284

HRfL % RiEFE MR

DEC. 19956

B~ 0T A4 FRAEYEazithromycinDAVEHEIBIZ BT 5

=R - LbESEF - BEE=
BT - KNI
BRI B AR REMBEIIF S L OB R

BHREX - MARY - BEFAL
RKEERBESH

SARZY - BE R
W RFEE S — LAt
(Y3 EaRh )

FEAT
HEERALE N

EHHES - ERRM
EAERBEA

/NEFRLK + HR &R - FreREC
HHE—
FRMEH RSV

ERIERE - HHEES - f)IRE
AHEE -HEY B
BARKFHAEHITE =SB & OB MR

HRETHRHME - AFTHZ - ARJINEH
BERG K ZEENHEE

EBER - BRREOIRAT

ILEEEFRY - BTHA
AL BTSRRI e

MR E
100 S B

A - 1L AR
"W ST EE R B

K AR
B E BRIV

Hgk - BIEER BN B

KE E.ETEZ - HRZEY
BHERW T KEREE R
B X OB AR
(*3 : BT R R R,
R ERATRRD)

IR #AE - AEFE
FERREEFIE S5

ATHEH - HE & - PoF—
ARET - HEASRK - LHEE
KBTI REEFRE S H
B L UBERRR

k= s B
R R A — 5+

Ml K- RE M- AREAE -
F L BEAE - BATAREE - EARD -
AT B — B
L RREREBRE - H—iH

BEAR - BF # - BLAE -
B - Kk ER
HE B KSR — 5V

% EMY
KRBERKEHKLE_AH
ik B
Wk K EFTE— AR
%E gs)

KR KRR AT A IR

(R : RRHE TR

VHVEHEIR  IGBRAR IS ERAT

DR EE

MERBIE  GRRIEEM
YESHRIEEEE

VT IVAUTA L U HRERELEA

FrLARE SN 705 4 FRIUEY K azithromycin (AZM) DN EHERIZ 81 2 X850 - B
R 2 B e LT, £EI1SHMAL ZOMEMRIC L AFAMERLERL, UTORES

®B7z.

1) HABERICE S 2RF | 500mgE HH 51O BB MO BT 13 24F5 R84 2,8/
g, 48KFRI1%3.92~10.4ug/gTdH > 720 B HIRBEIIIR 5142 ~ SHFF 1= B i FE 186 ~ 509g/

mlZzR L7,

2) ERERROMRES @ AZMIZ 250mg (F71f)  7243500mg (7)) # 1 H 1 [\, 30 M#%ES5 % F.0I

186BIIC#x G- S 7zo BRAY - BLETHI 2 B\ 1798 BRI RO M REFTH ), 20
PR, RAEMIUIRMERESEHI, FLARZ 136, ALFIERMRE256], S5 - 845 - EHE0IC &
B RAEM T RIESASH], FRESR - JHER6HI, ZDOM5BITH 57,

ERRBEOAMTIL, REMILIBRMEKRB6.5% (82/8561), ILM4%76.9% (10/13%1), AT
FIE BB 84.0% (21/2581), SME5 - 845 - FHENC & 2 BAEM = RIEL75.6% (34/458)) T
Hy, 2FLLTIZ87.7% (157/17981) T » 7,

14060 & ) SFRE S NIRRT 24 1BRDEREIL, 7T ABMER0.1% (109/1218), 75 A
PETETI85.7 % (36/424F), HEARIMEHM93.6% (73/788K) TH 1) . kL LTi290.5% (218/241%)
THo72,

BIFEH IXFHEXT R 181BIF6BIICRO SN, DML, RELIHITH o7,

*T101 HEHFTRERGHEETA1-8-13
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¥ 7, BRRBREMEOREEEIISHICHED SN, FORFRIIFREKDOEEL 14, S-GOT, S-GPT
» L+ H1%, S-GOT - S-GPT + y.GTP® L&-16l, S-GPTD LF16l, AL-P-y-GTPOLAIHT

Hol,

DLEOREEA S, AZMEMNEHEBREYE IC BV THAROB VWK TH S L E X ONT,
Key words : Azithromycin, HUH#7), ARABIRE, /15l EYwE

K E Pfizertt 12 B\ THIE - BA%E & 7z azithromycin
(AZM) i%, erythromycin (EM) D14BB5 7 b v IZxF
VEREEYEAL, AR LABIIEERT T
A FZR=27054 FTH5(Fig Do
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¢, MiERMEEOER & 13125 (56~T76HTH
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YOHFRBCOWTRETL, fe TR, EBABITIC
SNTHBR LD TEFORBEY UTICHET 5.
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Chemical structure of azithromycin.
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TRATL, PUAEMEOKS 2 LEE LBETHBER
KL LBBREBMOFBELSHFONLIH L Lz, AZMIZ
250mg ¥ 7213500mg % WEH G L, MMPIREF/213HE
HHBREEZNE L2, 724600 Mg i B2 12 AZM
250mg% 1 H1EI3 H M5 L, BEAH» S DR O
BEEREL.,

WREZRFE I, MRARIRI & V2R MR L, M7
BIUMmMFEREEDREL 2o AZMO M EERIE 13 Micro-
coccus luteus ATCCO341#k % MREH & ¥ A bioassayik” &
v, B =¥ - - T I TEBL,

2. ERRBYMET

1) xRBEE

FRARBIAMRETIZ19924E12 A A 5 19944E 1 A £ TO M
i, EE17HBE T OBERER D23 MR TEMEL 72,
M RBEIIRIEBERICSIM LU HEERIC, @fEd b WIT AR
L7216 U EOBRREREZETH Y, BHERBIZLBEA
BBMORENIELN186H L Lz, 28, BEALL
TROEEDOWFNPICEYL T 5 BEIFRL 5 BRI
BILELi,

(1) fEko~ru74 FRPEWEIFLTT LV
F-OBRFE0H L EE

(2) MEZHIFRARLEESNLIBEEBIVEE
FHEITHORBERE - AHELXATALEE

(3) ABEBRBAMAET I M OMEE LIRS SN, BRI
ROBELOOHLEE

(4) FE—BEIEY— FIx LT, LETICAZMAS#
S&shizzkomhsrEE

(5) DA NWAR, EEL EXRFNFFOREBIZEHS >
ICEMLEEZ ONLBREEDOEE

(6) EELEHLVIINHEBELATLEE

(7) EFTELEEFRELTVATRECOH L2EEB L
P RAFOEE

(8) SUEAKMTH-oTHEBINEELESL

(9) Zoff, HYEMIEY & HMTL 7288

2) HEEBIUKREHE

77 A BE R L IR I ZAZM 250mg (S
i) /8% AL, 250mg¥ 7-13500mg% 1 H1E, EH|
LLT3HM, BfICEO%KS L,

3) PFHEHB L UHELE

(1) FEBROBMICEE*RIZTEEZZLNA MO
MHE, BIEREATUAN, y-7/u7) VEHB X
oo = —Hl# K F (G-CSF, M-CSF) L DB iX4T7h 72
WwZkkLz,

(2) FEATUOA FIUAERE, B - HEEE HAeR
FELEOHFRIBITLI L E LT,

(3) EMEBRZEDBEBRIIVELZEREZHRESE LTV
BEWCE, RRIE LTREEEZAZERERATAS
&L

(4)  VEHLIE % 4T - 7B A IiE, FORBIZOW
THRFETAZEE LT,

4) TRE - IRAEHE B & UEIEH

BHIE LTHEMMGH, 1, 3, 5B8LU07%(EAE
BH) KR, BEIMERE, AFHER, ARILER LR E,
CRPZ s L, RETBT R (B, JEMR, HERR, %78, 24,
FRERET AL (Wi, FES%, FRtvERGME), £ DB LERRGAL
LD LHEBEILOWTHBTAZ L L LT,

5) MO SRR

ME AR E ARSI B L UBREZAHEURAIE L
THEBAMGH, 1, 3, 5BLU7H%) ICTRERIR D £
L, 77 4% — 83K HEMAREL & —HEFEZIC
THIB DM - FIE % & IS R/NEH FE L i (MIC) %
H A L2 R L 2R IS THIE L 720

6) WMifEAER (BITER)

e 5-B04 B LU (S FEEEEIR SRR S &L, 0
JEIR, TR, BIA, WE, FBB L UHELEMD T A
YMNERHMICEGTAI L E L, BEOKE, B4
BE, BRI, %5 & RfE & OREIMBMEZ K¢ BEL T,
AEE ORRMELIL BHO»ICHEDY ], [2: 445
MEHY ], 3:BEHLb LG ], [4: &L
WH LB XTS5 BER L DSERE T LEAH
EL, ARBEFBELI~3ICEKULUTLIODOREERL LT
gtL7.
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FRARBRACIZERI & LTS5 MMEH, 3~58%, 7H#%
ILEEMRBERIC, UTOEBICODWIERTAZE
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L7

BB, RELBOHEI A RMFBEFLARERHE
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8) &M

BLEMAME, F/3& MR 0K EEE % &I HK
R, MEFEHRER, %ok RLlE YL HE Lz,
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BRI B EAEIR - WEFT R, RERROHBE D
LAzl ERL, (2 AR, 13 RReHR], M4 3],
M5 : ¥IEARRE]THE L7

MEFRRRIHETEATOMEEI VML Wk, 2
CRA T B, (3 Wi, T4 A%, (5
P ARB]EHIE L7

ZEMIBERB LUVHRRMREMBOREB L I M
EAL) (2 (2IZMEL L], 3 RMBEsD 5],
[4 B2 H 5], [5: HEREITHEL .

B, BVERL LUBKRREMOREER L 5 ICE
LSHICETAEMIZOVTIE, ZEMRFTENE BBk
KESE-AR FE EMEREFREE L BE
12, HUEMOFMOR LML R L,

HEAME, BERYORLZEMERC (1 EBOTH
A, T2/ [3:°HEAL T4 FAMKLL] 5
CHEARREITHE L

I. 8 8 & #®

1. RREIREICET ARE

B EEGKII2IBITH Y, SHBIEICHE T SRE
B OMEEOHER ST b7z 26 % Ik 196 THT
27,

WRB%S |2 T-tube & fE L 7236112, AZM 500mg% Bi[E#

H. L2z Bg o s & OB Fp il % RO L SE L 7o
B, IS R VA T B T — 4 R 7 (R R LU
BE0.30~1.63ug/ml% 7R L, 8Mf#& Ti30.07~0.20ug/
mlTdH o 72o AU LI A il 15 5- B s 2 ~ 5P
M7 L R M 186 ~509ug/ml & /R L, 12WFf1%£42.6
~82.2ug/ml, 24W¢1%29.6~49.9g/mlTdHh >7: (Fig.
2, Table 1),

250mg bl [ 4% 5- O B BEALMAN D FEATIRBE 1S, #924
W4 T7.77~81.0ug/gTdh - 720 500mgH [El#% 5-FF D
NEPEARRE~DREATIREE 1L, 24FFM74 Tl8.42u8/g, #7148
A% TI1E3.92~10.4ug/gTdh V), T - BHBNOBIT
WEEIL, 24574 T126.39ug/g, FI488FM % Ti32.89
pg/g T o120 BIRIMABANOBITIRAE S, 24FFM%
T6.27ug/g T - 72 (Table 2),

FMANC X AREMEZREL3F, FLIRELBIC
250mg#x 1 B 1EI3 A RS- L2 ORI+ B & Uit
~NDBITIREE (#2385 $£0.07 ~0.11xg/ml, #1478 H
1%0.17g/ml, 1698 11£0.06g/ml, 173 ¢RI 1£0.03 8/
ml T - 7z (Table 3) o

B, ARRIZLAREAB L UVBRRREMBORTEE
BldAa o hols,

Case 1 Case 2 Case 3
1000 5 1000 1000
el 1001[\\\< 100; 100;/\\\‘\4
€ m; ]
) 3 ] i
= 10 3 10 3
'E 10 E
5 14 14
g ] —o— Plasma E —o— Plasma 3 —o— Plasma
§ 1 \\\O —e— Bile 011 —e— Bile 0.1 EI\ —e— Bile
0.1 - T : T y 0.01 ] r T T T T 7 0.01 T T T T r !
0 10 20 30 0 10 20 30 0 10 20 30
Time (h)
Fig. 2. Concentration of azithromycin in plasma and bile.
(500 mg single dose)
Table 1. Concentration of azithromycin in plasma and bille
(500 mg single dose)
Case Concentration (ug/ml)
no. | ltem h 2h 3h 4h 5h 6h 8h 12h | 24h
1 1.53 0.56 — 0.28 — — 0.13 — —
1 gifes " 117 509 432 296 179 174 107 65.7 49.9
) 0.01 0.17 — 0.46 — — 0.20 — —
2 b | 478 114 119 162 186 145 87.8 82.2 49.1
) 0.01 0.30 — 0.19 — — 0.07 — —
3 e | 2 404 417 210 167 151 95.8 52.9 426 29.6
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2. ERRBYIREY
1) FEBIDOHERL
YRS REBIRIT186BITH 1, FRERIROMSEIL, #  Table 3. Concentration of azithromycin in serum and exudate

DHLEE 7 R RBRT & 0 SREED % 5 o 7260 L 85 (250 mg/day x 3 days)
FED D1 R THEGE2HRIE L7161 % RV 7217961 TH - No. Time Serum Exudate
7= (Fig. 3)o %70, Wi & ¥ S L 2mpI260, AH) ®) (ug/ml) (ug/mb)
DEBOMNBHE L BE Db OTEARV LML, R ! 22.2 - 011
L7, 2 22.8 0.10 0.07
FE WL 20N 560N T TOEFIH84.4% (151/ 3 46.8 - 0.17
17981) LI E AL THY, FHEMITAT2HTH > 72, 4 169 - 0.06
1B#H5- 2R OEFI$IL250mgdk 5475361, 500meik5- 5 173 — 0.03

M126BTH Y, £ETIRIEDHKETH-7, F7/23A

Table 2. Concentration of azithromycin in plasma, bile and tissue

C Ti Pl Gallbladder Bile Gallbladder Other
Dose nz:)se (1}111)1e (ﬁ% bile duct tissue tissue
' & (ug/ml) (ug/m)) (ug/®) (ug/®)
1 24 0.03 258 — (81.0? —
250 mg 2 24 0.07 459 — (11.3)? —
single
3 24 0.08 _ — .77 —
4 19 0.12 17.9 60.9 6.15 _
5 24 0.02 — — — 6.39Y
6 2 0.07 197 56.8 8.42 —
7 24 0.21 — — _ 6.27
500 mg 8 28 — 35.0 (51.9)° 5.43 —
single
9 29 — 0.66 32.6 2.78 —
10 30 — 0.19 (15.2)9 1.55 —
11 47 0.119 257 — 10.4% —
12 49 0.039 (69.2)9 — 3.92 2.89Y

D: stomach ?: thyroid gland ¥: serum %: mean=(8.13 ug/g+12.7 pug/g)/2
( )¥: checked after 3 hour ( ): checked after 2 hour ( )9: checked after 1 hour

Clinical efficacy
179 pts.

Reasons excluded from evaluation
Lost to follow-up 6 patients
Dropped off the trial due to accidental illness 1 patient

Total number of Adverse reactions
patients enrolled —— 181 pts.
186 pts.

Abnormal laboratory
— findings
123 pts.

Usefulness
179 pts.

Fig. 3. Number of patients evaluated.
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M5 2517080 TH Y, 500mg% 3H M5 L 7 EF A
EfRD67.0% (120/1796)) & & b £ H - 72 (Table 4),

REDORWFRUL, RIEMECIR MR B855I (g4 36
B, RTEREE2160, MoBl, MMEASH), EH6H, E&
2B, ) oNE (BE) 4260, TLMRMEIRERAL160), $LIR
#1360, FLPEBRIE 256, SME - 848 - FH81C &
HEIEMZRESA55], B - B R6H, BB ALH,
MR T IRE LG, MMM 16, SaRrmREL1el,
HE#151T& - 72 (Table 5)

2) RRERZHE

FBB DERKRRXNE % Table 51277 L7z, SWIEMILIRM:

KESSBIDONRIE, FEX2986l, HR536 (FH XK.

96.5%), FLRRKI13BITIXERIF, Hx7H (HRh=E

76.9%), NTFJE KA 2560 TIxER 76, AR146)CH
%h#84.0%), SMB - Bl - FWTR %2 L ORIEME KK
Yed 5B TIIER6HI, HR286) (HRET5.6%), NHEE -
B %660 TI13 %361, H%h26l, £ DMK (B,
KRBT 5, BASPIE, BRPIME, +E %) 56
TIEER 26, BR3BITHY, 2ETIEEL06, F
10761 (HRIH-87.7%) Tdh o /2,

SRR DA G & AEREIEH ) ] TI1290.2%
(110/12281), [7 L]Ti382.5% (47/576l) TH > 72,

HERE - 58N 0OFZEIZ250mgD 3 H WX 5 T
1386.0% (43/50%), 500mg?® 3 H M5 TI1290.0%
(108/12081) %2 &' Tdh o 72,

HEBEHOARZIE, BEFITIZ1.0% (81/89%1),

Table 4. Background of patients evaluated for clinical efficacy

Diagnosis Skin and . Cholecystitis
soft tissue Mastitis Pegproctal S ?cotq darz and Others Total
Items infections abscess Iniections cholangitis
Sex male 51 22 25 4 3 105
female 34 13 3 20 2 2 74
17~19 . 1 4 5
20~29 22 4 8 2 36
30~39 13 6 2 1 22
Age 40~ 49 17 5 4 7 33
) 50~59 16 3 3 9 2 1 34
60~ 69 9 1 2 11 3 26
70~79 6 1 7 4 18
80~89 1 1 3 5
30~39 1 1 2
40~49 8 2 1 6 2 19
50~59 13 5 2 24 3 47
60~69 13 3 7 6 2 2 33
Body weight | 70~79 7 2 3 1 13
(kg) 80~89 5 1 1 7
90~99
100~109 1 1
110~120 1 1
unknown 37 11 5 56
mild 47 3 12 24 3 89
Severity moderate 38 10 13 21 5 1 88
severe 1 1 2
Underlying no 70 11 17 12 3 2 115
disease &
complication yes 15 2 8 33 3 3 64
Pretreatment no 78 12 19 35 4 5 153
with
antibiotics yes 7 1 6 10 2 26
Concomitant no 77 13 23 41 5 5 164
medication yes 8 2 4 1 15
3 81 12 25 42 5 5 170
Duration of 4 1 1 2
treatment 5 2 1 3
(days) 6 2 1 3
7 1 1
Daily dose 250x1 19 4 8 18 2 2 53
(mg x times) | 500x 1 66 9 17 27 4 3 126

*: Superficial secondarv infection due to trauma, burn and operative wound.
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FRAEFEBITI284.1% (74/8861) Th 1), BEF D261k
VRS ERILLETH o 72 (Table 6) o

3) MEEFERIRE

140510 & 1) 3B S N 722 R TH 24 1AR O 1 5. 13 Staphy-
lococcus aureus 78.1% (25/32%k), Staphylococcus epider-
midis 96.7% (29/30#k), S. epidermidis% [ < coagulase-

negative Staphylococcus(CNS) 92.9% (13/14%), Strepto-
coccus spp. 82.8% (24/29#k), Escherichia coli 84.2%
(16/194k), Peptostreptococcus spp. 100% (38/38%k),

Bacteroides spp. 93.8% (15/16#k) % &K THh o7z, /7 4
14 T1390.1% (109/121%k), 7 7 LIEYEK85.7%
(36/42%k), MAEH3.6% (73/78%) TH Y, 24T

Table 5. Clinical efficacy

Clinical efficacy Efficacy rate** (%)
. . No. of i
Diagnosis . surgical procedure
atients i Total
p excellent | good fair poor without with
infected atheroma 36 8 26 2 6/7 28/29 34/36 (94.4)
subcutaneous abscess 21 6 15 2/2 19/19 21/21 (100)
furuncle 9 6 3 4/4 5/5 9/9
Skin and | phlegmon 8 6 1 1 3/3 4/5 7/8
soft tissue | felon 6 2 4 1/1 5/5 6/6
infections | folliculitis 2 2 1/1 1/1 2/2
lymphangitis, 2 1 1 1/1 111 2/2
lymphadenitis
paronychia 1 1 11 111
Sub total 85 29 53 3 0 18/19 64/66 82/85 (96.5)
Mastitis 13 3 7 3 1/4 9/9 10/13 (76.9)
Periproctal abscess 25 7 14 2 2 5/5 16/20 21/25 (84.0)
- Secondary infections* 45 6 28 6 5 14/19 20/26 34/45 (75.6)
Cholecystitis, cholangitis 6 3 2 1 5/6 5/6
Peritonitis 1 1 1/1 1/1
Subphrenic abscess 1 1 1/1 1/1
Intra-abdominal abscess 1 1 1/1 171
Intrapelvic abscess 1 1 1/1 171
Otitis media 1 1 11 1/1
Total 179 50 107 14 8 47/57 110/122 157/179
(%) 27.9) (59.8) (7.8) 4.5) (82.5) (90.2) 87.7)
* : Superficial secondary infection due to trauma, burn and operative wound.
**: (excellent + good) / no. of patients
Table 6. Clinical efficacy classified by dose and severity
Diagnosis Skin and . Cholecystitis
soft tissue Mastitis Peglproctal iief:cotrixdarz and Others Total
Items infections abscess ections cholangitis
16/18 3/3 7/8 13/17 2/2 2/2 43/50
2503 88.9) (76.5) 86.0)
Dose 500 x 3 62/63 7/9 14/17 19/25 3/3 3/3 108/120
(mg/day x days) (98.4) 82.4) (76.0) (90.0)
others** 4/4 0/1 2/3 01 6/9
mild 46/47 2/3 10/12 20/24 3/3 81/89
97.9) (83.3) (83.3) (91.0)
. 36/38 8/10 11/13 14/21 4/5 111 74/88
Severity | moderate | (g4 7) (80.0) (84.6) 66.7) (84.1)
severe 1/1 1/1 2/2
Total 82/85 10/13 21/25 34/45 5/6 5/5 157/179
(96.5) (76.9) (84.0) (75.6) 87.7
* : Superficial secondary infection due to trauma, burn and operative wound. ()%

**: 250 mg or 500 mg/day x 4 ~ 7 days
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1390.5% (218/241#%) T - 7z (Table 7). B TIXAZM 3.13pg/ml, CAM 0.39pg/ml, EM 0.78ug/ml,

T 72, BRIR 50 BEAR (234§ % AZM, clarithromycin (CAM) | CCL 3.13ug/mlTd » 726 S. epidermidis 31#k TILAZM
EM, cefaclor (CCL) DMIC% Jl5E L 72455, E% MM 1.5642/ml, CAM 0.39.g/ml, EM 0.78.g/ml, CCL 12.5
MDMICgotd, methicillin-susceptible S. aureus (MSSA) 23 ug/mlTdh 572, S. epidermidis% [ { CNS 15k TIZAZM

Table 7. Bacteriological efficacy

Eradicated
(%)
Staphylococcus aureus 32 25 (78.1) 7
Staphylococcus epidermidis 30 29 (96.7) 1
CNS 14 13 (92.9) 1

Clinical isolates No. of strains Persisted

Staphylococcus capitis
Staphylococcus simulans
Staphylococcus haemolyticus
Streptococcus pyogenes
Streptococcus agalactiae
Streptococcus anginosus
Streptococcus carnis
Streptococcus sanguis
a-Streptococcus
v-Streptococcus
Enterococcus faecalis
Enterococcus faecium
Enterococcus avium
Enterococcus spp.
Gemella haemolysans
Lactococcus lactis
Corynebacterium spp.

Subtotal

Escherichia coli
Klebsiella pneumoniae
Klebstella oxytoca
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Gram negative bacteria Serratia marcescens
Proteus mirabilis
Providencia retigeri
Morganella morganii
Haemophilus parainfluenzae
Pseudomonas aeruginosa
Pseudomonas fluorescens

Subtotal

Peptostreptococcus magnus
Peptostreptococcus asaccharolyticus
Peptostreptococcus anaerobius
Peptostreptococcus prevotii
Streptococcus constellatus
Streptococcus MG
Propionibacterium acnes
Anaerobic GPC

Anaerobic bacteria Clostridium perfringen
Clostridium sp.

Anaerobic GPR

Bacteroides fragilis 1
Bacteroides distasonis
Bacteroides vulgatus
Bacteroides ureolyticus
Bacteroides caccae
Prevotella loescheii
Fusobacterium varium

Subtotal 73 (93.6) 5
Total 241 218 (90.5) 23

* eradication rate: eradicated / no. of strains
CNS: coagulase-negative Staphylococcus

Gram positive bacteria
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0.78ug/ml, CAM 0.2ug/ml, EM 0.39ug/ml, CCL 3.13ug/
ml T d o 72, Streptococcus spp. 26k T3 AZM 0.78ug/
ml, CAM 0.054g/ml, EM 0.2ug/ml, CCL 12.5ug/mlT &
272 E. coli 17T#RTIZAZM 12.5ug/ml, CAM 100ug/ml,
EM>100ug/ml, CCL 50ug/ml T o 72, Peptostreptococ-
cus spp. 374k TIZAZM 1.56ug/ml, CAM 1.564g/ml, EM

3.13ug/ml, CCL 25ug/ml'Cd o 72, Bacteroides spp. 16
BT 12 AZM 50ug/ml, CAM 1.564g/ml, EM 254ug/ml,
CCL> 100ug/mlTd - 7z (Table 8)o

4) BITEA

BIVE o BEAG 3T SEBIL8LBIN 5 b, FHIREGICER
THLEZOND DL, B6H (EHEKII%)ICHEDS

Table 8. MIC distribution of clinical isolates

(Inoculum size: 106 CFU/ml)

Tsolated bacteria|  Antibio MIC distribution (sg/ml) MIC MIC
solated bacter 50 %
A AN | 0e 0.05 | 0.1 | 02 ] 0.39 | 0.78 | 166 | 313 | 6.25 | 125 | 25 | 50 | 100 [ >100
azithromycin 18 5 1.56 3.13
MSSA* clarithromycin 1 3119 0.39 0.39
(23 strains) | erythromycin 1 8 14 0.78 0.78
cefaclor 1 12 3.13 3.13
azithromycin 2 4 |>100 >100
MRSA** | clarithromycin 1 1 4 [>100 ([>100
(6 strains) | erythromycin 2 4 [>100 [>100
cefaclor 1 5 [>100 >100
azithromycin 1 1 18 8 3 0.78 1.5
S. epidermidis | clarithromycin 1 5 19 3 1 2 0.2 0.39
(31 strains) | erythromycin 8 18 2 1 2 0.39 0.78
cefaclor 1 5 13 2 4 2 3 1 0.78 12.5
azithromycin 2 10 2 1 0.39 0.78
CNS***  |clarithromycin| 3 | 3 | 6 | 2 1| 0l | 02
(15 strains) | erythromycin | 2 1 1 7 3 1 0.2 0.39
cefaclor 3 5 4 2 1 0.78 3.13
S azithromycin 1 2 11 7 2 1 1 1 0.1 0.78
”eﬁt‘”"‘g;; clarithromycin| 18 | 6 1] 1 <0.025|  0.05
PP | erythromycin | 4 9 9 2 1 1 0.05 0.2
(26 strains) | ceacior 1| 1] 4] 2] 5| 9] 4 33| 125
E azithromycin 4 1 6.25 [>100
”‘”"“";’;; clarithromycin 1] 1| 2 1 1.56 |>100
,eEe | erythromycin 2 2 1 3.13 |>100
6 strains) | cefacir 1 12| 1] 100 [>100
azithromycin 1 5 1 6.25 12,5
E. coli clarithromycin 12 4 1 50 100
(17 strains) | erythromycin 14 3] 100 {>100
cefaclor 1 6 6 2 1 1 1.56 50
azitbromyciq 3 12.5 12.5
Klebsiella spp. | clarithromycin 2 1 50 |>100
(3 strains) | erythromycin 2 1| 100 ({>100
cefaclor 1 2 0.78 0.78
azithromyciq 3 2 100 >100
P. aeruginosa | clarithromycin 5 |>100 [>100
(5 strains) | erythromycin 5 |>100 [>100
cefaclor 5 [>100 >100
azithromycin 3 4 18 10 1 1 0.78 1.56
Peptostreptococsms clarithromycin| 3 1 9 6 | 20 ) 1 2 0.78 1.56
& Stmjns)pp' erythromycin | 1 | 2 1 52 | 5 1 2 | 15| 313
cefaclor 1 1 2 5 5 10 3 4 1 3 1 1 1.56 25
azitl.lromycin‘ 1 1 1 4 3 2 1 1 1 1 313 50
Bacteroides spp. | clarithromycin 1 2 7 1 4 1 0.39 1.56
(16 strains) | erythromycin 1 9 4 1 1 156 | 25
cefaclor 2 1 2 1 |>100 [>100

*: methicillin-susceptible Staphylococcus aureus

**: methicillin-resistant Staphylococcus aureus
***. coagulase-negative Staphylococcus
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N7z, ZOARRIZ, BELIF, EERRELIG), By
W15, FEELMAR - THRILG, THILE, ®E16T
HY, WThOBRESLVWEIFEFOLOTH - /-
(Table 9),

5) BRRREMEORELES

FRR AR ZEAE O SRl RAEBI 123610 5 &, AF#E 512
ERYT S LEZONDEREREMOBREERITSH (5
HE41%) ISR SN, F ORI, ITFEEERDOWME (0.5
—+6%) 1%, S-GOT® L& (47—192U/1) - S-GPTD + &
(41—161U/1) 161, S-GOT® & (21-64U/1) + S-GPT
NEH(11—+131U/1) « 7-GTP®D L& (30—~107U/1) 141,
S-GPT® k& (28—=58U/1) 14l, AL-P® L& (271—
846IU) - »-GTP® L & (55 —240U/1) 1B T & » 7=
(Table 10),

6) AHM

KREE - S5 ABBIOFHEIE, 250mgD3HEKS
T1382.0% (41/50%1), 500mg? 3 H R+ 5 TI1390.0%
(108/1201) &k DH HEIX, 86.6% (155/179f)) T
bot, T, EEENOFHEEIL, BEHTIIL88%
(79/89%1), HEFEHTI284.1% (74/88%1) Td » 7=

(Table 11)
m = 3

AZMBA BRI BV TEBEEICTHENDS. au
reus, CNS, Streptococcus spp. 2 £ D 7 T LIGHEH, Pep-
tostreptococcus spp., Bacteroides spp. 72 & D e EH 123
LCHEESEERT I LICmR, RO~ 7074 FR
MEMRBRDBED—2>Td > 72E. colife DV 7 LIEEK
WX AME IR ENTWS, F7:, BEBABITE
LU EMANDBITIENS P Z LD 5in vitroll BT
BN OFHREINLL LI vivoll BWT, BIFZ
ERRVRFE S NI,

A0, FADERE L1796 B KRB DOHLHE
&, RTEMILIREER96.5%, ALFIEFRES4.0%%,
WENRICBUT 2ERBEENBRBICNR, BEARK
YSETH LI - JEER I L TH, EFKIZ6HI LD
Wb DN8I3I% L RIFTH o7z, (6K, REERYEIC
BV, EERBEAPIETFNOBITHFRIFTEOR
EMDF VY7 2 LREHFEFKH SN TELN, 40
DEBRE L ) ik TROBIEDTEERB AT, &
AOIERMEL L TOTMESEST+FIEZONL I LD

Table 9. Adverse reactions

Total no No'. of Patients with adverse reactions
of patients "g?t?‘e;:lse sex | 28¢ dose symptoms severit occurence causality trial
evaluated effects (y) | (mg/day x days) ymp y on day
181 6 M| 21 250 x 3 exanthema mild 3 probable finished
(3.3%) F 47 500 x 3 soft stool mild 1 possible continued
M 51 500 x 3 abdominal distension mild 1 possible continued
M 58 500x 3 diarrhea moderate 0 probable continued
M | 63 500 x 3 stomach discomfort mild 2 possible finished
F 84 500 x 3 abdominal burning | moderate 0 remarkable | continued
diarrhea moderate 0 remarkable | continued
M: male F: female
Table 10. Abnormal laboratory findings
No. of Patients with abnormal laboratory findings
Total no. | patients with
of patients abnormal a d all t
ge ose value movemen .
evaluated laboratory sex ) (mg/day x days) parameters [before — (during) —after] causality
findings
123 5 M 43 500 x 3 eosinophiliat 0.5 6.0 probable
4.1%) F 52 250 x 3 S-GOT? 47 > (66) — 192 possible
S-GPT? 41 - (57) — 161 possible
F 41 250x 3 S-GOT?t 21 - 64 possible
S-GPT? 11 — 131 possible
v-GTPt 30 — 107 possible
M 70 250 %3 S-GPT1 28 - (43) — 58 possible
M 51 500 x 3 Al-Pt 271 — (846) — 808 possible
v-GTPt 55 = (92) — 240 possible
M: male F:female ___
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Table 11. Usefulness classified by dose and severity
Diagnosis Skin and . i
: " Periproctal | Secondary | Cholecystitis Oth Total
soft tissue | Mastitis . s i thers ota
Items infections abscess infections* | and cholangitis
16/18 3/3 6/8 12/17 2/2 2/2 41/50
250x3 1 (g8.9) (70.6) (82.0)
Dose 60/63 7/9 15/17 20/25 3/3 3/3 108/120
(mg/day x days) | °0*3 | (95.) (88.2) (80.0) (90.0)
others** 4/4 0/1 2/3 0/1 6/9
mild 45/47 2/3 10/12 19/24 3/3 79/89
95.7) (83.3) (79.2) (88.8)
. 35/38 8/10 11/13 15/21 4/5 1/1 74/88
Severity moderate | g9y (80.0) (84.6) (71.4) (84.1)
severe 1/1 1/1 2/2
Total 80/85 10/13 21/25 34/45 5/6 5/5 155/179
94.1) (76.9) (84.0) (75.6) (86.6)
* @ Superficial secondary infection due to trauma, burn and operative wound. ( )%

**: 250 mg or 500 mg/day x 4 ~ 7 days

b, B bEMMREIVLEEINS,

T/, MEEMERFRLTAUUER~ I OS5 (4 FiZid,
RIREZE DO biofilmDIEAIHIE - BEEROHREDIZL Y
HEEEUNOFEBRERICOEEIET > Tn5, B
BRYE S EEEIZBE S L TV 5 BA IEbiofilm disease®
BERERBIZENFNMONTEY, AZMEZEULHI~
ruag4 Ficid, BE - EEREEEREICBIT A2 HE
BRIFEFRVHEINBREESEZ OGNS,

—%, FUREB X OREM RBREICH LTRERLE
N76.9%, 75.6% L BRRILPLRES 5 7275, ZHIGE
FEERBENT-HEOFERE, T 74 b blevofloxacin
(LVFX) D66.7%,74.7%, L \ZIZEEDEE O TH o 72,
W BT B AZM Dbreak pointAFMiEFEE L Y L
BABELZEL T2.0ug/mEBEENTVE NI L,
¥ ZOBEBOEEREED—DOTH HMSSAIZITT S
AZMDOMICH$1.56~3.13ug/mlDFFIZHH L TV 724
B OBEEZEZ TR EEL DRI 5. LA L,
AZMOD 3B MG Z X 2H%)% (88.8%) 75, 5~7HME#K
5 @ CAM'™ ™ roxithromycin (RXM)**™'” & & % =
79.8%,81.5% L IZIZEMTH o722 LIS IET 2,

BEERICELTid~2us( FEEDOTH, kESD
HLBERSELRLDTH Y, RERIIII% LHERD
<7 a5 4 PV ELERRTH o7,

¥/, BRREEOREEREICBVTIISGPTE XL
TAHIFHBEEREAR), IFEEROBL 1B D56 (BH=
41%) AN, w2054 FERMAEWETH B
RXM*® 7D FEIHHE(3.3%) L IFIZAHETH > /2,

B, ARERIZ250mgF 7213500mgD1H1E, 3B

BEERFEAE LTERLAY, 4~7HHMRE2LEL
L2 EBIA9BIE Eh Tz, ThODEFICOVTY
B B L VERREBEORELTH IIASNT, FHD
ZEWICH L TIFICHBEEIZWwEEZ 65N,

DEDR#EE Y, AZMBAFHEIBREEEICB VT,

ERD< 70T 4 FRIAEWRICHS L ) GHEORS
T, T3 2 HREFAFERLERTHL LEZ LN,
X [

1) Foulds G, Shepard R M, Johnson R B: The phar-
macokinetics of azithromycin in human serum and
tissues. ] Antimicrob Chemother 25 (Suppl A): 73
~82, 1990

2) Baldwin D R, Wise R, Andrews ] M, Ashby ] P,
Honeybourne D: Azithromycin concentrations at
the sites pulmonary infection. Eur Respir ] 3: 886
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3) RERE, REFH HiE & TRHHE:
Azithromycin D& H PR B 2 2B ¥ 2 BF %8,
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4) BARMEREFS | BT HEIERE (MIC) #IE
EHHETIZ D\ T, Chemotherapy 29: 76 ~ 79,
1981 ‘

5) WEAMEMICHEERNERS | AKE OB/
FF R 1L 8 B (MIC) i &€ #o Chemotherapy 27:
559~560, 1979

6) HAEREFLRERANEEERFZAR !
MEEIC L 2EBREFICB2EIEH, BRR
EEREDOHEHHE, Chemotherapy 39: 687~



VOL. 43 S-6

AVBLRESE (XT3 5 azithromycein @ B R G A 295

7)

9)

10)

11)

12)

689, 1991

Kobayashi H, Ohgaki N, Takeda H: Therapeutic
possibilities for diffuse panbronchiolitis. Int ]
Antimicrob Agents 3: 81, 1993

AREST U EAMIMIRE I RIS TS
074 FOERBRF. $420 B FLEREFES
RATEERE] (1994, 648 T, BILMEEE
43:96~101, 1995

WIRAGA, ML BE D ALVRRSRIRIC 31T 5 biofilm
RERE, {LROFIH 10: 15616~1522, 1994
HETER, f(4mdks & UMEKR): ¥/ 0>
FAR OHE R Levofloxacin @ AL BHE ISR SLE 12 3¢
4 % B K 8 i, Chemotherapy 40: 270 ~ 285,
1992

Arthur L B, Ronald N J: Interpretative criteria for
the agar susceptibility test with
azithromycin. ] Antimicrob Chemother 22: 637 ~
641, 1988

Rl —a, b (7HEER) @ AARHEBUC BT AW -
BRI IE X T A v/ u T 4 FRED
L& W 'E TE-031 D BE IR B9 #% 3F. Chemotherapy

diffusion

13)

14)

15)

16)

17)

36(S-3): 1005~1028, 1988

R TEE, A (4MER%) @ MRS 381F % TE-
031D HAHY, EiFRAYMRE . Chemotherapy 36 (S-
3): 1029~1038, 1988

MWiFaiG, FEME, CPHEW, F ORW, &
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il —iK, b (7HEEE) @ AAEHRRIBIC BT A M -
Bk ERAR H SE L2 A F v s u T A FARZED
LY ERU 28965D R EIIRFET, Chemotherapy
36(S-4): 603~623, 1988

HEATH, SIEX k¥ B ETEZ &
BE— SHA—4, HIRE ARHEBICBITAS
RU 28965M#BERY - HRFRAVMRET, Chemotherapy
36(S-4): 624~628, 1988

EHah, LHEE FHEWH, BE-BK, &
AEpk, HA G SNEEIBICBIT ARU 28965
O B R A o Chemotherapy 36 (S-4): 629~
636, 1988



296 ERENR A - DEC. 1995

Basic and clinical studies of azithromycin, a new macrolide
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The efficacy of a newly developed macrolide antibiotic, azithromycin (AZM), in the field of surgery,
was investigated basically and clinically by means of collaborative studies conducted in 18 major
institutes and their affiliated hospitals throughout Japan. The following results were obtained.

1. Assessment of pharmacokinetics: AZM levels in gallbladder tissue were 8.42 pug/gand 3.92~104
pg/g about 24 hours and 48 hours, respectively, after a single 500 mg administration.

Bile AZM levels reached the maximum level, 186~509 ug/ml, 2—~5 hours after administration.

9 Clinical assessment: AZM was administered at a dose of 250 mg (titer) or 500 mg (titer) once a
day for 3 days.

Seven patients were excluded or dropped out, such that clinical efficacy was eventually evaluated in
179 patients. These subjects consisted of 85 with superficial purulent diseases, 13 with mastitis, 25 with
periproctal abscess, 45 with superficial secondary infection due to trauma, burn and operative wound, 6
with cholecystitis or cholangitis, and 5 with other infections.

The efficacy rate was 96.5% (82/85) for superficial purulent diseases, 76.9% (10/13) for mastitis,
84.0% (21/25) for periproctal abscess, and 75.6% (34/45) for superficial secondary infection due to
trauma, burn and operative wound. The overall efficacy rate was 87.7% (157/179).

The eradication rate was 90.1% (109/121) for gram-positive bacteria, 85.7% (36/42) for gram-
negative bacteria, and 93.6% (73/78) for 241 anaerobic strains of casual bacteria, which were isolated
from 140 patients. The overall eradication rate was 90.5% (218/241).

Adverse reactions were observed in 6 of 181 patients in whom they were evaluated. They consisted of
gastrointestinal symptoms in 5 patients and exanthema in 1. Abnormal changes in clinical laboratory test
values were obseryed in 5 patients, and consisted of eosinophilia in 1, elevation of S-GOT and S-GPT in 1,
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elevations of S-GOT, S-GPT and 7 -GTP in 1, elevations of S-GPT in 1, and elevations of AL-P and 7 -GTP:
in 1.

These results suggest that AZM is very useful for infections in the field of surgery.



