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ZPVICATFNVEREZZEATSHI LI NFHHRICA
BMXN/-I5BEBY/7 U051 FRIEETH S5, AZMIF2
ODT I VEEEHEOIEPLTI/UTA FRTHTH
SAFRICBL, 87NV HERTY AEIZLERLD
(LSS O b 726 SNABENTHEBABITLER
VIR R K & AR E T A,

AZMIZEM & B L, WFRME T T L BER ICHET A
BN BEINTWEDY, [LEFEOMERMER I
34 B in vitro L H ORET I RV FE O ISHEAERE
SRICHT AAIMOME N 2 M5 BT, HAEREO
BEFKS L OCBRSEER T 5 AZMOMICE ffiOH
B @ikt T oL e b, vV ABEBAREET
M % B TARE D in vivoRh R ERET L7zo £z, FEMk
BHRER DA TE CHERICBIT BIMECHELD
APVWIEGAEHENRRE L LTEESINTND
Ureaplasma urealyticum\253$ 5 RAFEEOTIE T b i
THRET L 72,

I. % & F &

1. EHEH

HEEITRTCHEOHEL 22 b D% AV, HHE
KNTAZM (7 7 4 —HLZE) DA, clarithromycin (CAM,
KIE$HE), EM (Sigma), ampicillin (ABPC, BAIGHE) B
& Ucefaclor (CCL, 1EEP2e SUE) # Bt H & L THERL
720 % B, U urealyticum\Z3+ 3 BHENEE I L TIE,
xfEEEE & L TCAM, EMIZfN X, minocycline (MINO, HZA
L&) =) bR L7,

2. fEA®EKk

SEWRITYRREE OBRKREES L CEEEAEE
D, FILBHEE LT3TEEK, I L0EBHEE L
T2oOWMRZERA L7z, FEEERR D BERRIZ 1987 E LRI
SEESN-BERE R 3608 B L EMEBEREE D Gard-
nerella vaginalis 208k % B\ 720 U urealyticumid 19864E
~ 19934 ICERIRA B 2 & 0B S N7z 158k % F\V 72,

3. B/EEMIEERE MIC) DflEH &

MICORIE IZERI & L T AR L EBEFELS DR T

*T500 BKEMHRT40%F
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FHEICH#E L THF o 72, 72751, HWHROAIEE T
Brucella HK RS blood agar (BB ELIEE) # W TITV, ¥
FE T 8 1Z Anaerobe broth MIC (Difco) /L THE L
7o BAEEEI310°CFU/mlE L7z, MICOHISE S #id
G. vaginalisTI35% & v VI B & F1% proteose pep-
tone No. 3 (Difco) #NColumbia agar (Oxoid), £ DD
FETIE5% b Y VMM #E AN Brucella HKF8 R EE # (R R
BI3E) & 7225, Clostridium spp. TIIERBEE *3%
LR L7z,

EE IR F ¥ v N— (B 53 7) TN, 82%, CO;
10%, H, 8% DIBET T37T, 48T 72, 72721,
Porphyromonas gingivalis & Mobiluncus spp. T3 & & 3
HRE4T- 720

4, BHERHEDB L OEBpHOMICII RITTHE

5% & v ML MBrucella HKEER B & B Witk
k& IV T10% 1073 & N10°CFU/mlEEfE R OMIC &
HI5E L 720 [FREIC, 10°CFU/mlERERE O 5E #ipH (pH5, 6,

7) DMICIZ T T B 25T L7z, pHOFEII5N HCI
FRWTiro 72,

5. < ARG FER

FDWEIZHEL Ty ABEBENBREDGEEER T T
72, 7272 L, =7 ALICRAR, M, 6~ 7@ (FEX20g)
w1BESULMEH L7z & 72, A ®#K 3 Bacteroides fragi-
lis NCTC 10581 & J& iy sk B PR 43~ Bl #%k Staphylococcus au-
reus GAI 93111°C, MEkEZEBICY T AL2) F R
ZN8X10'CFU & 2.5 X 10°CFUHEHE L 7z, FEHIITAZM
LCAM%Z FV, HEMEEHK L D 100mg/kgD & % 1 H 2[E,
AHBROES Lz, BOKGICERL, MEHIX05%
carboxymethyl cellulose (2 #k & &, R L 72, % B,
AZM ¥ CAM® B. fragilis NCTC 1058112xf 3 % MICIZ %
N#FN6.25ug/ml& 1.564g/mlT, S. aureus GAI 93111
123t L TidF N 2h10.78ug/ml & 0.39:g/mlTdh - 72,

6. U wrealyticumlZ3+9 HPLH N

L DEE|ZHE D TT-brothk ¥4 72 7L —bEHW
7R FEABREIEREREIC L YMICOBIEE T 72", ¥
FEEE1310°~10° CFU/well & L, HEIIHEEZIH
B T 72,

7. FEEtHLE

< ARG ERIC BT ARG EED
&G EE S H 82 13 Mann-Whitney's U test (StatView 4.0)
w HVTRET L 72,

I. # ®

1. AR T4

HEMEOSERK I T HAZMDARY b T L
75 LB (Table 1) 205 2775 A FEMEH (Table 2) £ T
WG <, % < OWMEIZH L TMICIX3.13pg/mlLLF T
577 LA L, HEFEE L THW/ACAMREM & [ZIZ[FE
¥E12, Peptostreptococcus spp. X B. fragilis group® —HH1Z

E ISR R880 o 72,

ABPCE DB CIIBERME 7 7 A B EERE AR B 12X
L TIZAZMIZ R R4 B A, Lactobacillus spp. (ZxT L Tl
ROELEETH o7z, Fz, WRMET T LBRMEEISH
L TIZAZMD &I R R - T,

CCLE DI TIX, 7T LEMHE 233 L T Peptos-
treptococcus® B FAZMD T DME - Tz, 77 LBEHHE
\2%F L T ld Bacteroides spp. & T —HOEE % & X,
CCLO T3> T 72,

B-lactamase @ FEFEAE B, fragilis T & 3-lactam 3 | 2T {4
ZRTEAEICXT T A MICIE Table 31277 L 72, Cefopera-
zon |2 B FE M M % 7R 3 GAI 0558%k & ABPCIC & Tt 14 %
7RI GAI 101508kIZCAMREMIZ AT § % O L [FERIZAZM
WA LT e STHELER 2 7R & 2 A2 o 7295, cefoxitin
B B O GAL 79558k & IPM S EE i 4  GAT 30144 %k

[ZCAM EEMIZIZ BRI Z M TH A DIZxd L, AZMIZ
FEERMEZ R L7,

2. HTEERRIR T RERR 3T AR D

BiA#E L Table 41278 L7z,

AZM & Peptostreptococcus spp. \2xF L TIZEM & 8 %5 A
LK, FOMDOILEER LY DKL TH - 72,
75 AEHRRE AT LT IZIZRBEOMENTH - 7245,
WZIENT, BMUWIE DO 5,
B. fragilis group {Zx+ L Ci350% Dk FEEHMIET 5
AZM®D K| (MICs0) 1350pg/mIl L &8 <, HLET
1288 H o 720 T 72, imipenemfit % B. fragilis group {2 i3
M EEH E FEARICIE IR AR N o T,
Prevotella biviaB & U Prevotella intermedialZ*F 3 % 90%
DOk E FEMIET 5 HEE (MICeo) IZHLEEAITH 5
CCL & ABPCIZIE A 9T S &7~ L 72, Prevotella gingivalis
x4 B AZMDOMICo01d0.78ug/ml L ARMETH - 7275,
WEER LD IILIBETH 72,

3. BHEEES L UpHIC X AMICOZE)

AZMIZERFEEOMEICL D, METLAEBLA LD
BRIZHT L 2% A 5 8fE OMICO HE i % 7Rk L 72 (Table 5) o
CAMEEMIZBWTH OB TH > 720 LA L,
ABPC & CCL T\ Bilophila wadsworthialZ%} 9 % 10°CFU/
mlBEAEE OMICAHT10°CFU/ mIBEHERF OMIC & H_3 265 L)
rOEAPR SNz,

B HpHD AZMDHUR 3§ B B Idmat L7297
TO_RTHED LN, pHATRLE6IZTALZ EIZLD,
MICIZ T X TORTUELL LE & o7z (Table 6), L7
L, pHZ5IZTFIF A Z &2 & D B fragilis & Bacteroides
thetaiotaomicron TR & L TMICA EETH - 7275,

Peptostreptococcus magnus,

Mobiluncus spp.

Veillonella parvula, Prevotella
oralis?e & TIIMICAH KT L7z, EARZLBRIZEMT
bAHHMNIzA, CAMTIIRES L 72§ X TOREETMIC
DIETHR N7z,
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4. < ABEARERIIERER

AZMITBIEPI R B2 5 R 5 L CAM L ) b$h
CENRLHRERLAY, BRINZIREERIZCAM
BRBEOHTHPER (p<0.05) IZM&A o 7= (Table 7).,
AZMERBEL BRI G Lado/zo vy bo— Lk
DB T AZMERE D F P IRBERIED - 7225,
EEDETII D272 (Table 7),

TR S M7z RSP R S oh O B B A& B 12 Table 81
RLU7, AZMIGHRE TIZIRESE P IE 2 S O AR R
Hah, £OR, S aureuslI3BTTH S, B fragilis
228 6 DA SNz, CAMIGREETIZIRECMAF2
BALDOABIRHEN, 2L b S aureusk B. fragilis

%ﬁ)\/’ell‘f:c
5. U urealyticum\Zx+3 AILHE N

AZMIZ U. wrealyticumiZxt L TCAME D35 0D,

MINO &k (ZIZF% TEM L ) R @R/ E N ZRL
(Table 9)o %3, TableiZiZiRLTW2WAS, U wrealy-
ticum ATCC 27618 =3t 4 % AZM, CAM, EM B & U
MINODMICH # 1 #10.25, <0.03, 0.5, 0.5xg/mlC
éF)Of:o
I % "

- A EOLEEE MR R EEEH AR ICBVT
AZMIE I SCPE T M 1o L TEM & I IZEZE D Vvin
virodT D &R L7z R #5 R 1ZBarry &' 2 Spangler
BNCE o THMEENTEY, FEDORNLZLIZLY
BONIMICEIEDAALNSE DD, AIMOMAE
WA Bin vito U STIZEME IZZFE L THH EBD
ha,

X707 4 FRITEEOHE N 135 OpHIZ & 1 3E
BB STRT VI LIS ETILELBESATY:

Table 1. Antibacterial activity of azithromycin and other agents against gram-positive anaerobic bacteria and

facultative anaerobic bacteria

MIC (ug/ml)
" Organism . . - - . —
Azithromycin  Clarithromycin =~ Erythromycin ~ Ampicillin =~ Cefaclor

Peptostreptococcus anaerobius ATCC 27337 1.56 0.10 0.20 0.20 0.78
Peptostreptococcus asaccharolyticus WAL 3218 >200 >200 >200 0.20 3.13
Peptostreptococcus tndolicus GAI 0915 >200 200 >200 =0.025 0.20
Peptostreptococcus magnus ATCC 29328 6.25 3.13 6.25 0.39 6.25
Peptostreptococcus micros VPI 5464-1 1.56 0.78 1.56 0.05 1.56
Peptostreptococcus prevotii ATCC 9321 1.56 0.78 1.56 0.10 0.39
Staphylococcus saccharolyticus ATCC 14953 1.56 0.39 0.39 =0.025 0.05
Streptococcus constellatus ATCC 27823 0.39 0.05 0.10 0.39 3.13
Streptococcus intermedius ATCC 27335 0.78 0.10 0.20 0.39 6.25
Streptococcus parvulus VPI 0546 0.39 =0.025 0.10 0.78 0.78
Gemella morbillorum ATCC 27824 0.78 0.10 0.20 =0.025 0.78
Propionibacterium acnes ATCC 11828 0.05 =0.025 0.10 0.39 1.56
Propionibacterium granulosum ATCC 25564 0.05 =0.025 0.05 =0.025 0.39
Eubacterium lentum ATCC 25559 0.78 =0.025 0.20 3.13 25
Mobiluncus mulieris ATCC 35240 =0.025 =0.025 =0.025 =0.025 0.78
Mobiluncus mulieris ATCC 35243 =0.025 =0.025 =0.025 0.05 1.56
Mobiluncus curtisti subsp. curtisii ATCC 35241 =0.025 =0.025 0.05 0.10 3.13
Mobiluncus curtisii subsp. holmesii ATCC 35242 =0.025 =0.025 0.05 0.10 3.13
Clostridium clostridiiforme NCTC 11224 0.10 0.10 0.10 0.39 50
Clostridium difficile GAI 10029 >200 200 100 0.78 12.5
Clostridium perfringens ATCC 13124 1.56 0.78 1.56 =0.025 0.10
Clostridium ramosum ATCC 25582 0.78 0.78 “ 1.56 0.10 25
Clostridium septicum ATCC 12464 1.56 0.20 = 0.78 =0.025 0.10
Clostridium sordelliit ATCC 9714 1.56 0.10 0.20 0.05 1.56
Bifidobacterium bifidum JCM 1255 0.05 =0.025 0.05 0.05 1.56
Bifidobacterium adolescentis JCM 1275 0.20 0.05 0.10 0.39 1.56
Bifidobacterium breve JCM 1192 0.10 =0.025 0.10 0.05 0.20
Bifidobacterium longum JCM 1217 0.39 =0.025 0.20 0.39 0.78
Bifidobacterium pseudolongum JCM 1205 0.20 =0.025 0.10 0.39 0.39
Lactobacillus acidophilus JCM 11322 0.10 =0.025 0.10 0.78 25
Lactobacillus brevis subsp. brevis JCM 10592 0.20 =0.025 0.10 12.5 100
Lactobacillus casei subsp: casei JCM 11342 0.39 0.20 0.20 3.13 50
Lactobacillus fermentum JCM 11732 0.20 0.10 0.20 0.78 50
Lactobacillus plantarum JCM 1149 1.56 0.20 0.39 1.56 25
Lactobacillus reuteri JCM 11122 0.39 0.20 0.20 1.56 200
Lactobacillus salivarius subsp. salivarius JCM 12312 0.78 0.20 0.39 1.56 100
Gardnerella vaginalis NCTC 10915 0.20 0.05 0.10 0.05 1.56
Gardnerella vaginalis NCTC 102872 0.20 0.05 0.10 0.05 1.56

a Facultative anaerobic bacteria.
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Table 2. Antibacterial activity of azithromycin and other agents against gram-negative
facultative anaerobic bacteria -
Co MIC (ug/ml)

Organism Azithromycin ~ Clarithromycin ~ Erythromycin Ampicillin __ Cefaclor
Bacteroides fragilis GAI 5562 12.5 1.56 3.13 gg Zgg
Bacteroides fragilis ATCC 25285 6.25 0.78 3.13 P 100
Bacteroides fragilis NCTC 10581 6.25 1.56 6.25 2 56 6.25
Bacteroides vulgatus ATCC 8482 1.56 0.20 0.78 1ee 6’25
Bacteroides distasonis ATCC 8503 1.56 0.20 0.78 50 >200~
Bacteroides ovatus ATCC 8483 25 6.25 12.5 e 100
Bacteroides thetaiotaomicron ATCC 29741 25 6.25 12.5 3 12.5
Bacteroides uniformis ATCC 8492 6.25 1.56 3.13 g~20 0.78
Bacteroides eggerthii ATCC 27754 >200 3.13 12.5 .13 0.78
Bacteroides gracilis GAI 10428 0.78 6.25 3.13 <3 0-39
Bacteroides ureolyticus NCTC 10941 0.39 1.56 0.78 =0.025 25.
Prevotella bivia ATCC 29303 3.13 0.39 3.13 50
Prevotella buccae ATCC 33574 3.13 0.39 3.13 0.20 1.56
Prevotella corporis GAI 91000 0.39 0.05 0.20 0.39 0.78
Prevotella heparinolytica ATCC 35895 0.39 0.10 0.20 0.20 0.78
Prevotella intermedia ATCC 25611 0.78 0.10 0.20 0.10 0.39
Prevotella melaninogenica GAI 5490 0.78 0.39 0.78 0.10 0.39
Prevotella oralis ATCC 33269 . 1.56 0.39 1.56 0.10 0.39
Prevotella oris ATCC 33573 . 0.78 0.10 0.39 0.20 0.39
Porphyromonas asaccharolytica ATCC 25260 0.39 0.05 0.10 =0.025 =0.025
Porphyromonas gingivalis ATCC 33277 1.56 0.10 0.39 0.05 0.10
Fusobacterium nucleatum ATCC 25586 3.13 50 50 0.05 1.56
Fusobacterium varium ATCC 8501 100 >200 >200 1.56 50
Fusobacterium necrophorum ATCC 25286 0.78 12.5 12.5 0.10 3.13
Bilophila wadsworthia WAL 7959 3.13 6.25 3.13 25 6.25
Desulfomonas pigra DSM 749 0.39 0.78 1.56 25 100
Veillonella parvula ATCC 10790 12.5 - 12.5 25 0.10 0.10
Veillonella disper ATCC 17748 0.78 3.13 1.56 0.20 0.10
Capnocytophaga ochracea GAI 55862 1.56 =0.025 0.39 0.39 1.56

3 Facultative anaerobic bacteria.

++Table 3. Activity of azithromycin and ofher agents against B-lactamase-highly-producing Bacteroides fragilis strains

Orgardsrﬁ

Character of organisms

Azithromycin Clarithromycin Erythromycin Ampicillin Cefaclor

B. fmg‘tlzs GAI 0558

B. fragilis GAI 7955
B. fragilis GAI 10150
B. fragilis GAI 30079

B. fragilis GAI 30144

CXase? type I producer, 50
cephalosporin-resistant
(MIC of cefoperazon, >200 pg/ml)

CXase type I producei', >200
cefoxitin-resistant (MIC, 100 pug/ml)

CXase tyi)e I producer, ampicillin- 25
resistant (MIC, 1600 pg/ml)

CXaset&pe 1I producer, imipenem- >200
resistant (MIC, 50 pg/ml)

CXase type II producer, >200
(MIC, 100 pg/mi)

MIC (ug/mi)

3.13 25

6.25 50
1.56 12.5

>200 >200

6.25 50

>200

>200

>200

>200

>200

>200

>200

>200

>200

>200

3 Cefuroximase.
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ZEpHABUT DD IHEET LI L2 HY, #0045
BOITIIERLEEREZFOND L,

—7, MEHEEOMICERET 5 HE I3 — My ic
10%CO AT THEIERLAT ) 4%, CO 3B MipH % &
T3, w7074 FRIEHEOMICIHELZ R T2,
Izt L, Oxyrase (Oxyrase Inc., US.A) & & 5 B3
RV TCO D EVTE THETRE R 1T & pHIZE
THEY, LAadoTe2u54 FRIEHEOMICIEE <
%6\, Retsema 5% i3 S H B @ Wilkins-Chal-
gren broth % FI\2 72 EBX T, GasPak Plus system¥ T

BRI pHAT6.4~6.9TH o 72D IZxf L, Oxyrase system
REMETIEpHM 7.1 ~7.4\2% 0, BREAVER (S 5 AZM
DMICIZ2~64fFERE CIET LA LHEL TV S, T/,
IR 2BV T F L — Y Rdebridement A5 @ HE DGR T
LN EDT, FDH%OMYHEDPHIZIER DMEBA
BHIENbDE 2B ERBDNR, FHEEIMW  BRED
pHIZ72fEICR A THA ) LHERLTWVD, ¥/ 07
A FRIUEED L ICEBpHOME 2 Z TR T VIHE
KOMICERET HHE, WTNOFEIERKRICLD
IR H 5013, DERSLERRRETOBHEKE RHLE

Table 4-1. In vitro activity of azithrorhycin and other agents against clinical isolates of anaerobic bacteria

Organi A MIC (ug/ml)

rganis

gamism gent Range 50% 90%

P. anaerobius (20) Azithromycin 0.39~ >200 0.78 1.56
Clarithromycin 0.05~ >200 0.05 0.20
Erythromycin 0.10~ >200 0.20 0.39
Ampicillin 0.10~12.5 0.20 0.39
Cefaclor 0.20~25 0.39 0.39

P. asaccharolyticus (27) Azithromycin 1.56 ~ >200 3.13 >200
Clarithromycin 0.78 ~ >200 1.56 >200
Erythromycin 1.56 ~ >200 6.25 >200
Ampicillin =0.025~0.10 =0.025 0.10
Cefaclor 0.05~3.13 0.10 0.78

P. magnus (38) Azithromycin 3.13~>200 6.25 >200
Clarithromycin 1.56 ~ >200 3.13 >200
Erythromycin 3.13~>200 6.25 >200
Amopicillin 0.10~0.39 0.20 0.39
Cefaclor 0.10~3.13 0.78 3.13

Mobiluncus spp. (18) Azithromycin =0.025~0.05 =0.025 0.05
Clarithromycin =0.025~0.05 =0.025 =0.025
Erythromycin . =0.025~0.05 0.05 0.05
Ampicillin =0.025~0.20 0.10 0.20
Cefaclor 0.39~3.13 1.56 3.13

G. vaginalis (20) Azithromycin =0.025~0.20 0.20 0.20
Clarithromycin =0.025~0.05 0.05 0.05
Erythromycin 0.05~0.10 0.10 0.10
Ampicillin 0.05~1.56 0.20 0.20
Cefaclor 1.56 ~50 3.13 6.25

C. difficile (26) Azithromycin 6.25~ >200 12.5 >200
Clarithromycin 1.56 ~ >200 200 >200
Erythromycin 1.56 ~ >200 >200 >200
Ampicillin 0.78~3.13 1.56 1.56
Cefaclor 25~100 50 50

C. perfringens (15) Azithromycin 0.78~3.13 1.56 3.13
Clarithromycin 0.39~1.56 0.78 0.78
Erythromycin 1.56~3.13 1.56 1.56
Ampicillin =0.025 =0.025 =0.025
Cefaclor =0.025~0.10 0.05 0.10

B. fragilis (66) Azithromycin 6.25~ >200 50 >200
Clarithromycin 0.78 ~ >200 3.13 >200
Erythromycin 3.13~>200 25 >200
Ampicillin 0.78 ~ >200 25 >200
Cefaclor 200 >200
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Table 4-2. In vitro activity of azithromycin and other agents against clinical isolates of anaerobic bacteria
. MIC (pg/ml)
Organism Agent Range " 50% 90%
B. thetaiotaomicron (45) Azithromycin 6.25~ >200 100 :ggg
Clarithromycin 0.78 ~ >200 12.5 2200
Erythromycin 3.13~ >200 25 200
Ampicillin 12.5~ >200 25 > 200
Cefaclor 50~ >200 200 >
Other B. fragilis Azithromycin 6.25~ >200 100 >288
group organisms (14) Clarithromycin 0.39~ >200 6.25 >2
Erythromycin 3.13~ >200 25 >200
Ampicillin 6.25~ >200 12.5 >200
Cefaclor 0.78 ~ >200 25 >200
Imipenem-resistant Azithromycin 25~ >200 >200 >200
B. fragilis group organisms Clarithromycin 0.78 ~ >200 >200 >200
(20) Erythromycin 6.25~ >200 >200 >200
Ampicillin >200 >200 >200
Cefaclor 50~ >200 >200 >200
P. bivia (25) Azithromycin 0.78~25 3.13 12.5
. Clarithromycin =0.025~1.56 0.39 0.78
Erythromycin 0.78~12.5 3.13 6.25
Ampicillin 6.25~200 6.25 100
Cefaclor 0.39~ >200 12.5 200
P. intermedia (22) Azithromycin 0.20~0.78 0.39 0.39
Clarithromycin =0.025~0.10 0.05 0.10
Erythromycin 0.10~0.39 0.20 0.39
Ampicillin 0.05~50 0.10 1.56
Cefaclor 0.10~100 0.39 6.25
P. gingivalis (20) . Azithromycin =0.025~0.78 0.39 0.78
Clarithromycin =0.025~0.10 0.05 0.10
Erythromycin 0.10~0.39 0.20 0.39
Ampicillin =0.025~0.10 0.05 0.10
Cefaclor 0.05~0.78 0.39 0.39

Table 5. Effect of inoculum size on the iz vitro activity of azithromycin and other agents against anaerobes

MIC (ug/ml)
Organism Azithromycin Clarithromycin Erythromycin Ampicillin Cefaclor

10% 107 10° 10° 107 105 10° 107 10° 10®° 107 10° 108 107 10°
P. magnus ATCC 29328 50 125 625 25 625 3.3 25 125 625 078 020
V. parvala ATCC 10790 95 125 125 25 125 125 25 25 25 0.78 0.39 gig zg 20 1(2)'?0 gig
B. fagilis ATCC 25285 50 25 25 313 313 31325 125 625 25 25 25 200 200 100
B. fragilis GAI 5562 25 125 125 313 15 156 125 625 625 50 25 25 200 100 100
B. thetaiotaomicron 50 50 50 125 125 625125 125 125 25 25 25 200 100 100
ATCC 29741
P. oralis ATCC 33269 125 625 313 078 039 039 625 625 313 010
F. nucleatum ATCC 25586 625 625 313100 100 100 100 100 100 0.78 gig g%ﬁ 333 (1)22 (1)22
B. wadsworthia 125 125 625 25 125 125 25 25 125 5200 25 625 >200 100
5. i 625 >200 100 625

2 Inoculum size, CFU/ml.
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Table 9. In vitro activity of azithromycin and other agents
against 15 clinical isolates of Ureaplasma

urealyticum
B D=7 AR EPBRRIARREIRTIZAZM O R BBk 12 e
S BMICACAME ) 26545 AERE I b b 5 F, Agent - g m; =
RBTAE L RBFEKECAME AFODRERL,  — T 5;’; =
Sy s . zithromycin .125~0.25 .25 .
AROin vivo LR ROR S EFEH L 1o Clarithromycin <0.03~0.06 =003  0.06
DEDHEREIY, invitobTE I 2> S IZAZMIZEM & 1E Erythromycin 0.25~0.5 0.5 0.5
BREOHE N T o 7245, BN in vivk) Br % 1 4 Minocycline 0.125~0.5 0.125 0.25
Table 6. Effect of medium pH on the in vitro activity of azithromycin and other agents against anaerobes
MIC (ug/ml)
Organism Azithromycin Clarithromycin Erythromycin Ampicillin Cefaclor
pH5) pH6 pH7 pH5 pH6 pH7 pH5 pH6 pH7 pH5 pH6 pH7 pH5 pH6 pH7
P. magnus ATCC 29328 =0.025 125 156 =0.025 3.13 1.56 =0.025 6.25 3.13 =0.025 039 020 =0.025 1.56 6.25
V. parvula ATCC 10790 £0.025 25 6.26 =0.025 625 125 =0.025 25 125 =0.025 010 020 =0.025=0.025 0.10
B. fragilis ATCC 25285 50 100 6.25 078 625 156 100 100 625 313 25 25 6.25 200  >200
B. fragilis GAI 5562 100 50 6.25 078 625 1.56 100 50 625 313 125 125 313 50 200
B. thetaiotaomicron 50 100 125 078 125  6.25 100 25 625 125 >200 25 0.39 100 200
ATCC 29741
P. oralis ATCC 33269 =0.025 6.25 078 =0.025 020 039 =0.025 313 039 =0.025 010 0.10 =0.025 3.13 0.10
F. nucleatum ATCC 25586 <0.025 6.25 3.13 =0.025 50 50 =0.025 100 50 =0.025 0.05 010 =0.025 3.13 1.56
B. wadsworthia 0.025 625 1.56 =0.025 12.5 625 =0.025 25 6.25 =0.025 6.25 625 =0.025 1.5 125
WAL 7959

2 pH of the medium used for susceptibility testing.

Table 7. In witro effect of 4-day treatment with azithromycin and clarithromycin on mouse mortality and intraabdominal
abscess formation caused by mixed infection with B. fragilis NCTC 10581 and S. aureus GAI 93111

Abscess formation rate

Mean abscess weight

Treatment® ) Abscess weight (mg) (mg+S.D.)
Azithromycin 5/8 ( 63%) 176, 145, 13.2, 6.8, 4.8 11.4+54
Clarithromycin 6/8 ( 75%) 8.7,71,34,32 27, 1.6 45+28

Control 8/8 (100%) 28.8,25.7, 20.4,19.8, 16.9, 174477

11.1, 8.6, 8.2

a A dose of 100 mg/kg, twice a day was given for four days to eight mice (ICR strain) for each treatment group.

Table 8. In vitro effect of 4-day treatment with azithromycin and clarithromycin on viable cells in mouse intraabdominal
abscess caused by mixed infection with B. fragilis NCTC 10581 and S. aureus GAI 93111

No. of viable cells in abscess®

Treatment® No. of abscess tested ot detected 10 10° ™ 0 106 5
Azithromycin 5 2 0/2¢ 1/0 2/0
Clarithromycin 6 4 01 1/0 1/0 0/1
Control 8 0 2/4 6/4

a2 A dose of 100 mg/kg, twice a day was given for four days to eight mice (ICR strain) for each treatment group.
b Viable cells were counted 7 days postinfection.

¢ S. aureus!B. fragilis
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The in vitro and in vivo activity of azithromycin, a new macrolide,
against anaerobic bacteria and ureaplasmas

Naoki Kato, Haru Kato, Kaori Tanaka, Kunitomo Watanabe and Kazue Ueno
Institute of Anaerobic Bacteriology, Gifu University School of Medicine,
40 Tukasa-machi, Gifu 500, Japan

Kouji Tada and Yukimichi Kawada
Department of Urology, Gifu University School of Medicine,
40 Tukasa-machi, Gifu 500, Japan

The in vitro activity of azithromycin (AZM), a new macrolide, was compared with those of erythromy-
cin (EM), clarithromycin (CAM), ampicillin (ABPC), and cefaclor against anaerobic bacteria and a
fastidious facultative anaerobe, Gardnerella vaginalis. Against Ureaplasma urealyticum, AZM, EM, CAM,
and minocycline (MINO) were involved for susceptibility testing. AZM had broad spectrum against gram-
positive and gram-negative reference strains of anaerobes, inhibiting many anaerobic bacterial strains at
3.13 pg/ml or less. AZM was as active as or less active than EM against clinical isolates of Peptostreptococ-
cus spp. and gram-positive rods. AZM was very potent against Mobiluncus spp. Although AZM had weak
activity against the Bacteroides fragilis group, this compound had very strong activity against Prevotella
bivia and Prevotella intermedia, the activity which was more than those of cefaclor and ampicillin. The
influence of inoculum size upon antimicrobial activity was seen in AZM as well as EM and CAM. The
activity of AZM was effected by medium pH; lowering pH from 7 to 6 rendered MIC 4 time or more higher.
In a mouse model of intraabdominal infection with B. fragilis and Escherichia coli, AZM was as active as
CAM. AZM was less active than CAM, comparable to MINO, and more active than EM against U.
urealyticum. These results suggest that AZM is more effective than EM on anaerobic infections and
ureaplasmal infections.



