsh (HIB; %5f) THEARL THRBICHL 7

4. BUNREHIEME (MIC) JIE

BAREREFSMMEN L, BBMRIEH%
Kigsth (HAK) %AV ERERAREC & D B/DR
HEEME (MIC) 2R,

5. BB & UEEAR

(1) =7 RABRERRBG

Streptococcus pyogenes C-203, Streptococcus pneu-

moniae type 13X HIB 2, #Dfid#EkkiZ 5% mu-
cin (ICN Pharmaceuticals Inc.) (c#&L, T s
D0.5ml ik 1.0ml #BEBENCEREL . Y
2, HEEIBRMEIEBORTERECL>TITo 2
43, S. pneumoniae BHDIBE I, BEME1 B L US
FFf% 2 BOETREE LT, 1E8ED~TY R 2
AL, BRTHZROERGEBHOEFFE LD Probit
T T50%E%RE (EDso) %6 CWEHERA (95%)
2K, 1EIY4)DBRERTRL T,

(2) =7 AETRYR

BEEE L THEEmYE MRSA TH % SR 2030 &
S W EH B MRSA T % 5 SR3637 % B v,
Ford D AT LIc > T~ A TR % EH
L 7z 3% b b Phosphate-Bufferd Saline THH L
72 2% CYTDEX 1 (Sigma) & 92, 2.0x10°
CFU/mlicABL-BERIBE2EAEL, COREH
H0.2ml &~ AEHK T Ic#&ME (4.0x10°CFU/
mouse) TA5I LKL DETRERREAELL . XY
X, EEREL, 5, 24 BXU30BMBICETRS L.
B R BFEI BRI v 7 A E 2 VI L TIRBE S % 8%
HfcHEE L, HIB2mMATrEYFA4 XL, =¥
=y MRIEREH R FRAVLCTEREERZTY, B
BUYOEERERD I, 1HS~10EDVA%H
v, 2EIEBREZDRL TRENEERL 10 CFU/
abscess KiiDFE*EFHEHEL, FREBDER
Eh o LogitiEI & > TEDse 2 5 W ICEHHRB A
(95%) %K, 1EYD OBRSETRL 1,

(3) =7 ARBERSP

hZEfE MRSA T3 % SR 2030 74 & (Fi2 Enter-

ococcus faecalis SR 1004 AV, TTREELIH
BN L le > TR EIT o e T2bB, —HERK
fRL ey ACEMBER 21T > e BB L, MK
0.1ml (S. aureus:1.2~1.8%x10* CFU/mouse, E,
faecalis: 4.1~4.7%10° CFU/mouse) % & R M & i
BEREN IR 1o, EYIE, HEM4 B LT RME
CERTHREL, LGBH L IHEY 2E 3 AMES £#
ML 7o Y4 HRICHW 2 REA AL L HIB %
MAKRESF AL XL, S aureus DB/ETIE<r =y
P REN M (KW, E. foecalis TIiXEF X%
(BK) *AVWTERERETY, REXIg4%)0
HEWAERD F2o 1 BES~10ED7 Y R %ALY, 28
KRERDEL TRNEHB 10 CFU/g kW2 E
MEHEL, BRSEBCBII2ADEN,S Logit ik
i2& D EDg %6 &6 ICHBIRA (95%) 2K, 1
LYo DEESERTRLI,

(4) = ABEME#K

R £ LT S. pneumoniae type 1 2w, 5
DHENC L el > T ABERET NV EERL
1o Thbb, RREFTVBITIETHEERE L
g—xve4z7uy) Y (TLTS4 7, \H%E
) AW, E#%0.01ml (1.2~2.2x10° CFU/
mouse) *HEBEL -7 ADAMANEEL, BEL
PERL I, B, HEME24, 27 8 X U 30 Rk
WKETERE L o, BRY 48 BB KN BERK % I
L, 5%EHiMgemmmrr 4 >n—rf>bava
CHERIEM (KB AL TERSERTY, BHl
ml S DEFBERD L, 1HE~I0EDTT A%
Aw2~3EER*BIEL THBERNEFHKSIC
CFU/ml kOB E*BREHEL, FERSREC
B 2B#EH, S Logit %1 £ > TEDs, 2 6 FiLfE
FRA (95%) ®Ke, 1EIYD DEERTRLE,

(5) ~v A%

~ 7 A (ZE M 4 BT cyclophosphamide (¥
HWIE) 250mg/kg ¥, BENEST 52 £ THER
LBV~ XA #Awiz, S. pneumoniae SR
1326 O B # 0.03 ml (1.1~1.4x10° CFU/mouse)
I -7 VBT CRARCHNCEEBET LI
DIREREER L -, BV, HEE6 MgV
CREBHLVHY 2@ 3 HEE S 28 L 1z, 185~
WED= A2V 2EIEREBVEL TERSH
BOEBRERBOEFEEL Y Probit #%iZ X > TEDs
%o TITEBEMA (95%) Ko, 1EY) DRER
TmRLT,

(6) v MULPHEEE

Bl L CHEEmMYE MRSA T 5 SR2030 %
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AV, Santoro EDHEICHUTT v MLABMKE
ERLT, T2bb, 7y VEBEMRLD R = FV
YAT—TNVERAL, ABRARHTELE ICHE
L, #7—7 VHE 24 M4 cE&0.5ml (1.0~
2.0x10‘CFU/rat) *RB#piR & D B3 2 &£ TH
B OABMAEEEL 2. XYk, HEME6, 2464
V30 BEfR i BRI &L DG L 1o, BH 48 Reflldkic
MEL, EO0ZENIBEK & I vegetation (IE 1K)
PEENCHE, BR%, HIB2mMAKEYS+4 X
L, "= rbaya AEREM K 2AVT
ERIZEEITV, vegetation ER 1g 40 D&EWHH %
Rt HEHI~SEDT v P2, I~4EIER%E
#B0RL T,
II. & |

1. <7 RAEERRRCT 5 GRHR

77 LBYEDE 4 B T bk X B~ ABRERNBRR
iZxt3 5 VCM @ EDs, f# %, 10° CFU/ml # /& D
MIC { £ £z Table 1 iZ7RL 72,

S. aureus & Z: T 1x, DMPPC i &% 2 ¥ 7t Smith
(MSSA), MRSA & LT FMOX #* &t &% 8-lac-
tam &lic P EEME %<3 SR 2030, HEMMELERT
H 5 SR3637, SR5769 D 4#k% AW TMKRETL 7o
Smith &zt L VCM i3 0.99 mg/kg @ EDs, & %
~L, TOXMRIIHEEICH~E > Tz, MRSA
BRI T 2 BRYOEEIE X, MSSA BBzt
XTEFL TR, VCM i3 2.15~17.0 mg/kg @
EDs %R L, ABPCE XU TOB %133 i B R
TEHERBRETCH o> 2o FMOX (2~ VCM DEEZNE
i, PEEMEL SR2030BZETRAIEEN, B
Btz 2 %D MRSA BETIZIZ 2 » @B T 2K
WThol:, IPM/CS It LEAEDHEZE X, SR
2030 BRTXEF, SEMYE MRSA B TIREAS »
ZEN T, —A, MINO £ b~ SR 2030 8 & Uf
SR3637T BRETREEDHEIR IS > Tz,
SR5769 EE BV TRHAS BN KEERL
720

S. pyogenes C-203 7z & TNZ S. pneumoniae type 1
Bgwzxt 3 5 VCM 0 EDs, f& 13, &4 1.72 mg/kg
BLU0.9S5SmgkgThh, EEDHEHR I,
MINO iz tb~#h, FMOX 8L U TOB X hBES o
BN EREE R R L 7208, IPM/CS 8 & UF ABPC i
HRPPEIFEBMTH o 20

E. faecalis SR 1004 B#izxt L, MINO, FMOX 8
& U TOB i2>100 mg/kg @ EDs, 16 % 7~ L 72 43,
VCM i1 2.12 mg/kg & IPM/CS 8 & * ABPC i [t
B3 2 RIFstmIRE R LT,

2. WUARTRBIUCK T 5 HBRR

& EfiE MRSA T8 % SR 2030 & & U R K it 14
MRSA T# 5 SR 3637 2B & T 5~ 7 A K TRK
Razxtd MR ERNL, £FOMMK%E Table2 i
R L 720 SR 2030 B4z 0t 3 5 & HH D EDyo fH 12,
VCM: 3.32 mg/kg, MINO: 4.34 mg/kg, FMOX:
7.04mg/kg 8 & FIPM/CS:2.17mg/kg TH b,
VCM i35t ¥ HFIEBR R AT e iR 2R L e &5
12, FMOX 8 & t* IPM/CS #3>100 mg/kg & &% T
H - - EEMMED SR 3637 Bt LT, VCM ik
6.26 mg/kg & REFLHEEHRBRETL, TOHRE
MINO (ZEERT L #) 2 fEENR TV 12,

3. U RARBBRICITT 2 IERIR

RBR & L TP EEMYE MRSA (SR 2030) % &
WNZ E. faecalis SR 1004 # FB\>7z= 7 R FRESEFC ST
7% VCM D5 #RE#&E % Table 3 127" L 7z, SR 2030
Bz L, VCM 12 7.69 mg/kg @ EDs, fE%® /R L,
EKEDEEZR 12 MINO (EDs,: 33.1 mg/kg) Lkt
REJAEEBH S DICEN T W20, FMOX (EDso:
3.81 mg/kg), IPM/CS (EDso: 2.72 mg/kg) 2 th~
PRE o> T,

E. faecalis SR 1004 Bz xt4 2 VCM D BEME
(EDso: 11.1 mg/kg) ¥, IPM/CS @ 15.7 mg/kg &
ZIXEIFETH - 1238, ABPC @ 5.31 mg/kg 2 o~
PRLEIEMETH - 7,

4. = ABEER T B EESE

S. pneumoniae type 1 12X B~ A DML 4 1o xt
35 VCM DEEIREMET L, £ DOpk#E% Table 4
R L 7ze VCM 123.57mg/kg DEDs, @ 2R L,
EEDBEZE X FMOX i tt~§) 2 5% h, MINO
BL U ABPC LRIBE TH - 7243, IPM/CS iz kb~
#11/20 LS LIZEIRBETH - 120

5. © U ARSI T B iEEERHE

S. pneumoniae SR 1326 % EHE I FV> 7o IR IR
Y= AR T B BBE % Table5 2R L
feo KRB E 7V B3 5 VCM D ED;, & 13 4.34
mg/kg THH, TDHEIZ, IPM/CS 8 X f ABPC
WL 2%, FMOX WEHELHI 4 fELEN T Vw1
5, MINO WL 1/2 L& TH -T2,

6. v MLABERICXT 3 ERHR

hZEtE MRSA T% % SR2030 EREET 55
v MLDARBER T 2B E % Fig. 1R L 72,
VCM # 5 8% 1= 8 |} 5 vegetation 1 0 4 & # i&,
VCM o 5B ICEKEL THA L, VCM 50 mg/kg
BEHTIZ10° LV ERFFERSEEICHEREFHIZ
Y1100 @ P L Twi, £7, MINO  HEKE
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Table 1, Therapeutic efficacy of vancomycin and reference compounds
in intraperitoneal infections in mice
Organism Compound EDy, MIC
(Challenge dose, mucin) (mg/kg/dose) (ug/ml)
Staphylococcus aureus VCM 0.99 (0.82-1.33) 0.78
Smith (MS) MINO 0.35 (0.28-0.50) 0.10
(1.7x10* CFU/mouse, +) FMOX 0.31 (0.22-0.46) 0.39
IPM/CS 0.035 (0.00088—0.043) 0.013
ABPC 0.055 (0.039-0.13) 0.10
TOB 0.32 (0.23—0.48) 0.20
Staphylococcus aureus VCM 2.15 (1.42-5.23) 0.78
SR 2030 (MR) MINO 1.01 (0.69—1.46) 0.39
(2.7%10” CFU/mouse, +) FMOX 5.63 (3.79-8.12) 1.56
1IPM/CS 2.48 (1.30-3.93) 0.39
ABPC 500 (=) 100
TOB 160 (108 —-619) 100
Staphylococcus aureus VCM 5.65 (=) 1.56
SR 3637 (MR) MINO 0.92 (0.74-1.34) 0.10
(2.5%10” CFU/mouse, +) FMOX 495 (=) 100
IPM/CS >100 (=) 50
ABPC 500 (=) 50
TOB >200 (=) >100
Staphylococcus aureus VCM 17.0  (11.9-24.3) 1.56
SR 5769 (MR) MINO 232 (=) 3.13
(1.2x10* CFU/mouse, +) FMOX 273 (190—437) 25
IPM/CS >100 (=) 25
ABPC >500 (=) 100
TOB >200 (=) 100
Streptococcus pyogenes VCM 1.72 (1.23—2.59) 0.78
C-203 MINO 2.78 (1.94—3.93) 0.10
(1.5%10? CFU/mouse, —) FMOX 23.1  (13.3—101) 0.39
IPM/CS 0.24 (0.13—0.46) =0.006
ABPC 0.49 (0.21-1.19) 0.025
TOB 100 (42.6—145) 3.13
Streptococcus pneumoniae VCM 0.95 (0.17-1.37) 0.20
type I MINO 10.8 (7.71-16.2) 0.05
(1.7x10* CFU/mouse, —) FMOX 30.1 (17.4-47.1) 0.10
IPM/CS 0.95 (0.49—-1.62) <0.006
ABPC 1.30 (0.59—2.66) 0.025
TOB 123 (103—167) 25
Enterococcus faecalis VCM 2.12 (1.55—2.87) 0.78
SR 1004 MINO 149 (91.4—-293) >100
(3.3x10* CFU/mouse, +) FMOX 475 (-) >100
IPM/CS 1.15 (0.93—1.67) 0.78
ABPC 3.28 (2.39—4.60) 1.56
TOB >200 (=) >100

Mouse: ICR-strain, 5 weeks female, 21+2 g.
Therapy: subcutaneous administration, 1 h or 1 and 5 h (S. pneumoniae type 1) after infection.

EDs,: Probit method.
() :95% confidence limits.

MS: methicillin sensitive strain, MR: methicillin resistant strain.
VCM, vancomycin; MINO, minocycline; FMOX, flomoxef; IPM/CS, imipenem/cilastatin; ABPC,

ampicillin; TOB, tobramycin.
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Table 2, Therapeutic efficacy of vancomycin and reference compounds
in subcutaneous infections in mice

EDy,
O i C d MIC /ml)
rganism ompoun (mg/kg/dose) (ug/m
VCM 3.32 (2.09-5.56) 0.78
Staphylococcus aureus MINO 4.34 (2.83-6.79) 0.39
SR 2030 (MR) FMOX 7.04 (4.17—-12.4) 1.56
IPM/CS 2.17 (1.20—3.43) 0.39
VCM 6.26 (3.62—9.98) 1.56
Staphylococcus aureus MINO 11.3 (4.01-34.6) 0.10
SR 3637 (MR) FMOX >100 (=) 100
IPM/CS >100 (=) 50

Mouse: ICR-strain, 5 weeks, female, 212 g.
Therapy: subcutaneous administration, 1, 5, 24 and 30 h after infection.

EDs,: Logit method.
(' ):95% confidence limits.
MR: methicillin resistant strain.

VCM, vancomycin; MINO, minocycline; FMOX, flomoxef; IPM/CS, imipenem/cilas-

tatin.

Table 3. Therapeutic efficacy of vancomycin and reference compounds
in urinary tract infections in mice

Orani c . EDs, MIC
rganism ompoun
& P (mg/kg/dose) (ug/ml)
VCM 7.69 (4.00—14.5) 0.78
Staphylococcus aureus MINO 33.1 (18.9-53.1) 0.39
SR 2030 (MR) FMOX 3.81 (1.76—7.91) 1.56
IPM/CS 2.72 (1.49—4.86) 0.39
VCM 11.1 (5.04—25.0) 0.78
Enterococcus faecalts
IPM/CS 15.7 (8.16—32.1) 0.78
SR 1004
ABPC 5.31 (2.46—10.5) 1.56

Mouse: ICR-strain, 5 weeks, female, 21+2 g.
Therapy: subcutaneous administration, 4 and 7 h and then twice a day for 3 days

after infection.

ED;,: Logit method.

(' ):95% confidence limits.
MR: methicillin resistant strain.

VCM, vancomycin; MINO, minocycline; FMOX, flomoxef;, IPM/CS, imipenem/cilas-

tatin; ABPC, ampicillin.

i vegetation PO EHEHE FHA & ¥, 2, 10 mg/
kg REHTOEEBOBEAIZ, VEM XD EATY
}2e —%, FMOX 8 X t*IPM/CS 50 mg/kg £ 55
T vegetation FOEFEHIZ, 10° L ~L & EHIFER
5BCOLBEHLEDS T, VEM i Zh o o 2 EE|
ICHARBE S Iz BN TG ER ERL T2,

IIL. & =
FHT, VCM 3 EREBEROHELERNRE £ /-
i Clostridium difficile \~ & 2 R KBR DEE %
B LtOKRETHV oA TV 3, L L,
VCM it MRSA 123t U T3> in vitro HIEES%H
L', MRSA 2 & 52 BEXBRIBREICE VLT HIH
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Table 4. Therapeutic efficacy of vancomycin and reference
compounds in meningitis with Streptococcus pneumoniae
type 1 in mice

EDs, MIC
Compound (mg/kg/dose) (ug/mi)
VCM 3.57 (2.34—-5.04) 0.20
MINO 3.03 (1.70—5.26) 0.05
FMOX 8|.70 (5.22-15.0) 0.10
IPM/CS 0.15 (0.089-0.27) 20.006
ABPC 3.95 (2,25-6.43) 0.025

Mouse: ICR-strain, 5 weeks, female, 2112 g.

Therapy: subcutaneous administration, 24, 27 and 30 h after infection.
ED,: Logit method.

( ):95% confidence limits.

VCM, vancomycin; MINO, minocycline;
ipenem/cilastatin; ABPC, ampicillin.

FMOX, flomoxef; IPM/CS, im-

Table 5. Therapeutic efficacy of vancomycin and reference
compounds in lung infection with Streptococcus pneumoniae
SR 1326 in cyclophosphamide treated mice

ED;, MIC

Compound
(mg/kg/dose) (ug/ml)
VCM 4.34 (2.83—-6.79) 0.20
MINO 2.61 (1.53—4.18) 0.10
FMOX 62.0 (38.0—102) 0.20
IPM/CS 9.49 (6.12—15.5) =0.006
ABPC 6.95 (3.88—14.0) 0.025

Mouse: ICR-strain, 4 weeks, female, 1711 g.
Cyclophosphamide: i. p., 250 mg/kg, 4 days before infection.
Therapy: subcutaneous administration, 6, 20, 28, 44, 52, 68 and 76 h after infec-

tion.

ED:,: probit method.

( ):95% confidence limits.
VCM, vancomycin;
ipenem/cilastatin, ABPC, ampicillin.

BORETENT: in vivo UEEMERT I L1
WMESN TV B, $7z, BKKTIZ, MRSA BEAE I
B35 VCM 0E R #RE & 1%, MRSA BREE
DE—KEREL LT VCM 28RS hTw3, £2
TH~Z b, MRSA &R E/ 7 LBHEERA WL
BAREBRN~YALROUTKRT vy PEFREXT 3
VCM DiEE%hR %, FREORETREL I,

B R, RTRHSB L CREBRBREIINT 2 18E0R
CBL TR, BEERALEER<10°CFU/ml, BEY
D DEFEHH<10°CFU % & i BREBEH <104

MINO, minocycline;

FMOX, flomoxef, IPM/CS, im-

CFU/g DB4, SXAEHEL, EXEROFY
ELDED, #EHLI, HEASIUETRERT
3, ChoDHEBEZEEL TLRESEELERVE
BTHY, REBRRETDOI0*CFU/g 2, UTIEH
FHEEAE (FBIR) CRIhTwIBERGFOLOT
H5, RPEH=210*CFU/ml e -{ETDH 5.

S. aureusiz & <7 ARENRLIBLTR, B
$8 & L TMSSAT b % Smith#k, FMOX (MIC:
212.5 ug/ml) % & » &M f-lactam F iz HERHE
7 MRSA T&% % SR 3637, SR5769 k¥, %z 5 Uk¥
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Rat: SD -strain, 8 weeks, male, 300+20 g.
Therapy: intravenous administration, 6, 24 and 30 h
after infection.

VCM, vancomycin, MINO, minocycline;

FMOX, flomoxef; IPM/CS, imipenem/cilastatin.

Fig. 1. Therapeutic efficacy of vancomycin and

reference compounds in endocarditis with Sta-

phylococcus aureus SR 2030 in rats.

= i %2 MRSA (FMOX @ MIC: <6.25 ug/ml)
T# 5 SR2030 %k % B\ 72, Smith R IcH T 2
VCM DEEZIER 1L, in vitro B HICFEITL THE
BICHARELZRFETH > /2o MRSA BBt 5%
SERE D IE LR 13 Smith R B 1T 3 KT~
BFLTEY, ZOZ kit invio HBEHBETLT
W3 ZE, BXUSmith Bzt TRERLRERLICEE
EFEE2LEBrL itk eEzoh 3, LHL,
ABPC ® TOB #>100mg/kg Lt BRI 2 it B E %
& i i % E 4 MRSA &%, FMOX, IPM/
CS, ABPC # & tf TOB #3>100 mg/kg @ EDs, i %
L 7-EEmRYE MRSA &Zuizxt L, VCM it 2.15~
17.0mg/kg L RIF L EEHRERL, KXKXTO
MRSA BfefEic x4 2 VCM OB RS, HL2 DK
BT bERsNT,

MRSA & 32~V ARFTRREER L L THE TR
B UREBBSRE RV VCM ORESHR 2R L 12,
BT RE w3+ 2 VCM @ ED;, 1# 12 3.32~6.26
mg/kg ®~ L, /&EMYH MRSA B§:Tit, FMOX
PIPM/CSEDEEO D ICEBNEZRETDH - 7
MINO it MRSA i3#h0L 2 2 & '35, MRSA
RRHYE 1ot L6 & UHHARE T, BKMNZ S U

B FEOR R SN T 3 MINO'I b <A S
EFNMICBITBEIKD in vivo HiWS11x, FFLLL
RETENR T, 51, HRIROHE RN E <
10* CFU/abscess > <10* CFU/abscess & & D i L
WEMICT S L, HBRMIC 2L Tk nss, 1%
J& it MRSA B B4 1 813 5 MINO O i M %)) 1 13
4.3amg/kg 7 5 170mg/kg £ H L < BT L 7 45,
VCM {2 3.32mg/kg & 5.48 mg/kg DETic & &
%o, —H, REEBHTIE, VCM id FMOX & &
U IPM/CS ORI~ 1/2~1/3 £ > T
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IN VIVO ANTIBACTERIAL ACTIVITY OF VANCOMYCIN

Hayato Matsuda, Kenji Hori, Yoshinao Kobayashi,
Toriko Kikuyama and Hideaki Miwa
Shionogi Research Laboratories, Shionogi & Co., LTD,,
5-12-4, Sagisu, Fukushima-ku, Osaka 553, Japan

The therapeutic efficacy of vancomycin (VCM), a glycopeptide antibiotic, given parenterally in
experimental systemic and local infections due to Gram-positive bacteria in rodents, was compared
with that of ampicillin (ABPC), flomoxef (FMOX), imipenem/cilastatin (IPM/CS), minocycline
(MINO) and tobramycin (TOB). In systemic infections with seven strains of four species of Gram
-positive bacteria, including methicillin-resistant Staphylococcus aureus (MRSA), VCM showed
excellent in vivo activity (EDso: 0.95—17.0 mg/kg), reflecting its high in vitro activity. Its effects
on infections due to MRSA were superior to those of reference compounds except for MINO. As
compared with MINO, the efficacy of VCM was found to be far better in streptococci and Enterococ-
cus faecalis infections. Against subcutaneous infections with MRSA, VCM exhibited greater efficacy
than FMOX and IPM/CS, and was slightly better than MINO. In urinary tract infections, VCM was
superior to MINO, but inferior to FMOX and IPM/CS in MRSA infection. On the other hand, VCM
was comparable with IPM/CS, but slightly less effective than ABPC in E. faecalis infection. In
meningitis with Streptococcus pneumoniae, the effect of VCM was twice as high as that of FMOX, and
equivalent to that of MINO and ABPC, but significantly less than that of IPM/CS. VCM was also
twice as effective as IPM/CS and ABPC, and 14-fold more effective than FMOX against respiratory
tract infection with S. pneumoniae in neutropenic mice, but less effective than MINO. Against
endocarditis due to MRSA in rats. VCM showed greater efficacy than FMOX and IPM/CS, but was
slightly inferior to MINO.



