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1. KNEIEEICRI T AHRES

AZM 500mg% B AR SO #K, FEBHROREHMLEFREXVTNOEFHE4ERH
LLAIIZ0.38ug/m %R L, #61BEMT£12130.02.g/mASFR b N Tzo HARLHHMARE XS
B TEER LIS R S R 2.60~8.23ug/g Z R L, #61BEMI%12130.81~5.25ug/gh A H 1L
7o F 7, WF R OBERTIC BV T b YRR MM PR BE (3 L PR D# 10~ 20658 <R L7,

2. ERFRAVRRET

BIEREBIL0TEIO S b, BRERER O R8FI BT 5 AHFIITFEIESRI6.0% (48/
50), FEHER%92.3% (12/13), HMAE100% (11/11), SHE2FEL84.2% (16/19) 2 L' T,
Stk E LTI293.9% (92/98) Th o 120 MEFHZRO M SRAEFIX726IT, RRE109P
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ﬂtﬁﬂwfhb~ﬁﬁfi%&%@ﬁ&ﬁwﬂx%éﬁ@%ﬁﬁ%ﬂm%ﬁﬁﬁéﬁ%gﬁﬁ
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W BV, AZM (% Staphylococcus awreus, Streptococcus
pyogenes 72 & D 7 5 b [ B, Neisseria gonorrhocae,
Escherichia coli, Haemophilus influenzae’s £ D 7 5 L&
W, MAMREBLOZIIVTRICH LTIEESE A
T 57, $ICH influenzaellxt L TiE, BREO~209 4
FRIUEMRE &L, BN -EEEETRT,

IS L ORI, EEBANORBTICENR, R
RIS 7o TREBROBELGHERF SN D T L HHRE S
MTHNY, GEHMKRSG TRRO< 7071 FREEY
B RS EDOEBMRSHFEINL TN S,

Wk, =ruJ A4 FRAEWRIERAFFIRICB W
THERED 7 T LM IRERIE, HREEREES L U
Chlamydia trachomatis\_ & A FERER 2 &G 3
TWADS, AZMIZHIR L7458 & 0 B BAEREES
bERMESHFEINS,

F 412 C. trachomatisiZ & B EEEE (B $ 5 B & BR
EGIHRTHREY) 4R, FEARE, FELERSER 7L
PR, SMERREIIITT AAZMOENME, TEMSB L
UFRBICOWTIRET L, B TR - BERBITOR
HEfTo O TUTIZFORBEEHRET 5, 2B, Kb
ERIIAE 12/ 2 & IS FDOMEARERR, ET16MEaRIC &
AIERFFZETH Y, GCP(good clinical practice) % JE5F
LTiTo7

1. WRELUVHEREZE

1. {FREEERIZEE T ARG

1) %

RAMBIREIZB T A REHE19934E1 A A 519934104
¥ COBIC, LERRE, BMXEEFERES L OH
EhERR, EKE, MERE, AMKRFIIBVWTERL
7o (RNBIREIGBRAATEIRAT - RRBERERKEEZA
B % #Ft),

WREBEIFEHEZO/-OTFERER2RITL, It
EWME D% LEL T 51650 E8ORK & L7z,

B, BEITRBROERICEILL, 60 LORER
HNE, FTREINIHEBLURIIERE T +23HBEL, XA
NDEHEEILLLFAEIBONTZEZELZNRE L,

2) HEBHE

(1) BEEBIUHREHE

AZM 250mg (F1fii) % MER L, #iaiic500mefks L
72

(2) RBOTMB &L CRIFE

AZM#F 51k, FEEBIREERICHFERL, FEERK
%8RI L 72, BRILER, MiE 258 LIRERNEICHT 5
FT—20C LTS CHEHRE L7,

T/, WA L-UEEE(FENE TEHRB, ¥
SEER, FEREL, IRE, SNE) IABEAEWTREREL,
BEAEREET-20C A TICTHRERT L. BRIKR
BEER I AZME SR O Al FEBRE SRR F TE L

JAPS

(3) MBEWIEE

AZMD I FERIE 13 (BR) ZBIL# ¥ — 2 — TV THT
o120 MEHEIFR—I8—F 14 A7 % FlV>/zbioassay "
L L, MSER I Micrococeus lutens ATCC 9341 Z 6 L

720
2. BRRE9ARET
1) X%

R B ET 12 19934E2 A A 5 19941 B £ TOHMH
2, EEL12MERZ 5 S FOMBARICBVWTERS
ni’z,

MBPEBEITFEARE (TERRE, EB%R EBT
A, MYRE, TEYRE), FEHRERLGE
7%, OREERIRAE, SR Z, JPMIRE), FLARZE, SMEd
g (20 b)) VRRg% - IR & L, 16 1L L8O Kif
DARE I RBEERE LT, FICFERBE,
FEMNBBACHELTIUTORK XY@/ -+ RES
WL L,

(FEREYE - TEMNREFROZEELE)
BEADOMZ, MZICL ) THERD L WIIETEI 50
FEFEDIED, RAZICL ) FEGTHL VYT 7 AR
FExAL, HR37CUE, F-3HMERES8000/mm’
LLE, &5 WIICRP(+) L EDFER,
B, UFTOWTI,IIHYTL2EBEINE,I LB
THrIEE LT,
(1) RO~ 4 FRAEHEIIHLTT LIV
F-DOBEOHLBE

(2) VZTHFEARLBEINLIBEEBIVEES
T ETHOEMKRE - SHEXYATALEE

(3) AAEBRFAMGRTICMOIAEMEAIRE Sh, B
EROYEL2DOHLBH

(4) LANCAZMAHEG &N L ndHsrBE

(5) UANA, E¥ik EAIMPBEL MEHEE L
LN 5 BRYIED BE

(6) EBELEHLVIIFHERELETLIRE

(7) HRFLRERERLTHWATREEOHLBEEB L
UBRILFPOBE (- LEBRICRS TR, X
THEALEZFIELTHRS L7,)

(8) BOMKIMTH o> THEANEELEE

(9) Z0fth, HERBYEMAIRE L TAEY EH
WL -

B, BEIIIBROERIIELDL, BBRATZ TS
FHHAL, AANOBHHELEICLIFAENEONBERZN
BrLl,

2) B5EBIUHRSHE

AZM 250mg (F11ff) $E % A L, 18%(250mg) T 72132
$2(500mg) * 1H 1M, JERI& LT3HM, RHICEOR
51L7,
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3)  BERZEA

REROBWICHE Y RIZTEERZ SN AMLOWHE
¥ BIEREATUAN, v-7u7) YHHB LT
O = —## K F (G-CSF, M-CSF) D B REAl & L THF
bhwZ ke l, EATOA FEHRAER, Mk - H5E
H, HABERREORRIBTEZIEE L, E/,
ERRBDOERICLELTER RS L TWAHEITIE,
BRI LTHMBEZEZBIERLMERATAZEE LT,

4) BE - REEE B L UEKRN
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(2) MEZFEHRE

SR B L UGS ERTRIRED O FENEDY,
Y7o AMERT, Mk EHRIML, MEOSRERE L
HEAEYER LT, BTG =#tFL—- -1
{EEBmERR RS 1% L, 8 - AES L UMICOHE
REFHICITo 7,

MICOHIE IE B AL FEEFEREREY B L URAZER
BAMERIREHLBEMNEE SV, &b
10°CFU/ml D B EE & T4T o /2o MICiderythromycin
(EM), clarithromycin (CAM) & HLEZ L 72,

72, BERICBVCHTRELZEY MEENRERT
k&Ll

(3) FEREEIR BIVER)

BRRLEER SR L 72358013, fERANER T 5 £ TBHF
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SHERRER © R ERRGAKICRFET A L LT
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rMEENb DR, AZMICE ARIEA L LTHETL
72e

(4)  FRIRIRAE

REIE LTHSHEE B & UT7THBICTROBMKRRE
REM L7, FoBMBRY, BMEKSHE, CRP, ARILIK
TR (1B RE) 12 D W T353R RICODEMT S
JkE L7,

@ MEHRE : R, ~NEF/OEY, A7 b7

v Ml, BBk, BmERSME,
HREK
@ JFH#EER I ¢ S-GOT, S-GPT, ALP, LDH, 7-GTP,
LAP, €V VE ~
@ 'GHEEEME C BUN, M7 L7 F= v
@ RFiR:&EQ, ¥ vovy /)y, kE&EE
B DA
G oM MEFERE, MmiE) v, ROIKILE
EPE (1FFfME), CRP

RELHOAEEISHBEDOEFGESB L U ERILER
E¥LRERYEEERFEZRSBRE " LSEZIILTUT
272,

7, RELH*ROLEEIIERES 23R E5H
BIETAEITURLRYEBHFAELTHILLEL,
AZM & DO REBRIZ DO W THEERDEFE & FARIZ5EK
BTHELL 2, 3EHESINIZHDEAIMIC L HERK
BEEORELER L L THEET L,

5) ZhEHE
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O HBRDHR

BEER - - MEFRBLUREFRROMERBL D LI
[Z%), [HR], [ReHER], [EXNIDIERES IUTH
ENEE I THIE L2,

@ HMEFHEIE

RABDOHEEY b LIC[HE] TR T 23— 8HEXE],
[@7eft), A%, [FRB]OSEETHE L7,

® =&k

EVERB LUBRREEORELHOAE, WNEB X
U5 #mEoTE YR LIMMIEZ L] NTIZREZ L],
[RRME D L], FMEFD S |D4EREDB L UTHE
e THIE L7,

® HRA%

BRI L Rt E b LIC[BOTHERL [FRL I*
2HEB], [AAMELZ LIOWERB X UTHEARE]TH
E L7

(2) EFREISRICL HHE

BERGIEEMIZ TRORIICHEY, EFRORE, 1HER
AR & D BHEDRUEIIDOWTHRE L7, 72
L AMREBIRET S T OHEER, BRREEOREE
B OWVWTAZIME DREBROFMOR UM L RET L
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72 (REMRETE | MERKEE—NE i E). W
R BT B EHEAE R ANEBRIE YRR & R7x o 72 HIHIE,
IBERELEMICHFM 2 EEL, HEEHKE— L1

O EREHBMREOHELLE

[Z%h], THER], [ED] D3RS X UTHERIEIT
HE L7z,

B, FM R EONFRLE L L TIER]T
HolzbDIERILHE L,

@ MEEARR DY E R

DT oRANIRE:, SREMEOER, BREDEEX
v, HE L7,

DEEHFHITFEARETIFENS, FENRHRT
3577 AL VRIL -fk e L7z, 72720, EHEF
BHBREIIRY, BEEDHLHVWIIEESWY DS ORED
] & L7z Enterococcusl&, Gardnerella vaginalis, Lactoba-
cillus/®, BacillusBIIEEE LA, FRELRE X
) B Z 4B & N7z Enterococcus faecalisi3 iR IE I E & &
HTHLDE Lz, 75V M) VIRRE T35 %IRRT
L L, IR 2o A [Tk LHE L,

I. & B B #&

1. HHBIEEICE T ARET

Mg B X CHMBEANIEE % Table LIIRL, ZOHR
%#Fig. 112K L72. AZM 500mg#k 5- 8¢ 0 i Ak 1 775
BEB L OTFEERMEFIRE SRS %3.9RH A
Fh#h0.38+0.22ug/ml (F¥fE + ¥R ZE), 0.38
+023ug/mIDEEIZELH, 6L2BMMFETL DI
0.02xg/ml E CTHIHE L, (ZIZRBDOBEHEBTH o7,
BALREA BT X547 3R M LLAIC2.60+1.00~8.23
+1.93ug/glE L7 fR#HR L, 61.2FFR#%120.81~5.25
pug/gm R L7z E72, WTNORMIZE VTS HHMA
TR I RO 10~ 205 EE R L7,

B, FRBRICBVWTIFIIGPT (11—41—16), 7-
GTP(12—29—16) DEE EAMRH LT,

2. FERREIRRET

1) XREFIDOPHR

B ESERNIZ107HITH D, D) BB %< 984
% HIRAN R DM & L7zo B S N9 DAERIZ
S BAE B 36I, MUERTEMEIS, BMBEREOELY
$N26l, #1258 LR 16 TdH o 7z (Table 2),

BIVER B & R DORET T3 B LIFERED 24
o 7216 % B 10661 % BFMfixT R & L7

BRI DORES TR S AT R ICBRRREVEB SN
Mo 7246, BREEIE L Fiz2B0E6HZ R E,
10160 % BExT & & L 72,

A B BRR KD 5 D B Al g RAEBIO8BIIC, MRIFER
DIREBRE D 7= OFRR RN RIS AR & L7272, BWER%ZE
DIzl E M, 996 % FEMixT g & L7z,

2) MREFOER

W PR % B 0 2Rt S AEBIOSBI DERIT 17T~ 7152
S L, 20~40fCHTEED83 7% X EHT W7z, 18
5 B OERBIZ250mgik 5 Tl &4 D6.1%,
500mg#x 5- TI13LEN93.9%, &5 AEFITII3BM%
S5 (65m92.9% % 5 T\v>7z (Table 3),

3) BRIRZHE

(1) EBRIBRRZhR

RRADOEZRILTFEAKL96.0% (48/50), FEf
JB%34:92.3% (12/13), FLBR#£100% (11/11), 41448
%5e84.2% (16/19), DM EYAE (FBaEMRE 261,
SEBBRIRSE 16, FEREERIA, 77 I T7HM
B23515) 5B 5B TH Y, £ T93.9%(92/98) T
& o 72 (Table 4) o

Table 1. Concentrations of azithromycin in serum and genital tissue after a single oral administration of 500 mg
Serum (ug/ml) Tissue (ug/g)
Time after - - : : -
administration cubital uterine endo- myo- cervix portio ovary oviduct
(h) vein artery metrium metrium uteri vaginalis
(n=28) (n=27) (n=27) (n=31) (n=31) (n=28) (n=21) (n=28)
1.3~ 1.8 0.01+0.01 | 0.01+0.01 ND ND ND ND ND 0.04
2.1~ 3.9 0.38+£0.22 | 0.38+0.23 | 4.07+2.51 | 3.16+2.50 | 1.79+1.60 | 1.89+1.50 | 3.43+3.34 | 1.88+1.22
4.0~ 5.2 0.27+0.10 | 0.32+0.13 | 4.29+2.62 | 4.36+2.03 | 2.40+1.59 | 2.37+1.31 | 1.98+1.87 | 3.12+2.42
6.1~ 73 0.28£0.09 | 0.33£0.19 | 8.09+3.11 | 8.23+1.93 | 2.60+1.00 | 3.24+1.09 | 2.68+2.26 | 4.97+3.90
12.7~22.3 0.07+£0.04 | 0.06£0.02 4.45 2.52+2.11 | 2.49+3.06 | 1.68+0.95 1.67 1.52
27.2~34.0 0.04£0.03 0.04 4.72+5.28 | 2.75+3.28 | 1.98+1.48 | 1.44+1.36 1.69 2.49%+3.00
48.0~51.5 NT NT NT 2.55 1.58 NT NT 1.82
61.2 0.02 0.02 5.25 2.43 1.26 0.81 0.81 1.71
93.0 0.02 NT 2.03 0.84 1.14 1.68 NT 0.98

ND: not detected NT: not tested

(Mean = SD)
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(2) EEEF - 1BHRESEIHELD R

1H#%H S B OEHNFIZ250mg T H54), 500mgT
94.6% (87/92) Tdh o 1zo EERENDARRIZIRET
92.6% (50/54), HFEETI55% (42/44) T » 7=

Concentration (ug/g) Concentration (pg/ml) Concentration (pg/ml)

Concentration (g/g)
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154
10
5 -
0 HR®—p—0-0r000; . O— —O
0 12 24 36 48 60 72 84 96
Time (h)
15 - uterine artery (n=27)
10
5 -
0 -K&Q’—p—c“oro—cl T ©° T T 1
0 12 24 36 48 60 72 84 96
Time (h)
endometrium (n=27)
15 1
[ ]
[ J
107 e
[ ]
".‘.
51 o6 ®
;o -
O -p T .l T T T T T 1
0 12 24 36 48 60 72 84 96
Time (h)
15+ myometrium (n=31)
°
10
[ ]
o °
5 } ] o
® . °
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(Table 5),
(3) AERMFMELIFE

HRH P44 B OFERIE 7 5 LIGHER T96.4%
(27/28), 75 AMRMERT83.3%(10/12), WAERET

cervix uteri (n=31)

15 1
G,
[N}
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g
Ele o
g ® e .
- .
U 0 —D. l. .l * hd T T o l. T T . 1
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Fig.1. Concentration of azithromycin in serum and genital tissue after a single oral administration of 500 mg.
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Table 2. Number of patients evaluated

No. of patients No. of patients
Diagnosis Total no. of patients excluded from efficacy evalu(z)\i::d ?or efficacy
evaluation
Intrauterine infection 55 5 50
Adnexitis 14 1 13
Mastitis 11 11
External genital infection 19 19
Others 8 3 5
Total 107 9 98
Reasons for exclusion from evaluation
e disease not included in protocol 3
o symptoms did not satisfy the diagnotic criteria 3
o clinical efficacy could not be evaluated 2
¢ no observation was conducted 1
Table 3. Backgrounds of patients
Item No. of patients | Rate (%)
17~19 9 9.2
20~29 41 41.8
A 30~39 25 25.5
(g‘; 40~49 16 16.3
yT 50~ 59 3 3.1
60~ 69 3 3.1
70~171 1 1.0
. 250 mg 6 6.1
Daily dose 500 g 92 93.9
Duration of 2 91 gi?
administration 5 1 1'0
(days) 7 2 2.0
Total 98 100
Table 4. Clinical efficacy stratified by diagnosis
Clinical effica .
Diagnosis No. of patients <y Efficacy rate
excellent good poor (%)
endometritis 46 8 36 2 44/46 (95.7)
o . pyometra 1 1 11
Intrauterine infection puerperal intrauterine infection 3 2 1 3/3
Sub-total 50 11 37 2 48/50 (96.0)
salpingi@is 12 3 8 11/12 (91.7)
Adnexitis pyosalpinx 1 1 111
Sub-total 13 9 1 12/13 (92.3)
Mastitis 11 7 11/11 (100)
bartholipitis 3 2 1 2/3
External genital infection | Bartholin’s abscess 16 1 13 2 14/16 (87.5)
Sub-total 19 15 16/19 (84.2)
others** 5 2 3 5/5
Total 98 21 71 6 92/98 (93.9)
* . (excellent + good)/No. of patients  ** : vulvar abscess 2

perineal laceration wound infection 1

cervicitis 1

chlamydial adnexitis 1
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FABIRRABI DS ERL ETH Y, &4 T93.2% (41/44)
TH oz, BEEEI28FDOHERIEIZ06.4% (27/28)
T& o 72 (Table 6),

4) MBEFEER

(1) RBFMEZERIR

REF DR R (HEEI+THRA 0B FFER
R TT72.1% (31/43), HM4E2FRHTI3.3% (14/15),
FEMRSRTIBIHRLIH, LR TOBIHIF, BL
FOMDBRIIE T4BIHABIDHE L, SE 0N Lk
73.6% (53/72) Td - 7= (Table 7)o

(2) ERERIMMEFERIZIR

7280 & 0 HE S N ERRR L09KRICH L TRET L 7

RREOHERIZ VS LBEHHET78.0% (46/59), 2

7 LR T84.0% (21/25), MK MM T92.0% (23/
25)Tdh ), 2k T82.6%(90/109) Td > 7. IHEH
FEDSEE 4 o 72 W FE D 114 5 513 Staphylococcus epidermidis
74.1% (20/27), E. coli 76.9% (10/13) T - 7z (Table
8)o

MICHISE % SEifi L8 7o A2 & B (2% 4 %5 AZM, EM, CAM
DMICH3 47 % Table 9IIR L 72,

7T LR COMESRE O R o 72 S, aureus (5FE),
S. epidermidis (204k), Streptococcusl® (144%), Enterococ-
cusl (445 12 313 B AZMOMICoold Z L2112 5ug/ml,
0.78ug/ml, 0.39ug/ml, 2100ug/mITdH > 72,

77 LEEE TOMEERE DO® D o 72E. coli (8%k) (24T
T HAIMDMICyld50ug/mlTH Y, EM, CAMIZ L b

Table 5. Clinical efficacy stratified by severity and daily dose

Efficacy rate* (%)

Severity No. of patients Daily dose (mg) Total
250 500
Mild 54 3/3 47/51 (92.2) 50/54 (92.6)
Moderate 44 2/3 40/41 (97.6) 42/44 (95.5)
Total 98 5/6 87/92 (94.6) 92/98 (93.9)

* : (excellent + good)/No. of patients

Table 6. Clinical efficacy stratified by isolated organisms

Clinical efficacy *
Isolated organisms No. of patients Efficacy rate
excellent | good | poor (%)
S. aureus 2 1 1 2/2
S. epidermidis 13 3 10 13/13 (100)
CNS 2 1 1 2/2
S. agalactiae 4 3 1 3/4
G (+) | haemolytic Streptococcus 2 1 1 2/2
Streptococcus spp. 2 2 2/2
E. faecalis 3 3 3/3
Sub-total 28 6 21 1 27/28 (96.4)
Monomicrobial N. gonorrhoeae 1 1 11
infection E. coli 9 2 5 2 719
G (-) H. influenzae 1 1 11
P. aeruginosa 1 1 11
Sub-total 12 3 7 2 10/12 (83.3)
Bacteroides sp. 1 1 1/1
P. bivia 2 1 1 2/2
anaerobe | P, disiens 1 1 171
Sub-total 4 2 2 4/4
Sub-total 44 11 30 3 41/44 (93.2)
A i 4 1 3 4/4
Polymicrobial 3 species
h};fection 24 species 2 2 2/2
Sub-total 28 23 1 27/28 (96.4)
Unknown 26 18 2 24/26 (92.3)
Total 98 21 71 6 92/98 (93.9)

CNS: coagulase-negative staphylococci

* . (excellent + good)/No. of patients
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=100ug/mlTdh o 72,

BRI T8 SE BE O B A o 72 Peptostreptococcusi® (8
¥R), PrevotellaJ& (9#K) |2xF 3 A AZMDMICgold & b 12
1.56pg/mlTdH 572,

5) &Mk

BIER 72 & CICERIRRAE O R FE A E) % Table 10, 11
2, et % Table 12138 L7,

BEIVEA OFHEIZ4.7% (5/106) TH » 72, FERDOA
FULTH 2B, ®ELF, BEHBELG, BH#IFTHY,
BEIFEELUTT, EE2L0EROLNT, wWTh
DIERSDRENHG6 BURICHE K L, BIEHREIREIE
£T500mg# 1810, 3AMKZE LAEMNTH -7, &l
PERIT T AMEBERLEL L2 DRI LTT R
YY) VAR OBRES BTN I1BIOARTH o 72,

R RAEMEO RELHIZ1015H 16 (1.0%) [ZEED
B ERBA (4100—2900) 5RO LM, TOROKEE
1$500mgx 1H1[H, SHEES TH o7, %8, 500mg
BZEHCBVWT4HE2 O RR13H M E TORSERH
Hotzh, BHERB L UVBRKEREBDORELEIIFADL
NnNihro7z,

ZER((HEL LI0EE) X1 A% 5 E250mg T74l
F 7%, 500mgT93.9% (93/99) TH Y, £/46T94.3%
(100/106) T@H o 72,

6) HHM

A% Table 13127 L7z HAX(HRIUEDOH
4) 131 B#H5E250mgT6%I+ 560, 500mgTI2.5 % (86/
93)THhhH, &KT91.9%(91/99) TH o7,

m #* ®

B T AL ERE L LT, EEKOHITILS-
505 LARPEWR, =a2—% /0 REEIKAS
NTWh, 72, MEDH LHEIMMR L7 2 ARAAEY
B3 75 LIRHEARE T ATEI IR EIN TS C
Lhboa—F /0 RABMELKIIESFETERE
N, ZOER, 77 LBHERE v ERE LT 5 BIRED
WIMERAED bNT WA, S0 &) 2HRIZERAH
SEIR D BLGE T b FIATld 7z v,

REMR NRHEBUC B AR AH L, METRIROBEIEIC
HABFEE Y T ABEE, ITRES T LBERE,S
B GRHE, BE) T EHBEICREZ EMAS
NTWVERM, ZOFRTHEERBHOMIMPE. colilh
WOy S LREBE OB A SR, —F, HEAEEIE
WT BIERIZH B b DD, ERAFEIIEICEL
TIFERE L TOBKRNERIS BN, 0L 2
REOLEBIFRDB-F 27 ¥ ARMEYK, =2—F
JavRREEOSHEBMEL TS L BN,

<2054 FRINEWROERAMBLBICE T HLE
¥, TabbEEEEE LTI, 77 LBEEKE, #
BT L BAMERREYY, IR O EYSE 2 LR, K
IMER %2R LT WA C. trachomatisiZ X A FEBRER, F
BERBBANETONLY, £/, —BHEBEICLHER
HRIE (FERNRYE, FEMBSHER) ICELTIE, 4%
TIZERREEM AT A & N2 FH I3 v,

FHR~ 7054 FRAENMETHHAIMIZZ 7 I
TR TAIMENOALGT, RO I7TTA FR

Table 7. Bacteriological efficacy stratified by diagnosis

Bacteriological efficacy
. . . Eradication rate*
D No. of patient decreased or
1agnosts 0- 0 patients eradicated| partially |replaced |unchanged{unknown (%)
eradicated
endometritis 46 19 9 9 2 7 28/39 (71.8)
. pyometra 1 1 0/1
Intrauterine | puerperal intrauterine 3 2 1 3/3
infection infection
Sub-total 50 21 10 10 2 7 31/43 (72.1)
salpingi?is 12 1 11 1/1
Adnexitis | Pyosalpinx 1 1
Sub-total 13 12 1/1
Mastitis 11 3 6 2 3/9
.| bartholinitis 3 1 2 0/1
Ext;rfnal genital | Bartholin’s abscess 16 13 1 2 14/14 (100)
ection
Sub-total 19 13 1 1 4 14/15 (93.3)
Others 5 4 1 4/4
Total 98 42 16 11 3 26 53/72 (73.6)

* : (eradicated + replaced)/(No. of patients—unknown)
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PFEMERPTEVE SNTW 7T LRI T 2
NHEREIN, FEBAB LUEHERANOBTICD
BERDZEFMEIRTVAETY, Tk RAZIMDY
BrL, RABAZIMPERABIYE (FERRY, T2
HRAK), SPERMEE X ULIRAICH LT Bk
WCHERATHNGL LHMTL, BRRSEM % a7, 28,
FEHEERIE, 500mgdh 5\ iZ1000mgd BEPH 52T
FIGERE BBICRE 21T o720 S DREMKRICD VTR
WKTHRET 5%,

FRBFEZIRE LSRR~ OBIT BT
HIRFT T, AZM 500mgH |45 505 ) P 23 & 4L D
HIRBEI32.60~8.23ug/gTH Y, T AUIIRE LI iR
(0.38ug/ml) D 10~208 1248 Y L, K| DM B0 -
BITIBO TRIFCH o7/, T/, AZMO MRS S
B AHRERBAIIETRMEHRESNTEYY, 40
DREBRIZBNWTHHE61FM%120.81~5.25ug/gD

BALBRESTRO LN, ThHEDT LN, AZM
D1B1E, 3HMOEMREC & o T b4 72 Ml i
AR SN LEZ b,

FRER BOARE Tl & ORI~ O BT L B L, &F
filix} 98BI BT HAZMDBFEHLILEZAETIZI% TH
272, OB E K EEREEOmVEOR =2 — ¥
20 REE, BOHFY7 2 ARKEWMEN S b, &
£ &K B & N 7 levofloxacin (LVFX)' |, cefdinir
(CFDN) """ %hs L RBHIC LT 5 &, FEABK
Y« TAZM 96.0% (48/50) i2%F L, LVFX 95.1% (58/
61), CFDN 90.9% (30/33), F & i |& #% % T AZM
92.3% (12/13), LVFX 87.8% (36/41), CFDN 76.9%
(10/13), FLIR&TAZM 100% (11/11), LVFX 92.9%
(13/14), CFDN 60.0% (3/5), #} 4 28 & % T AZM
84.2% (16/19), LVFX 98.0% (49/50), CFDN 100%
(16/16) £ 20, =27 054 FRVAEWME TH HAIM

Table 8. Bacteriological efficacy stratified by isolated organisms

Eradication rate* (%)

Isolated organisms

No. of strains

Eradicated Persisted

S. aureus

S. eptdermidis

CNS

S. agalactiae
haemolytic Streptococcus
S. pneumoniae
Streptococcus spp.

E. faecalis

E. faecium
Corynebacterium sp.

G (+)

6 5 1
27 20 (74.1) 7

2

DN —= 00 WM

1
1

= WN - o Ul

Sub-total

[$1]
©

46 (78.0) 13

N. gonorrhoeae
E. coli

K. pneumoniae
H. influenzae
P. aeruginosa
P. cepacia
Pseudomonas spp.
A. calcoaceticus
A. xylosoxidans
Alcaligenes sp.
GNR

G(-)

1
10 (76.9) 3

= DD DD e Q)

Sub-total

s~}
(S)]

21 (84.0) 4

P. anaerobius

P. magnus
Peptostreptococcus sp.
B. fragilis

B. vulgatus

B. thetaiotaomicron
Bacteroides spp.

P. bivia

P. disiens

P. melaninogenica
Prevotella spp.

Anaerobe

N N e I I e T T

1
2

DN = U1 D DD = = 00

Sub-total

[\
()}

23 (92.0) 2

Total

109 90 (82.6) 19

CNS: coagulase-negative staphvlococci

GNR: gram-negative rod

* 1 eradicated/(No. of strains)
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BING LIZIZFEROBMEAIB LN LI, BRI Z
ENEETIRBRTL2ODTHHEHL D, £DIEINE
ERE AT DN T L GHERRE R EIE S AT
HREORNA L RIEYE TdH 5 fropenem (FRPM) D &

Table 9. M i in and other antibiotics against clinical isolates
able IC of azithromycin and other a g Inoculum size: 108 CFU/ml)

BT B AMYL93.8% (45/48), FE1IR%%7284.6%
(22/26), H\IERSmYu84.8% (28/33) TH N, AZIMIiL
FRPM & & (2 IZFMD R KB ONT NS,

KIS0 R0 F S HE & L7 1098k 90Kk (82.6 % ) H1K

Isolated orgapisms Drugs MIC distribution (ug/ml) MIC,, MIC,,
(no. of strains) =0.025/0.05/0.1(0.2]0.39{0.781.56 |3.13 [6.25|12.5| 25 | 50 | 2100
S. aureus azithromycin 4 1 0.78 | 12,5
(5 strains) erythromycin 13 1 0.39 3.13
clarithromycin 1121 1 0.2 3.13
S. epidermidis azithromycin 2168 |2 2 0.39 0.78
(20 strains) erythromycin | 1 31717 2 0.1 0.2
clarithromycin 3110041 2 0.1 0.39
G(+) Streptococcus sp. azithromycin 5 3(1]3]2 0.05 0.39
(14 strains) erythromycin |- 8 313 =0.025 0.1
clarithromycin| 8 3|3 =0.025 0.1
Enterococcus spp. azithromycin 1)1 1 1 3.13 [z2100
(4 strains) erythromycin 1 1 141 1.56 25
clarithromycin 2 1|1 0.39 12.5
Others azithromycin 1(3 1 0.2 1.56
(5 strains) erythromycin| 3 2 =0.025 0.1
clarithromycin| 2 2 |1 0.05 0.1
E. cols azithromycin 1 2 | 4 1 12.5 50
(8 strains) erythromycin 1 (112] 4 50 =100
clarithromycin 111]|2] 4 50 2100
Pseudomonas spp. azithromycin 2 1 25 =100
(3 strains) erythromycin 111 1 50 =100
69) clarithromycin 1)1 1 25 2100
Alcaligenes spp. azithromycin 1 2 1 50 =100
(4 strains) erythromycin 1 3 (2100 =100
clarithromycin| 1 1] 2 50 =100
Others azithromycin 2 1 1 0.05 50
(4 strains) erythromycin 171 1 1 0.1 |=100
clarithromycin| 1 1 1 1 0.05 50
Peptostreptococcus spp.| azithromycin 1121 4 1 0.39 1.56
(8 strains) erythromycin | 2 312 1 0.05 0.78
clarithromycin| 4 3 1 =0.025| 0.78
Bacteroides spp. azithromycin 1 2 12.5 12.5
Anaerobe| ™3 trains) erythromycin 1|1 1 0.78 2100
clarithromycin 1 1 1 0.2 |=100
Prevotella spp. azithromycin 1 11211113 0.39 1.56
(9 strains) erythromycin 2 2 213 0.78 1.56
clarithromycin| 4 213 0.1 0.2

Table 10. Adverse reactions

No. of patients evaluated

106

No. of patients with adverse reactions

Incidence of adverse reactions (%)

Symptom

diarrhea

loose stools
stomachache pain
fever

RHERERARND| o>

Table 11. Abnormal laboratory findings

No. of patients evaluated 101

No. of patients with abnormality 1

Incidence of abnormality (%) 1.0
Item WBC | (4100—2900) 1
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Table 12. Overall safety
. Safety
Daily dose . Safety rate*
No. of patients i
(mg) slight problem , (%)
no problem mostly safe with safety unsafe 0
250 7 7 717
500 99 93 5 1 93/99 (93.9)
Total 106** 100 5 1 100/106 (94.3)

* 1 (No problem)/(No. of patients)

** : Except the one case in which no observation was conducted

Table 13. Usefulness

Daily dose . Usefulness Usefulness rate*
( No. of patients ; %
mg) markedly useful useful slightly useful not useful (o)
250 6 1 4 1 5/6
500 93 14 72 1 6 86/93 (92.5)
Total 99 15 76 1 7 91/99 (91.9)

* : (markedly useful + useful)/(No. of patients)

kL7 REBMOFERREOHERIZOVWTALL,
MICoo#%3.13ug/mlLL T Td 5 S. epidermidis, Peptostrepto-
coccusl®IZ74.1%, 100%TH Y, KEIZBIFTAHAZMD
break point(2.0pg/ml)*” L &b TE R B LR LU LFHER
Toh o720 T72, S. aureus, E. coli, Bacteroides)& | D>
TIEMICooh 12.5ug/mLL ETH 525, HERIENE
Nn83.3%, 76.9%, 100%THh, W DERKIR I
SV BIFEEEI B LN, —F, FMBELR
ELTRE LAEABEOKRE TIX, AZMD500mg#
Bl 5B OGN R B IEEIL2~8ug/gTH D,
AZMOFERRE I T HIMICEE 2 EbEDL L, 40
DRBETH O NBERDE, HEFHHRITFRHINL
LARLVEDDEDPoTe CROEDEBEO—IE LT,
AZMIZEERRAFR DT AV /= 2AICER IR,
REMMICBVWTHORER ICRE SN DY 720, KR
DY - RIEEALIIEFM OISR L 72 o 72 IFREGLEAL £
Db EIEEICAZIMABITL TV A d D EHER SN,
% B, E faecalisiiig¥4, MICoo7100pg/mlLl LT
HolZthbd, BREBELSZV D EEDNT,

BIVERD 3561 (4.7%) (2 FH#I, B&IE, B, RELFE
Bl IhoERIE, —BHETHY, EELZLONE
BOSNLE o7, BHREEEORE LIRS
(500mg#% 3 A E#5) T 151 (1.0%) 1< H I BRI DEEE B
WHFRD b T, % 72, ARPAIBTAE DR E (500mg B EIHF)
2BV TLBIICGPT, 7-GTPOERE ER IR b LI HF,
WIFNOEEREFEE 255 DIE M o7,

INGEIER, BRREEDRFEEBORBIIERD
YruTA FRIAEWEICEBEL TROLNEHDT
AIMIZBE R DD e o7,

PiREBE 2 LT 28D DV ITEEOER AFHE

OBEGE I L ClE, BONEMREOLEEH S,
AZMO ZNF TR O N BRI 2RSS L 1H1
|, 3EMESOEIAROFHZHERT L L, FHO
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in obstetrics and gynecology
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The efficacy, safety and usefulness of a newly developed oral macrolide antibiotic, azithromycin
(AZM), for obstetric and gynecological infections were investigated both fundamentally and clinically,
and the following results were obtained.

1. Assessment of pharmacokinetics

1) Serum

AZM concentrations in the cubital vein and the uterine artery reached 0.38 ug/ml or 0.02 pg/ml
approximately in 4 or 61 hours, respectively after a single 500 mg administration of AZM.

2) Tissue

Concentrations in each genital organ examined reached a maximum level, 2.60~8.23 ug/g or 0.81~
5.25 ug/gin 7 or 61 hours, respectively after the administration. The levels were 10 to 20 times higher
in the genital organ tissues than those in the serum.

2. Clinical assessment

The efficacy rate was 96.0% (48/50) for intrauterine infection, 92.3% (12/13) for adnexitis, 100%
(11/11) for mastitis, and 84.2% (16/19) for external genital infection. 98 patients, out of 107 given,
could be evaluated for clinical efficacy, which was 93.9% (92/98). For evaluation of bacteriological
efficacy were 72 patients subjected. 90 (82.6%) of 109 strains of causal bacteria were eradicated by the
drug. Gastrointestinal symptoms were noted as one of the main adverse reactions, and were observed in 5
(4.7%) of 106 patients. Mild leukopenia was observed in 1 (1.0%) of 101 patients by clinical laboratory
tests. All symptoms appeared temporary and mild. The rate of safety (proportion of patients in whom the
drug was evaluated as being no problem) was 94.3% (100) of the 106 patients evaluated. The rate of
usefulness judged by doctors was 91.9% (91 of the 99 patients evaluated.)

These results suggest that AZM is useful for intrauterine infection, uterine adnexitis, mastitis and
external genital infection.



