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EREET - BEH ¥FY -R EFFO - ARBHRTS - RRRZHR® - FHE KK

WA E#e - BF R - NF ORKEY -HE BEZe -BR RO - =i 8B

B FHe - BE REY -8 b0 - BH  E00 - MR FTEEY
D MILKPZEZMEMPHERE, » LR ERZELBEMBERE,  WEEARRENE, © BRPRKBEEZNHE, ° KX
FERFVBEMBLEE, © FERALZEFBEMBZEE, " WHFIRREMH, © WKEEHRENH, ° RRBEIERX
FEMBERE, © ROPIKRBEEMH, W MEEERBEEME, @ BEARTFHLERE Y 7 BN, » REAKZEFZERR
RIRHBEHB —BEMPL,  BIRTHT LK ZEZBEMBZEE, © WRT L KFEFMM R AW ME, © PRI
B, " HBREEFREMBEHE, © SEXZEFBEMBFEEE, » IBFLERKLENB2EE, » GBE—KT+F
WA, » MEEMKEEMBZEE, » RERVEORBEEMY, » KRFEEITFILMEENY, » KEE#KEH
REB=2—5 7 YHBREME, = WEEHKEHREFRZRBEEMB, © BILKRTFHRBEEME, ™ WY WM,
» LT LR ME, 2 NIGERKZIEHREEME, © AVEEFMSTETRKREEMNH, » HIRBRLBETR
WBEMBL, © BRAKTFHREEME, © ZBREREEME, Y ERAFEFBEMBEEE, » HRAKFEFHBENAF
BE, © ERRIPRMBEMB, 7 FAMPIR RN, © RERRBIIMBEENE, ¥ MEBR+FRBEEEN A,
O BARBKFEMBFELRE, © ANKEEFBEMBFZEE, 2 BRAXZEEREMNBZHE, @ EAMTLESREY 7 —
EME, © AMhRFEENE, © REEREEMH, © RRAZEZREMNBFEE, @ EHERTIREMEEMH, © K
FRERFHBEMBERE, © BEBKFEFBEMBLHE, 2 BRBRIABHEENY, » KIRERKZEAZHE,

» WHKZEAEH AT BRRENR (3 : HRERMB), © ZREEY— ¥ — T VLEREFRS

) MBRRIEEM, v EARNER, o3 to—-5—,
o RE|WHEA, * MEFRORFEEE, ° RIAEE

(PR7H6H 29BN - FR748A 25 AZH)

FLOBEOR 7054 FRIUEFE TH 5 azithromycin (AZM) ORIEVEILIBYER B 2 F %301,
R, HRABERET A0, cefaclor (CCL) %L L T_EHERUBAREZS HRFRT
fForzo AZM 2 500mg (Jiffi) # 1 H 1 3 H, CCL X 250 mg (i) % 1 H 3 |l 7 HE#&
L7 KBS Ia # %, WHE B SEHEE [MECBRENEE), S1b ¥ (V1 E
%, F#, BEK), HOH (BRERE, LBRETRE ToMROBRTERE) &L

1. B 221 P, BRZBOBITNRES 172 MBI 2E%% ((E%] + [H%) o#HE)
12 AZM B 90.6% (77 #1/85 #1), CCL & 80.5% (70 BU/87 #1) TH oo MBMICAEZIIED

WL B HET 2-5-1
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b ofedt, AZM @ CCL ¥ B ERMF S ITMIES s (A =10%, p<0.001).

2. BEMINAREIIBIa BT AZM B 94.4% (34 Hl/3661),
CCL B 84.2% (16 #1/19 #1), MM T AZM ¥ 80.6% (25
CCL ¥ 66.7% (20 #1/30 #l) THoro WTFNOKRBMBICBVWTH MM ICHEZIZBD

Ib #T AZM # 100% (18 #1/18 #),
#1/31 #),
Shlrdhoi,

CCL # 89.5% (84 #1/38 A1), %

3. MMEMBHRICBITHIHEE (BRELI+[ERR] OWA) X AZM B 87.3% (48%/5501),
CCL #82.4% (42BU/5181) ThY, MEWIHBRZIBO LNEH o7,

4. RERDORBIEIZ AZM B 10.6% (11 #1/104 #),

HHICAEBRZEIRBOON LD o1

5 BKRBAMORREROBHXIZ AZM B 4.3% (4 #/93 #),

D, MEMCAERZIRDONL Do

CCL ¥ 10.2% (11 #i/108 1) THhH, W

CCL # 3.1% (3 #1196 #) TH

6. BUERSEOMIT X RIES 198 FlIcH T HRLE ((MB@ZL] OWE) 12 AZM ¥ 84.7% (83

#1/98 #1),

CCL # 86.0% (86 #1/100 #1) T&H, MBMCAHBEZIBDOOLhLEH o7,

7. HRABOMFTAKRA 181 BlICBII2HRE (LD THAI+THE] oWE) & AZM #

81.1% (73 $1/90 #),

CCL # 73.6% (67 #1/91 %) THh, WMHEMICHAREZRZBOON LN,

Uk, REMCREREBICHLT, AZM500mg1 B 1 3 BMMARIZ CCL250mg1 H 3B 7H
MRRE RRICHRAEORVERITHLIEEZ LN,
Key words: azithromycin, cefaclor, R7EtH{LRMEEE, —EERLERAR

Azithromycin (AZM) 13KE7 7 £ ¥ —#iC X W AR -
RREEh7: 15 BROBRLTHFI4 FR22054 FTh
% (Fig. 1) AZM BREXRDT I 0T 4 FERBOHEEY,
HBANRYZ PV EFFOIEHD, Haemophilus influenzae % ¥
DY FABMEICH L THEAHEBFEE LRI -9, Mk
B X UHBPIREE DRI A® 60~70 Bl & FEW ISRV A
¥ TH5HY,

Choomesix, 1H 1H 3 HHARICX 25 %%
PRSI T2, BB EBBREE NS 5 —REKER
B TOHEHEIZ 85.3% (99/116 1) Thotze 72, B
MEFERBISEDOBRRICB T A2ERHR%E, cefaclor 3
MicB&, AZM1H 250 mg 3 HEINRE L AZM 1 H
500 mg 3 HMPMRED 2 ¥ _EERETRIT L. £0
¥R, 1H500mg3 HEINMAIEYHRELEZ LRI,

4Eiz, AZM 500 mg 1 H 1 [ 3 HEAR L cefaclor
250 mg 1 H 3B 7 HEPMR%EZ, HMEFERBEERRICS
TAEHYE, ‘et AR OSZEEREICLY GCP
ZETFTLUTCHBRILEDT, TORKLBRET S,

L & B /& &

1. NEEHRORES XRS5 ROZERE

HEEAOBEICD-TH, v7uF14 FRILE
EREMBEBROBRPIEICBWT, £—BIREELT
BELATWLZVWERREZERL, RERLLBREREIC
BS2AETH2ROB4EWE T Staphylococcus aureus
B & U coagulase-negative staphylococci (CNS) 28t
WiEZAL, $7-, BEDEICKASH, BERY
FMEBTVLHEAENV L DOTH S cefaclor (CCL)
Z®IRL7. CCL 0 - ARIIZREHLBERBIC
3 AR 0BABY THYSRA 1 H 250 mg (1)

Z1H3ME, 7HM@KxE5E L. AZM OS5 RIZIRAE
BHiLBtEERCHT2HERCABRY ORSLY,
500 mg (Jffi) % 1 H 18, 3 HAES5 & L7,
2. WIRBMKEZ L HEME
KL 50 HEXIEFICX Y, 1994 F 6 AH» HFE 12
RECOMMICERL
3. HNRELR
ftEREEEDI L, HEEOBBEHROHEICHEL
TVAHLEZLNBAUTORBENRELE, KBR
RBREHLOSE? IZX 5,
BUM RV W ESAE
(a) BE - FHE  NEABYE
%, WEE, ¥ SENEER SELCRERERL
(b) U % AR RESE
VY RBR, FHE, BERE
IR BEREE (REEKS)

Fig. 1.

Chemical structure of azithromycin.
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BB, (LR IRE, €O/ TRE

4. NRBH

TROBEENRE L

1) KAl LT 16Ut @#

2) HRB LA - SRR

3) HWIRMEEONRE 22 BE (B LW L%
DRSBHEBRE)

4) MREE LTORER, AR ((F%E] B
LOBKFRA 2 2 L) 2BE

BB, TROVWTIANICEYTIREIEZRRLIL
By L.

1) #RO=7u54 FROHEB I U7 2 2RH
WEICHLT, TUAVX—OBRENHLBE

2) HE5HMBRRC, YUB - EHBERSONBLE A
VEOBH
(2L, MEFMREVMHERROZOOLRIEEE R
W)

3) BHPMRIC, FRARLEEShZBELBLIY
ERI-RETROERKSE - AHELXAT L8

4) MOKAROPHEMELELTLEE

5) FRABAICHOMERIHES Sh, ERIHHEL
20H58E

6) RA—BEIVY—FIIHLT, AIM ¥/
CCL #BEicix5 8h7=Ctobh s BE

7) AZM %7:13 CCL M€ DHHEMIHL T, WH
PCEHLEIONLBREEOBRE

8) ENLBHirVIIFMERELET LIRS

9) BT AIIERLTVINEEOHZ2EZEBL
BiLbOBE

10) BRO-ONRELTAALLEZOND BE
11) TOM, HYEMHINRELTAELEHNL
Al E

5. BEORK
ARBROEBICEEL T, BETL3EERBALRY
ICRBONEBL U GCP IcgD b - HEHEZFHL,
HEESECI2AEZRME LTXETHLILLEL
72

6. ABREH

BERE L LT AZM 250 mg (hfii) #&, HHRELL
T CCL 250 mg (Chfli) A 7EenzHw. %8, W
KR IHEKRL B0, ThEhicHind 2508E,
BRUREEZ 7R eMAEGbRLIEICLY, K
HREOEREZML 720

B, AZMBEBIURTZSLREZ7 71 F—BE
BA4at, CCL A7ENVBIVRAZS LR TSENIZ
HHERNERARE»OREL T

7. RBHBE

1) ABR7HFA ¥

AZM 500 mg (4 1)/H, 3 HE&S (AZM #) &

CCL 750 mg (4 3)/H, THM#¢5 (CCL#) 2 ®
MToHO_RKERILBEARE L7

2) ®&5HE

AZM Bz 3 HMiZ AZM K% 28L& CCL 7
FeXR3A7ENVE 1HALL, 3 HERUKRD 4 H
itCCL75t#3 A7V 1A2EL7 CCL®
MHD 3 B AZM 79K 2 $8L CCL £% 3
h7en% 1HSEL, 3 H#ELEIEZ CCLOKX 3 %
7Nk 1HAE LS

B, RAMEFZERLL PTP 4% (Fig. 2) A
v, REBRERRNTAISEICE - THESZHILE
L7

8. EHoH Y fHTB L UERENHRR
ayiro—5— (RBRERAXFLEBZEBER P
BYEF) 2, AREFOBRUSEELZBRLZIZT,
4FEFR % 1M E LTHRIERICH Y £11F, keycode DFR
BBIUHARBOF— I DIREHRERIEL

B, AREFCHTI2HAZNEARIE, 2o
— S5-I HEZERNTHIEEHRAREENZHE
(B KHER) ICHEL, AL DICARERE L

Azithromycin group

Day 0 (Day 1 |Day 2 |Day 3 |{Day 4 | Day5 |Day 6

After o|lo| oo |0
breakfast | @ @0 0|0 @

@] @] O O O ®) O
After @ @ @ ® @ ® @
lunch

O O O O O O O
After ® ® ® ® ©) ® (©)
dinner

O O O O 0] O O

@ : azithromycin 250 mg tablet O; cefaclor placebo capsule

Cefaclor group

Day 0 |Day 1 |Day 2 [Day 3 |Day 4 |Day5 |Day 6

After | 0| 0|0 || 0|0
breakfast |0 0|0 0|0 O

o o [ J o o o
After ) ® ® () @ ® ®
lunch

[ J o @ [ o o [
After ® ® ® ® ® ® ®
dinner

o [ o ® ] o [ J

0: azithromycin placebo tablet @; cefaclor 250 mg capsule

Fig. 2. Drug design.
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THALTWAT LABBEIN,

9. R50HIE
BERLAEEED 2 VIZHEEEROBRIASICI ) KR
BB EE2ZRAICIE, BREYERMOUN THRS %
FIELTEnwCEE L, 2L, KMOHURPLZ
Cvi5MMme 3 AMzRBLARATIICEE
Lo ¥, RIETH2HEIERIERICHTE OB -
RELUBZRYERTLIZ L L L

10. BEAI%E
ARBRPIMOGTIHE, A7/ FRH, y-ro7
VMM B Uan=—R¥EF (G-CSF, M-CSF)
EOBARRFARG 2 TORIELA, X704 FH
SHEM, MM - DN, WHERXHZZOME R
ELTRIBIELLE. EREBOVBMICLELE
FAEBEELTWAEEICIR, BRELTAEE2ERD
SR HATHRILE L

1. & &’
ARRPIIABZENLT2UMH - R % L ONH
RYMLIE % R 1k L7

12. ¥4 - |MBOEHE S L UKN (Table 1)

1) EERE
BHERBAOEMERBLUZEERPLRD 2 B
B CRRIE L 7o

1: B8, 2: h%E

2) % ®

B 5B HORBA 5RO 3 BRECFAE L 7=

1. EATEIE, 2: Bibd, 3: [MELP

3) MERFTR

5% H, &5 4 Btk (3~5 H#k), 7 H# (6~
8 H®) ICEBEfTIZELLL,

(1) #EgHEE
FEREINCEICTROERICOVWTREL 2.
Bhaf: AR, ERe, RdAe, R (BHER),
BEHE

BIb B HRN, HIR, Rk, BHR

WO HRM, MR, BRs, Hm (RHER),
IR - IR

SRR, ATATLVWLORRL, ERHEDEH,
Ofo:o

afRiz, FRRLOEREL, KH - ANBLURFR
MBEURL .

(2) BEBIUUBE

() B, mR R - B8

ZIERDBEEL TROEKTHEL =

0: %L, 1. BE, 2:h%E, 3 BK

BEMEkIE, FEROUBEETROERTHE
L7z

R: iH% (Resolved)

I: %% (Improved)

S: %% M (Slightly improved)

U: A% (Unchanged) %7 iXiW%E (Aggravated)
- BERHEVEREZL

() BFK

wE, RARBBIVCEMOBEE TROEETHE
fliL7o

WEH, RAME: 0 2L, 1: BE, 2: PEE, 3: 8
B

W 0: Bl (X ixRAKEZVL), 186, 2:#
IR

*H Y% Resterythem

BERMBBI, BREOUXELEE, BRAREL L
UCEROHEERAMNICHNL, TEOERTHMEL
pA

R: #% (Resolved)

I:%#%# (Improved)

S: %R # (Slightly improved)

U: A% (Unchanged) %7:i34E (Aggravated)
- B5WE VEREZL

(i) ¥ee (RIHER)

BitoERICOWT, TROEETHEEL 20

Table 1. Evaluation items

Evaluation day

Item Start of

4(3~5) days 7(6~8) days
treatment after start after start

Severity ®)
State of disease at first visit e}
Confirmation of drug Compliance o) o) o
Clinical signs and symptoms o) e} o
Overall clinical evaluation o) o
Adverse reaction [e) o) 0o

@) o

Laboratory examination

(=17~0 days before
treatment)

0~7 day after treatment completion

O

Bacteriologic examination

®] [®)

Between 2 days before start and after treatment completion




VOL. 43 NO. 11

Arithromycin RS LM HE B~ R WML IR 1073

O: BEMZL, 1.%ifE, 2:0R - ¥t s
BEMMBRE, HROWUBEL, HROAEK, R
BROWEBICE ) TROEKTHMEL 2.

R: % (Resolved)

I:%#¥ (Improved)

S: X% # (Slightly improved)

U: A% (Unchanged) %7 i3ME (Aggravated)
- REWE VML L

(iv) RSHE

REFEDHREBREB L,

0:%L, 1Y

(v) M
1HORRAEERZREIML, H5MBHIE Table 2 18
v, BEELFEL 2

R: % (Resolved)

I: %% (Improved)

S: 2% ® (Slightly improved)

U: A% (Unchanged) 7-i3ME (Aggravated)
- BEWIVRBRERL

4) MEENRE
MEBFENHRERNT 2 oD, B5M, B85 4 H
®, 7THE (B5RTHE) CHEREDZ-DOREE RN
L7z RERERRAZHEZRILEY — ¥ -z VILEME
MRERICEAML, MEOTMEE, HBEAES X UH
FIEFMEFEmEEY (225 MIC HliE (REER:
10°CFU/ml, FEXFHRARE) LML 2.
MERAOWBWEREL T 5813, RIZDS
NBBEICRY, B - RXBICE Y REHEIRIAR
RLL2EAIIE, BREMLLAEL:.

5) ERKKRE

50, &5 7 B (ZERTH) CTROBER
EExERL

M¥: KRR, NEXuy, A<b+2Y)y M,
WA MRY, HORY, HMRSE WK
JF#Re: S-GOT, S-GPT, LDH, y-GTP, ALP,
EYner

B#eE: BUN, migZ7 L 7F=>

KRR &Q, &, vo¥y ¥y, ki

Zofs: mEBME (Na, K, Cl), ARyt keHpE

Table 2. Evaluation of body temperature

Start of After start of treatment (T)
treatment
(T) <37 37=~<38 | 382~<39 39=
<37 - U U U
37=~<38 R U 0] U
38=~<39 R 1 U 10)
39= R I S U

R: Resolved, I: Improved, S: Slightly improved, U: Unchanged or
Aggravated, —: no fever

(1 KMf), CRP, Ii¥Y vRR

"B, HEMAERICREMMSRELY L WAL,
EWXMEARZBENMHTIET, THERDEBHK
METDICLELE, 28, REZEHOHZIZH KL
FRMELESWERAACXEREZRSMEY (UT, 1t
FRMELEQER) 12H L TVTHo 7

6) BEMEER

RifERVRIL A2, TOER, BE, 23
B, 4R, #8%EMKRAKICERL, RAZLT
FERDHET 2 T CHBMEELTICLE LA,

13. #RHYEw

1) HBBREYEMCE 2%

(1) 2eBuBE

85 4 B (8~5 H#), 7 H® (6~8 H#) (¥
fliL7. 4 B, 7 HEOMBIZVWRAICR, The
hbH#% 8HBROMBLVIFMEL, 5 H, 8 H#D
BRLZVWEAICI, Th¥h 3 B, 6 HEOHE
BQUE 2 SRR

BERLTHER (BMBHEARK) 3H5MHE (3%
BRiCoWVTiE, ERAMBRDICHBENS-H) 2, BE
BH2H50iE 3 ThHohdbD (REFEIEZDERE)
EL, UTO 4 BRETHR L.

Bl TXTOEREHEE R) LSS

K E: BBEEHED 60 UL EhEHh 2 BRE (N
(R) Foixd#E () UEBRLABE

RRUE: BRENZED S5 H, BHRENERIC
W WiEe

AEFTLINE: BRERIZD L2 VRS, RS
FEIBD ONBE T REROKEIBD ST,
U - SRERFONBNLBORLLEXICES -1

&

(2) ERIRZIE

#5 4 BH#, 7T BROLSBRBUEELD, UTD 4 &
RCHEL,

EX: 4 BERICHE (C) LEE, i3 4 HEBIC
HE (1) T, 7THEI TS HICEROBRERHZ
Hohi-Be

A%: 7T HROSEUBFEIHNE ) ULTHo78

&

PRAR: T HBROSHREBESLLEE (S) TH
oYAL aa

%) T HROSEZBEIAE I IIHE (U) ©
bol s, REBMENBOONLBEI-IERD
UEFROONT, WK - FRFBREONNLED
RLREICESLEE

3) "eH

i) BEMHERZ - QBEREEOREER

BEPEERE - ERREMOREEDARBAL -5
B, TORBERMFMBEEIER L LT, 8],
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(theEEEl, [HEE] » 3 BIRFCHE LA, T4, HBRE
FEORRMEIZ [1: o ICKEDY |, [2: 20K
AEH ], 13: MESZLL LAk, T4 KE2WS
Lw), [5:B%E%2L] @ 5BMTHELR.

kd, ARMEY 1,2, 3 ObORRMEMEE IR
REBORMER L LTRALA,

i) MERL2E
RNEABIUVEEREHEORBERERELT, (M
B2L), [BIEH, BEREHEORKEDIEEDD
D], [BER, BERREMORNEIFEENS D],
[RIER, BRREBEORBENIEENOLD]| O 4 B
RTHELZ.

(4) HH#E

BRI R L ReWEH LIS, Table 3 i2ft-T, [
bOTHR]L THR] [RRHA] THRAKERZL] 04
BRETHRLL.

(5) MIBERR)HR
BEMBIUHRS 7 Hif (B5ERTH) ORERRK
kY, LT 5 BRETHELY,

1: B b 7 B (B5RTE) &, B H#ECE
h, BREMEPRBARE 2788

2: Colonization: BREGFRIHEFL TV SIZdHh b
57, F-LWHPBDONEE

3: Superinfection: BESERI TR L TV 2HEF /-
7 I RBREER A b o 7= A

4: NE: B5RERICED SN HRENE SR TRIC
bRDOLNLBE

5: ¥IEARE: 5 PRMRFICH BT I 2o I3 F R E
BREBTH--HBEHLIT 7 Bt (BERTH)
I, REMBEISRITETH 7o, REETH -7
Be

2) EMRFFRRRICL BB

EFAKRFZERS GEHRER, W RE, ARHELE,
ELE—) X, Key code 3 A00iC, HBRHENK
fiAdbRMINEMNTRAKORRERE S &1,
BRERIIEZICH L SEENOEE, KEBEOFHE,
BRI ER, #et, FREBIUCHMBAZNHDROARE
DEYGHE R LIZOVTRF L.

B, FRARLEBERHEYEMHAEOR—BERICD
WTREBRBRHELEMLIBRO ) A BRNICHE L H—

L7

14. PARRB X U7 — 5 DMK
EEFOREBIT LOWMY B2 REHR, T~ O
- = HRET o7 TENFEHB GEKYDR, &
BENLR, MERSEBIUAARLE L. BEKY
R, REHB LUHHEICOWTIE Wilcoxon 2 AR
&, MMENRRIZOWVWTIE Fisher DHERNEE LA
WTENBMOEBRET o7, 2L, MWFHHR
B ANEEIEED RO RADS LT RAE
MR E DRI THE+WEREA] EPFLLTR
MLz, ¥REFIREKYHRRAMCOWTENT
WRL, ERFOEFNBRMOBY IOV THREFL .
BIRMHMEREE RN ERB L UVEEREROREE
Bl MEERBIUVERREMORKED
WKPOWTIREB T L ICEMBY ML, Fisher DE
BREELHWTRALOUBET -0 SHICHMX
MR E LTHIRZRIIERTY, KEEN, THARN
12, MEENYHRIIBEOME TRANMIK LT .
B, RECBOTHRKEZIEEFRRICOVWTIIN
B 15 %, FThUSIZOWTIZWN 5 %L L, HE#E
(p ) ZHH L. SHICHDEED 95 %LEWXMA
PHML. 7, ARBICRLTIRFEEE 10 %L
LAKKMRSEORFT 21T 720

15. Emergency key
BREZAHERRAORECELT, RREYERHIR
BEOEANZHMAILENELLBEIR, HERREES
DY THEYIEM D Emergency key ZHRL, Eeh
ICHBREYEMICENT AL E L

L. & KR & &

1. BES5HEMS L URITSRA

RN 221 P10 LB HURRKRDO ko7
2§, RWEBHEETH-- 1 A, ETROESHE
PAHLZ 16, H5mE 8 kAW (RIfEM, BEKR
HMEORBEEHLZL) O 4 ARTXTOEIMTH»H
BA L=,
BRZRICHL TR, NRABEHEOEHN, REBEE
RoEH, BREERTHBEOEMN, HBEBHICHAHBRL
BE2ERLEMA, A704 FEBRERNICRFTRS
L7=%f, Mg Fhi-Ef, Hh&:-EDHIUN
OEMIZE Y RBFTHIEL, &5 B 18 BIKRIKDE

Table 3. Evaluation of usefulness

Adverse reactions and/or Clinical efficacy
abnormal laboratory findings | excellent good fair poor unevaluable
No ++ + - - ?
mild + + - - -
Yes moderate + + - - -
severe - - - - -
Unevaluable ? ? - - ?

++:very useful, +:useful, *:slightly useful, —:notuseful, ?:unevaluable
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PRI ORI LA, LHATEHFICRESN:
BEEHIZ 21 ETHIA, REMBBIIER%EYSHR
RAPHEd &ddHY, [WHO, After dinner] 2R
HENTWREDLRME LA, TARBERHR
HEHIX 7 (6~8) H#THY, 6 HRICHEIMTHN
a3 (6 HR®, After lunchl, [6 H#®), After
dinner] P MRAShBWMICHEIITbhi, Lids
TERHEBLEFLEHAETY 3 AH/OMAIL S
NRVRAVHBLELON, 221 AHRENI B, 18
BILAERRA L 7500 % BRERZU RO MEFT N RBIE L7,

BEREEICMLTIE, £S5 EBA 8 BIRRDEH,
BEROBEKRENEERT (Pik) # 7 HURICE
BEhTw2VWEABIUVERREFEEN) BDIF - %
BEREICKEDD DEMIZHAMFT SR L,

b, MEAIZRERREBORBEEYDIED S
NRERADOBERESE IR TXTRINCIR 7225, B
HRZoohidld, BRREIREROER DK
BEREEIEIMITLOOBRA L,

LROERICH LTXEFABRELIT>Z-OLBHEL
oo TORER, WIRZEHE 172 51 (AZM B 85 #,
CCL # 87 #%), BEPEERNWE 212 1 (AZM # 104
#i, CCL % 108 #1), BRMEMNE 189 A (AZM
# 93 %, CCL ¥ 96 #1), MERLENE 198 #
(AZM ¥ 98 #1, CCL ¥ 100 #1), AHHE 181 #
(AZM B 90 #1, CCL % 91 #1) 2L Shi,
B, ABOMTBAARICRIZZDONE, o7
(Fig. 8, Table 4),

2. ¥RHET

B RO RA 172 AOFREF4WHNT
gL/,

No. of patients

evaluated excluded

Total 172 Total 49
AZM 85 —AIM 21 ]

CCL 87 CCL 28

No. of patients  Statistical test
(Fisher's
exact test)

NS
(p=0.517)

_Clinical ]
efficacy

Ad Total 212 | | Total
| Adverse__{A7ZM 104 | AZM

reactions ooy 108 | |cCL 7

9
2 NS
(p=0.174)

Total 221 Total 189 | | Total 32
AZM 106 || Laboratory (2o | lazm 13 | N
ccL 15| | findings  fcop o6 | [ccL 19| |®TO4D
Total 198 | | Total 23
| Overall | og |{azm 8|4 ™
safety  locp 100 |ccL 15| |@70199
Total 181 i Total 40 NS
funess— AZM_ 90 - AZM 16 |—
 Usefulness (p=0297)

CCL 91 CCL 24
AZM: azithromycin, CCL: cefaclor, NS: not significant

Fig. 3. Number of patients evaluated.

HERONRIZMIa # 74 #1 (AZM # 36 #1, CCL
# 38 M), HOb # 37 % (AZM ¥ 18 #1, CCL ¥
19 #l), #SM# 6161 (AZM #t 31 %I, CCL & 30 #1)
Thh, MR EBDONEd»o70 CCL i
RSHEDREFIAS L, MEMICH)A*BHONT: (p=
0.096), *DOMOJEHTIRWHRBDLh LI o/
(Table 5),

3. MEB L URK RS

BERZROMIT AR 172 HIP, B MENTSEH
X 109 # (AZM # 56 #1, CCL B 53 #) THh DY,
0L YRy H Iz AZM B 32 #], CCL ¥ 23
7, BWEHREME AZM B 24 I, CCL ¥ 30 /1T
bolo $7:, HHMEBRMIIBITILTMEM (S.
aureus, Streptococcus pyogenes, CNS+ £ DMDHM)
ORABBIUMBABRRAICB IS EER (S.
aureus+S. pyogenes+CNS, S. aureus+S. pyogenes
+ EDMOWHM, S. aureus+CNS + ZFDMOHM, S.
aureus+ T DO WM, CNS: £, Zofb
OWH) OFHFICBCTHERICRYXEBDLNT:
(p=0.071, p=0.106) (Table 6)o

ChoFMEDSIH, MIC ORIEETT - 7-H#iZ
AZM % 92 #1, CCL # 93 tkd &3t 185 %)k THhH, ¥
O MIC SACHEMICERY ZBD O LD o7z,
AZM ® MIC DY —213<0.025 ug/ml & 0.20~
0.78 ug/ml @ 2 »FCH Y, MICs it 0.39 ug/ml,
MICs iZ 1.56 ug/ml TH-7:o —%, CCL ® MIC 57
KDY —21% 0.78~3.13 ug/ml I2H Y, MICw it 1.56
ug/ml, MICs id 3.13 ug/ml T -7 (Table 7)o

aMEs iz S. aureus 33 ¥RD AZM ® MICs, MICs
i2& HIC 0.78 ug/ml, CCL ® MICs, MICsolZ & % I
3.13 ug/ml TdHo7z. S. pyogenes 11 %D AZM ®
MIC ¥ 0.1~0.2 ug/ml, CCL ® MIC ix 0.05~0.2 4
g/ml 284 LT/, CNS 59 %k®D AZM @ MICso,
MICe i%, 0.39, 0.78 ug/ml, CCL ® MICsx, MICs X
1.56, 3.13 ug/ml TH 7. S. pyogenes ® AZM D
MIC SfiicB VW THEMICREY BBOON (p=
0.049) %%, S. aureus, CNS ® MIC 4B LU S.
pyogenes ® CCL @ MIC A ICBWTIIWEMICEY
EDSNL b -7 (Tables 8~10),

4. ERRZIR

1) HERFHR

BERZDR X AZM & 85 BIT [¥%) 40 B, [H%h)
378, [RR%%)) 56, (&%) 3841, CCL# 87HT
X (EZ] 34 B, TA%] 36 B, [REZ] 12 #,
(&% 5 FIThh, MEMICEREIZDON R
7= (p=0.125),

T, A%E (ERWH] + TAH] 0o¥WE) & AZM
¥ 90.6% (77#1/85%1), CCL B 80.5% (70 #1/87 1)
ThHY, A=10%0FAEHERES OKE, AZM ©
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Table 4. Reasons for exclusion from evaluation
Reasons No. of patients Clinical Adve'rn Laboratory Safety | Usefulness
total | AZM | CCL | efficacy | reactions| findings

+ No revisit to hospital 2 1 1 X X X 3 X

- Severe underlying disease 1 1 0 X X X X X

* Progressive complication 1 0 1 X X X X x

* No definite signs of infection 8 8 5 X o o (e} X

+ No definite signs of infection +Poor drug compliance* 1 0 1 b X X X X
(Discontinued due to cure)

+ Ne definite signs of infection + Poor drug compliance® 3 3 0 X o X o o]
(Discontinued due to side effect)

* No definite aigns of infection + No laboratory tests 1 0 1 X o X X X

+ Topical steroid application + Abnormal laboratory value 1 1 0 X o o O o
noted

+ Disease not included in protocol 1 1 0 X (@) o o b3

+ Infection with P. aeruginosa 1 0 1 X (o] o] (o] X

- Surgical intervention performed on day 0 3 2 1 X (o) o o X

- Poor drug compliance® (major drug compliance devia- 1 0 1 X X X pd X
tion)

+ Poor drug compliance** (Violation of protocal) + 1 0 1 X o X X x
Deviation from required laboratory schedule

* Poor drug compliance* (No revisit after midway in the 1 0 1 X X X X x
trial)

- Poor drug compliance®* (No revisit after midway in the 5 1 4 X o X X X
trial) +No laboratory tests

- Poor drug compliance* (Incision performed at another 1 0 1 X X X X b
hospital)

- Poor drug compliance® (Discontinued due to side effect) 3 2 X o X o o

- Poor drug compliance** (Discontinued due to side 5 3 X o o (e} (e}
effect)

+ Poor drug compliance** (Discontinued due to side 1 0 1 X o X (@] O
effect) + No laboratory tests

- Poor drug compliance** (Discontinued due to side 1 1 0 X (@) X (o] (o]
effect) + Deviation from required laboratory schedule

+ Delayed assessment 6 3 3 X (@] (@] O X

- Delayed assessment + Absence of laboratory date 1 1 0 X (o] X X X

+ No laboratory tests 3 1 2 o] o X X X

+ Deviation from required laboratory schedule 2 2 0 o o] X X X

- Discontinued due to insufficient efficacy + No laboratory 1 1 0 (@] (@) X X (o]
tests

- Discontinued due to insufficient efficacy +Poor drug com-| 1 0 1 (@] X X X (o]
pliance*

- Side effect + No laboratory tests 1 0 1 (@) O X (@) o

*Taking test drugs fewer than 8 times in total, **Taking test drugs 8 or more times but fewer than 18 times

AZM: azithromycin, CCL: cefaclor, O: evaluated, X:excluded

CCL (233 2 BRI S RIAE S vz (p<0.001),
B, AHEOED 90 LEBXMIZ (0.2%, 20.0%)
TdH o7z (Table 11),

2) ERIRZDF O K& BT

(1) HKEBWPBKLYFR

KEBRNOARE X, #Bla HT AZM ¥ 94.4%
(34 #1/36 #1), CCL % 89.5% (34 $1/38 #1), #1b
BT AZM ¥ 100% (18 #1/18 #1), CCL #¥ 84.2%
(16 #1/19 #1) HMB T AZM # 80.6% (25 #1/31 #1),
CCL ¥ 66.7% (20 #1/30 fl) THbH, WTFhokBH
CBVWTHRARHICARZRZD O Ed o7 (Table

12),

(2) EIERDEBRKRZR

BEMAICHTA2HAEIX AZM ® 91.3% (21 #1/23
#1), CCL # 78.6% (11 #4/14 1), hEEMTIX
AZM # 90.3% (56 #i/62 $1), CCL ¥ 80.8% (59 #/
73 8) ThHY, BEM, PEEMOVTRIIBVTY
MHEMICAERERZZD O5hidh 57 (Table 13),

(3) AMERHPDEERE)R

FHMEIRHEN 109 AICBIT 2 A =T AZM
BT 94.6% (53 #1/56 #1), CCL #T 86.8% (46 P/
5341) ThHh, MBHICABREZRBOONLD o7
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Table 5. Patient backgrounds

wmg group AZM CCL Statistical
Characteristic No. of patients 85 87 test
Sex male 44 47 NS¢
female 41 40 (p=0.879)
Age (yrs) range 17~84 18~86
mean tSD 456184 45.7+17.8
In/Out patients in ] 7 N8»
out 82 80 (p=0.329)
furuncle 20 18
furunculosis 8 4
O(a) | carbuncle 3 3
sycosis barbae 1 2
paronychia 6 16
subtotal 36 38 -
lymphangitis [} 3
1) | ceuie 5 10
Disease lympllm:m'til+erylipelaa 0 1 N§Y
group lymphangitis + cellulitis 0 1 (p=0.964)
subtotal 18 19 —
infected atheroma 29 24
hidradenitis suppurativa 1 2
il subcutaneous abscess 1 1
pyodermia chronica glutealis 0 2
perifolliculitis capitis
abscedens et suffodiens 0 1
subtotal 31 30 —
Severity mild 23 14
moderate 62 73 p=0.096"
State of disease stationary 11 10 NE»
at first visit aggravating 63 68
remarkably aggravating 11 9 (p=02813)
Underlying disease or no 64 59 Nsv
complication yes 21 28 (p=0.313)
Antibiotics prior to no 81 84 NS»
test drug administration yes 4 3 (p=0.718)
Combination drugs no 64 73 N§»
yes 21 14 (p=0.187)
AZM: azithromycin, CCL: cefaclor, NS: not significant
YFisher’s exact test, ¥ y *~test
Table 6. Clinical isolates before treatment
. Drug group Statistical test
Organism AZM CCL (" test)
S. aureus 9 10
S. pyogenes 0 3 _
Monomicrobial isolation C;sy ¢ 12 6 p=0.071
Others 11 4
subtotal 32 23 —
S. aureus, S. pyogenes and CNS 0 1
S. aureus, S. pyogenes and others 2 5
X S. aureus, CNS and others 0 2 _ NS
Polymicrobial isolation 3. aureus and athers 1 3 p=0.106 (p=0.151)
CNS and others 19 12
Others 2 7
subtotal 24 30 —
Total 56 53

CNS: coagulase-negative staphylococci
AZM: azithromycin, CCL: cefaclor, NS: not significant
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Table 7. Sensitivity distribution of isolates (10° CFU/ml)

MIC (g/ml) Statistical
Test  Drug Total test
drug  group =0.026 0056 0.10 0.20 039 078 156 3.13 625 126 26 50 100 >100 (Wilcoxon
2 sample test)
AZM AZM 12 5 6 20 21 13 2 2 1 2 1 3 4 92 N8
CCL 12 4 11 10 18 18 2 2 3 85 5 1 2 4 93 (p=0.269)
ccL AZM 1 4 3 9 23 13 25 4 2 2 1 1 4 92 N8
CCL 2 4 6 6 2 21 12 21 8 1 4 1 b 2 93 (p=0.878)
AZM: azithromycin, CCL: cefaclor, NS: not significant
Table 8. Sensitivity distribution of Staphylococcus aureus
MIC (ug/ml) Statistical
Test Drug test
Total (Wilcoxon
drug  group =0.025 0.05 0.10 020 039 0.78 156 3.13 625 1256 25 50 100 >100
2 sample test)
1
AZM AZM 1 4 4 1 1 12 NS
CCL 5 14 1 1 21 (p=0.694)
ccL AZM 3 8 1 12 NS
CCL 1 6 13 1 21 (p=0.538)
AZM: azithromycin, CCL: cefaclor, NS: not significant
Table 9. Sensitivity distribution of Streptococcus pyogenes
MIC (pg/ml) Statistical
Test Drug test
Total .
drug  group 0.025 005 010 020 039 078 156 3.13 625 125 25 50 100 >100 (Wilcoxon
2 sample test)
AZM AZM 2 2 p=0.049
CCL 7 2 9
CCL AZM 2 2 NS
CCL 2 5 2 9 (p=1.000)
AZM: azithromycin, CCL: cefaclor, NS: not significant
Table 10. Sensitivity distribution of CNS
MIC (pg/ml) Statistical
Test Drug Total test
drug group <0.025 005 0.10 020 039 078 156 3.13 625 125 25 50 100 >100 ° (Wilcoxon
2 sample test)
AZM AZM 3 10 16 3 3 1 36 NS
CCL 6 1 1 1 1 3 23 (p=0.520)
cCL AZM 1 12 5 9 2 1 1 1 36 NS
CCL 1 1 8 1 6 3 1 2 23 (p=0.370)
CNS: coagulase-negative staphylococci
AZM: azithromycin, CCL: cefaclor, NS: not significant
Table 11. Clinical efficacy
Clinical efficacy Statistical test
Drug No. of Efficacy rate’ (%) Wilcoxon  Test of clinical equivalence (A =10%)
group  patients  excellent  good  fair  poor (95% CI) 2sample  Efficacy rate difference (AZM-CCL)
test (90% CI of the difference)
AZM 85 40 37 5 3 77/85 (90.6) NS p<0.001
(82.3%, 95.8%)
CCL 87 34 36 12 5 70/87 (80.5) (p=0.125) 10.1%
(70.6%, 88.2%) (0.2%, 20%)

AZM: azithromycin, CCL: cefaclor, NS: not significant, CI: confidence interval
v (excellent +good)/No. of patients
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Table 12. Clinical efficacy by disease group
Disease Drug No. of Clinical efficacy Eificacy ratat (%) Statistical test
group group patients excellent good fair poor. cacy (Wilcoxon 2 sample test)
Ia AZM 38 19 15 1 1 34/36 (94.4) NS
CCL 38 17 17 2 2 34/38 (89.5) (p=0.412)
b AZM 18 10 8 18/18 (100) NS
CCL 19 11 5 ] 16/19 (84.2) (p=0.782)
- AZM 31 11 14 4 2 25/31 (80.6) NS
CCL 30 6 14 7 3 20/30 (86.7) (p=0.127)
AZM: azithromycin, CCL: cefaclor, NS: not significant
v (excellent + good)/No. of patients
Table 13. Clinical efficacy by severity
severity D No. of Clinical efficacy Efficacy rate” (%) Statistical test
group patients excellent good fair poor (Wilcoxon 2 sample test)
il AZM 23 9 12 2 21/23 (91.3) NS
CCL 14 4 7 3 11/14 (78.6) (p=0.333)
AZM 62 31 26 3 3 56/62 (90.3) NS
Moderate
CCL 73 30 29 9 6 59/73 (80.8) (p=0.173)

AZM: azithromycin, CCL: cefaclor, NS: not significant
v (excellent + good)/No. of patients

WHERYAZHB T S. aureus R SN ERDOEH
%Iz AZM & 9 #ivh 9 #1, CCL ¥ 70.0% (7 #1/10
#) ThY, MEMICHBRENZD LN (p=0.003).
S. pyogenes PR SN fEFHDAHZ)HEIX CCL ¥ 3 #1
3P THolze CNS PRI S NI-FEMDEHEIX
AZM ¥ 91.7% (11 #1/12 $1), CCL & 6 #ih 6 1T
by, MBHICABEZIZD O o7,

¥/ S. aureus ELRYBERBEHOA LRI AZM
# 3414 341, CCL ¥ 90.9% (10 #i/11 #1) TH-
2o EDH B, S. pyogenes 2L LDODERHEII
AZM B 2 28, CCLE 6HIh 5 FITH o720 ¥
72 S. aureus, S. pyogenes & %73, CNS L EDMD
WHEIARB I - HBAREAOE XX AZM &
89.5% (17 #1/19 #1), CCL ¥ 100% (12 $1/12 #1)
Tholzo WTFNRIZBWTHWMHMICHEREZIRDO
hzxH -7z (Table 14),

5. MIEFREIR

BRI RO REIO D b, RBREREGHNICHD
Smshi: 106 ) (AZM # 55 $l, CCL &# 514)) O
MEBEXHODRZRIL. ABRHPAICBITZHERE
(TatEAL ) + [H2ER] O#E) X AZM ¥ 87.3% (48
#i/55 #1), CCL B 82.4% (42 /51 H1) TH Y, WHt
Bl EEZRAD b id o7z (Table 15).

BRI OMEEIT AZM & 87.5% (28 #1/32
#), CCL 2 86.4% (19 #4/22 #1) THolo BHHE
B O BEEERN ONREIX, S. qureus PRHES
TRERTAZM B 9B 9B, CCLE 9B 741, S.

pyogenes MRM SN /-fEM T CCL ¥ 3 A 3 #,
CNS 2B S h7-fEH T AZM # 66.7% (8 #1/12 #1),
CCLE 6Pt 5 I THo720 T, BMEREFAON
Se® | AZM # 87.0% (20 #1/23 #1), CCL ¥ 79.3%
(23 /29 #l) Tho7zo S. aureus & FLBME BL
PIOWHELEIT AZM # 3 itk 3 #1, CCL # 90.9%
(10 $1/11 BI) THo7=c £FDH L S. pyogenes EaLs
bODOWHEEIZ AZM 2 Hivh 2 B, CCL # 6 $i+ 6 A
THhoo S. aureus, S. pyogenes ¥ & ¥3 CNS L &
DBOEBABRHB S - HREREFHON LEIL,
AZM # 83.3% (15 #1/18 #1), CCL # 83.3% (10 #1/
12 M) Tholo WTFRICBWTOMBMICARZEIX
FH LML Hh o7z (Table 16)o

SMER DO EEIL S. qureus T AZM 100% (12
#/12 #), CCL % 85.0% (17 ¥/20 #&), S. pyogenes
T AZM # 2 #%+ 2 ¥, CCL B 9 tkvh 9 %, CNS T
AZM # 80.0% (28 #/35 ¥), CCL ¥ 91.3% (21 &/
23 B) ThYH, FLAE7 I LBEREESAEKTIE AZM B 7
89.2% (58 #/65 ¥), CCL B 88.7% (55 ¥/62 ¥)
Thote 372, AR LEBHETIX AZM ¥ 3
B 3 B, CCL # 90.9% (10BR/11#k), BREMEWE Tk
AZM # 90.9% (20 ¥/22 ¥), CCL & 80.0% (12 ¥/
15 #) Tholo WTFRICBWTHWBMICHERER
Aok dh o7z (Table 17),

6. T&t

1) BeH

BI/ER X AZM 3T 104 i 11 # (10.6%), CCL
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Table 14. Clinical efficacy by organism
' Drug No. of Clinical efficacy Efficacy rate” Sta.tilticnl test
Organiam group patients excellent good fair poor (%) (Wilcoxon
2 sample test)
AZM 9 9 0/9
S. aureus ccL 10 3 4 1 2 7/10 (70.0) p=0.003
AZM
S. pyogenes coL 3 3 3/ -
Monomicrobial AZM 12 1 10 1 11/12 (81.7) NS
isolation CNS CCL 8 2 4 6/6 (p=0.156)
AZM 1 6 5 1111 (100) NS
others CCL 4 2 2 m (p=0.880)
AZM 32 16 15 1 31/32 (96.9) N8
subtotal CCL 23 10 0 1 2 20/23 (87.0) (p=0.418)
S. aureus, S. pyogenes AZM
and CNS CCL 1 1 1”1 :| NS
S. aureus, S. pyogenes AZM 2 2 272 (p=0.664)
and others CCL 5 4 1 4/5 N8
S. aureus, CNS AZM (p=0.854)
and others CCL 2 1 1 2/2
Polymicrobial S, qureus AZM 1 1 11
isolation and others CCL 3 1 2 3/3
CNS AZM 19 10 7 1 1 1719 (89.5) NS
and others CCL 12 4 8 12/12 (100) (p=0.524)
AZM 2 2 2/2 NS
others CCL 7 2 2 1 2 41 (p=0.123)
AZM 24 14 8 1 1 22724 (91.7) NS
subtotal CCL 30 13 13 2 2 2650 (867 (p=0272)
AZM 56 30 23 2 1 53/56 (94.6) NS
Total CCL 53 23 23 3 4 46/53 (86.8) (p=0.179)
CNS: coagulase-negative staphylococci, NS: not significant
AZM: azithromycin, CCL: cefaclor
v (excellent + good) /No. of patients
Table 15. Bacteriologic response
Bacteriologic response inati
Drug No. of Bl respome E:‘:'j;‘m Statistical test
group patienta eradicated unchanged colonization superinfection (95% CI) (Fisher’s exact test)
AZM 55 47 7 1 0 48/55 (87.3)
(75.5%, 94.7%) NS
CCL 51 39 9 1 2 42/51 (82.4) (p=0.590)

(69.1%, 91.6%)

AZM: azithromycin, CCL: cefaclor, NS: not significant, CI: confidence interval

v (eradicated + colonization + superinfection)/No. of patients

BT 108 At 11 #1 (10.2%) IC@ED LI, FOR
BEECHERCARZRRDONE D 57

BEHOWNRIZ AZM BTI3TH 3 4, BE 1 #,
S 14, BL3H, RE2H, B 1HATH- 7
CCL BTIXTH 48, TH+ZFME 15, &KIE 2 #H,
B 16, AR LM, 5UE 16, BEDRER
1ATH o720 BERVWThIBEILZPEETHY,
RBELZEORT (hik) #, SEROHEIHR S
N Tw3s (Table 18),

REMBERFZD SN 1 FITE, BHIZEoT
BEREES LANSAZZ0, avbo—-5-Li

B0 X, EFOKRIMIT LORY TV 2 HRREYE
B L R €, Emergency key X AR L7 €DK
R, FEHMIZ CCLBTHY, CCL IZiREFDHORME
B M) XFRICRATEIENTFHIATNS
Ci, IEXEROBEN—BETHY, EMTRE
Polzl b k) RBRRBRICHE IRV HN LA,

2) BRREEOREER

RERREBORBENHZD S EMIX, AZM B
Tix 93 #ith 4 1 (4.3%), CCL #Tix 96 Mk 3
(8.1%) THhH, TORBRBEICB N THIEMICHERZE
BEDOhEHholeo TORRIEBMREOME, GOT,
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Table 16. Bacteriologic response by organism
. Treatment  No. of Bacteriologic response Eradication Sta'tuttcal test
Organism grou atients eradicated unchanged colonization superinfection te! (%) (Fisher's
P  patien pel ra exact test)
S. aureus AZM 9 9 9/9 NS
) CCL 9 6 2 1 /9 (p=0.471)
8. nes AZM -
- Pyoge CcCL 3 3 33
Monomicrobial NS AZM 12 8 4 8/12 (66.7) N8
isolation CCL 6 5 1 5/6 (p=0.616)
others AZM 1 10 1 1111 (100) _
CCL 4 3 1 44
subtotal AZM 32 27 4 1 28/32 (87.5) NS
CCL 22 17 3 1 1 19/22 (86.4) (p=1.000)
S. aureus, S. pyagenes AZM
and CNS CCL 1 1 11
S. aureus, S. pyogenes AZM 2 2 2/2
and others CCL 5 4 1 5/6 NS
S. aureus, CNS AZM (p=1.000)
_and others CCL 2 2 2/2
Polymicrobial S. aureus AZM 1 1 11
isolation and others CCL 3 2 1 2/3
CNS AZM 18 15 3 15/18 (83.3) NS
and others CCL 12 10 2 10/12 (83.3) (p=1.000)
0 AZM 2 2 2/2 NS
others CCL 6 3 3 36 (p=0.464)
btotal AZM 23 20 3 20/23 (87.0) NS
o CCL 29 22 6 1 23/29 (79.3)  (p=0.714)
CNS: coagulase-negative staphylococci
AZM: azithromycin, CCL: cefaclor, NS: not significant
v (eradicated + colonization + superinfection) /No. of patients
Table 17. Bacteriologic response by isolated organism
ism Drug No. of Bacteriologic response Eradication Statistical test
group strains eradicated persisted rate” (%) (Fisher'’s exact test)
AZM 12 12 12712 (100) NS
S. aureus
CCL 20 17 3 17/20 (85.0) (p=0.274)
AZM 2 2 212
S. pyogenes -
CCL 9 9 9/9
AZM 35 28 7 28/35 (80.0) NS
Aerobes GPB  CNS
CCL 23 21 2 21/23 (91.3) (p=0.295)
AZM 16 16 16/16 (100) NS
other GPB
CCL 10 8 2 8/10 (80.0) (p=0.138)
AZM 65 58 7 58/65 (89.2) NS
subtotal
CCL 62 55 7 55/62 (88.7) (p=1.000)
AZM 3 3 3/3 NS
GNR
CCL 11 10 1 10/11 (90.9) (p=1.000)
AZM 22 20 2 20/22 (90.9) NS
Anaerobes
CCL 15 12 3 12/15 (80.0) (p=0.377)
AZM 90 81 9 81/90 (90.0) NS
Total
CCL 88 717 11 77/88 (87.5) (p=0.641)

CNS: coagulase-negativie staphylococci, GPB: gram-positive bacteria, GNR: gram-negative rods

AZM: azithromycin, CCL: cefaclor, NS: not significant

veradicated/No. of strains
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Table 18. Adverse reactions
. Drug group

Symptoms Severity AZM CCL
Diarrhea mild 2 1
Diarrhea moderate 1 3
Diarrhea/Urticaria moderate/mild 1
Loose stools mild 2
Abdominal pain mild 1
Abdominal pain moderate 1
Borborygmus mild 1
Abdominal discomfort moderate 1
Nausea moderate 3
Skin rash moderate 2
Headache moderate 1
Dizziness moderate 1
White coating of tongue moderate 1
No.of patients evaluated for side effects 104 108
No.of patients with side effects 11 11

(%) (10.6) (10.2)

Statistical test (Fisher's exact test) NS (p=1.000)

AZM: azithromycin, CCL: cefaclor, NS: not significant

GPT OLRLZYTHY, TOEREIRVWTHLERTD
- 7= (Table 19).

3) BEREK

WERASEIZ AZM BTt 98 ik MM L] 83
W, BER  BREEREMDORKERIKBEDOGD] 7
B, TBIER - BRREMORKERAHEEDS D |
s HiTHY, BREX ((ME2L] OWA) & 84.7%T
Hotze £ CCLBTIX 100 M M2 L] 86 M,
TRER  BRMEMOREEDVBEOLD] T M,
[RVER - BRREMOREENNHEEDNLD] TH
ThHY, RELKIX 86.0%THYH, WEMICHEZIIR
»ohehr ol (Table 20)

7. HAE%

AHEMIX AZM BT 90 Mk, [&bOHDTHHMAI 35
W, [HAAE] 38 M, RLHA] 1ABLY THARL
L) 16 AICTHAE ([abd>THAJ+HA] OWE)
1381.1% Ch 7o T CCLETIZ 1A, [EbD

Table 19. Abnormal laboratory findings

Drug group
AZM CCL
No. of patients evaluated for laboratory findings 93 96
No. of patients with abnormal laboratory findings 4 3
(%) (4.3) (3.1)
Statistical test NS
(Fisher’s exact test) (p=0.718)
Eosinophil Eosinophil
[3.8% (285) —~13.3% (1,087)] [6.3% (353) —~9.4% (602)]
Eosinophilt  Basophil t GOTt GPT!?
[3.4% (381) —10.0% (610)] [31-—+45)
Parameters [1.0% (112) —~3.4% (207)] [37—52]
Segmented neutrophil | Serum phospholipid t
[before—afer] [64% (5,056) —26% (832)) (249—310)
I-Bilt - D-Bilt - T-Bil t
[0.4—~0.9]
[0.2—0.5)
[0.6—1.4]

AZM: azithromycin, CCL: cefaclor, NS: not significant

Table 20. Overall safety

Overall safety
Drug No. of Adverse reactions and Safety rate (%)v Statistical test
group patients no problem Abnormal laboratory findings (95% CI) (Wilcoxon 2 sample test)
mild moderate severe
AZM 98 83 7 8 83/98 (84.7)
(76.0%, 91.2%) NS
CCL 100 86 7 7 86/100 (86.0) (p=0.785)

(77.6%, 92.1%)

AZM: azithromycin, CCL: cefaclor, NS: not significant, CI: confidence interval

Y no problem/No.of patients
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Table 21. Usefulness

Usefulness

Usefulness

Drug No. of

Statistical test

i . rate (%)" .
group patients very slightly not (95% CI) (Wilcoxon 2 sample test)
useful useful useful useful
AZM 90 36 38 1 16 73/80 (81.1)
(71.5%, 88.86%) N8
ccL 91 29 38 1 28 67/91 (78.8) (p=0.198)
(68.3%, 82.3%)

AZM: azithromycin, CCL: cefaclor, NS: not significant, CI: confidence interval

Y (very useful +useful) /No.of patients

THH] 298, THA] 38 B, [RRHER] 1MABIY
(AR EL] 23 ITHAERR 73.6%Tho7:. Wilt
MIcHEBRZRBDON 2N 57 (Table 21),

I % "

AZM iM% - MRRPIREE D LMD 60~70 B &
EbDHDTEL', 1 H 1E 3 HHOHL5TCHENT 2
054 FRIHEE:® 7~14 HHSL-BELA%D
BRI RAMFEEN TS, T, KHfERD 14 B
RBx2u34 FORBMICMA®, EBAMKSOLMK
~OBITHICEN, BB o 37 B EE X Ik SR L
ICHR 2~6 RV ERBDOLNTWET, © MIE
BLAEABEROBREL MFBREL VR RY, ok
HEOHIBETIVEL RBew,

S _EEREBERBRONRERIL S. aureus 75
REL VR TORENZBHILBREEBTH LB
#, S. aureus, S.pyogenes HE¥LEFEHET, EEBX
UHETHEBOLBEZBRECHED L REREICHLE
RPOLBERVEDOOLNLENb BRBLIUBRESORER
ERETL, —KBREETRZVATHEEICS 2 R0
PHRREMBRE L.

AFRIZBWT, BREOBITHR,S 49 KR
HRahiz, Thid AZM 3 HEWIRE CCL 7 HEINAR
PHBTAMKABRTH S - D RARERIHEFICED
O ZHEF LD THE. MBOBRNAKL
LN ZORRICEY RBODSh L d o7,

BERFDETEIMHELDICEL-EETHY, MM
CHRERAON LD 57285, AZM @ CCL iZx$ 5
BRS¢k RIS h

EEBBRNOBRDRIVTHORBEICEVTY,
WMEMICEEZRED LN oz, AZM ORBEOD
EoRMBBIICENRTVE L TH Y, KRR
BITICOWTIZ, 500 mg BiEEE5- 0 2 $1T 14~158F
M#IC 2.66 ug/g, 6.36uglg, TLEMMFLTENE
h 424, 61L.TOBRMMPE LN TS, AZM BO%Ela
B, S0b BICHT2H3EIL 944%, 100%L BET
bY, BSOBTIE 80.6%LP°REETH -4, CCL
BOENBOAYE 66.7% I HRENP o7 TOZL
BEla BOL) bREMRIES LB Ib B0 LS

BUFAMREEBIIELZ LEAVBED ICHRBICE
FTAHRETIZ AZM ZEDOHEDE+IRAL 72D
YRELT, ¥HOMRBITNERNEREEXON
HRBHEBICHLTO TS 2H BRI BOACL
X, FRO+22EARBITESEKRMICHEHE R
LEZLND,

¥REAFOREEICBVWTHERICEY XBDHLHRA
7oh8, BEENICEKDRELET S L, BEHA, &
FEAOVTRICBWTHOMEMICARZRBOLN
ol ¥7:, BEETNE LA -HEZED Breslow—
Day RETIX, AERLXEAARBDOA LD 2
(p=0.818), Mantel-Haenszel R EDHEXE M iip=
0.062 Thodt, BHLZVWHBEDOHA 2 XRED
FEEMHIX p=0.060 THY, (TLALZIR o, &
512, direct standardization IZ X 2 HZHEDORE %K
Alzhs, HAEHBD AZM B L CCL BoAREIIThE
N 90.5%, 80.3%THY), MELZLOFEGLKELE
Wit ol LMo THEARICBVTIREEED
ROBBRICKELEEBES A TRV EER LR,

—%, BERIBEOREI BB TRHEMICE
AR HRh, FMEEDO MIC 24 % BRef L 7%
TRAEMICERENBDOLN VWS L LY, HES
HORY) DERIPEVbOLER LNz,

PREFEBRHFTORKZIR T S. aureus O BB R
BllBWTHEBENBDONT:, S. aureus BEIEICH
Y5 AZM BHOBKZIRIER 1181, EX 1HITHY,
X 91.7%, AHE 1006 Tho7z. TEERIC
SMES N S. aureus 1 AZM BT 12 B 12 BRI
%L, CCL B TiZ 20 Bk 17 #RA5H K, 3 BRASHERR L
2o THRARBRTHMESINA S. aureus IZHT 23
MICs A% AZM Tit 0.78 ug/ml THH DI L, CCL
it 3.13ug/ml T, WEHMIC 4 HOZHFBHB A,
7z, CCL OIiiEIZ AZM DZFN & D IZB AT
PR ITE L UHGR RN TlX AZM 212524
ENTVDHDS. aureus BREDEHEB I U S.
aureus DHEFEICHBRLTVHLEZONS, AZM
i3 S. aureus BRI LTHERLEATH S Z L AR
=} (A
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HEARBE, METIE AZM ¥, CCL HT2ix%
CEERODR 2N ok, REABREICOVWTITRL
bk 10%L, AZM DRIRBRERBR (8.3%) ™, CCL
PHREELTAVOAABEN_—KERAR (1.1~
5.2%) 12w [THARBETH -, CCL DRIEHRS
XiZ, TORSUMEIBVTY 02% L BELhTY
39, MEEOREMATAZM ¥ 8, CCLB 7ML
RRBH oA, ThIMLEMELEER CH LT
& BEPLELABOGIERLISRE LTHRALA
HtEXOLND, LX), AZM OREARBIXIZ
CCL LtREBETHY, ERBIVERLEEL, ®i
MBELZ2D2bDTREVEER OGNSR,

HRREMORBERIZHH L LREROEOHNE
LFARICEEOHMROMSE, GOT, GPT NBE LA
RUTHY, FRETREDLOEI LD o7, BEMEERE
HEAREBORBEDZWRLABEREEIIBNT
(R L] X, AZM # 84.7%, CCL % 86.0%%,
MELDICPLREI o2, CHIRBERAORBIHE
VBP0 LICLB2bDTHE, LALLM, (B
MER - BRREARAEKIEERZDLO] FTE2EDT
REtTH L AZM # 91.8%, CCL # 93.0%L % Wil
DI RLEBOTTHAE bICHICHBEIRZVH O
tEz b,

FHAETOMBMCARLZRALh L o7,

L, BAEVECRYERBICH LT AZM 500 mg (1
fli) 1H 1ME 3 HEAMIE, CCL @ 250 mg (H1l)
1 H 3 [ 7 HEMRE AZEICSBVTERERRF S5
RiEsh, REFCBVTHMEIREL, BVWHAK
WRIN/-Z LT B, AZM 500 mg 3 A5 13k
MEFREYEICHN L CCL250mg 1 H 36 7 HMA
MREFABRICEENICRVAFHERZAET2RATHL L
ST Ry (WA
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Azithromycin (AZM), a 15-membered new macrolide, was compared with cefaclor (CCL) in a
multicenter, double-blind, double-placebo trial in the treatment of skin and skin structure infec-
tions. Patients, more than 16 years of age, with hair follicle- and nailassociated deep infections
(furuncle, furunculosis, carbuncle, sycosis barbae, and acute suppurative paronychia: group @a),
diffuse deep infections (lymphangitis, erysipelas, and cellulitis: group IIb), and cutaneous and
subcutaneous abscesses (infected atheroma, suppurative hidradenitis, and miscellaneous abscesses:
group II) were enrolled after informed consent had been obtained. Patients assigned to the AZM
group received two 250 mg tablets once a day for three days and one CCL placebo capsule three
times a day for seven days. Patients assigned to the CCL group received two AZM placebo
tablets once a day for three days and one CCL 250 mg capsule three times a day for seven
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days. The patients were observed on day 4 (8—5) and day 7 (6—8). Cure on day 4 or an
apparent improvement on day 4 followed by a further improvement was evaluated as “markedly
effective”. An apparent improvement on day 7 was evaluated as “effective”. Aslight improvement
on day 7 was evaluated as “slightly effective”. The absence of improvement or aggravation after
three days of the treatment, therapeutic incision or paracentesis during the course of treatment,
or development of new infectious lesions were evaluated as “not effective”. The clinical efficacy
rates were 90.6% (77/85) for the AZM group and 80.5% (70/87) for the CCL group. The differ-
ence was not statistically significant. However, the clinical equivalence of the two drug groups
was statistically demonstrated (A =10%, p<0.001). The efficacy retes, classified according to the
disease group, were 94.4% (34/36) for the AZM group and 89.6% (34/38) for the CCL group in
group Da, 100% (18/18) for the AZM group and 84.2% (16/19) for the CCL group in group Ib,
and 80.6% (25/31) for the AZM group and 66.7% (20/30) for the CCL group in group II.
Differences was not statistically significant among disease groups. The bacteriologic response retes
were 87.3% (48/58) for the AZM group and 82.4% (42/51) for the CCL group. The difference was
not statistically significant. Adverse reactions were seen in 10.6% (11/104) of the AZM group and
in 10.2% (11/108) of the CCL group. The difference was not statistically significant. The inci-
dences of abnormal laboratory findings were 4.3% (4/93) for the AZM group and 3.1% (3/96) for
the CCL group showing no statistically significant difference. Neither the general safety rate nor
the usefulness rate were not statistically different between the two drug groups. These results
suggest that AZM at a dosage of 500 mg once a day for three days is as effective, safe and use-
ful as CCL at a dosage of 250 mg t.i.d. for seven days in the treatment of skin and skin struc-
ture infections.



