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Roxithromycin (RXM) ®# 4 +# 1 ~ (IL-6,
IL-18) e 3B >VWTRA L, BREEKC
&, S.pyogenes 7213 S.aureus ZFER L1, BE
%1, 3, 5, 7, 14, 218U 28AEHBE%:
BHL, BHE&NOIL6, [L-18%14 46/ 7 v+
EICEDRE L, 12, Saureusic & » TERL
EHRIEH LT RXM % bng ke A B TEORK
5L, IL-6, IL-18~OMERRIc> T bEIERICK
L, 2OHRIUTOML TH B, 1) BHELR
o Bit 3 IL-6 dEERERERHCRBEERT A,
IL-18DE—2 i IL-6 kb bBUTHEL, »oF
FEDA LGN, 2) BEEIC L A HETE IL-6,
IL-18 & bic S.pyogenes B X 0 & S.aureus BOK
PEEER LY, BENSEBICEZRAONE,-
7o 3) BHEERIcH L RXM 2859 3 &, B
OIL-6IcHSHBETRED ShEh - o, IL-
18 TR RXM ik L 3R BED SN, 4) B
BBOAL-PEMER, RXMEBESRENERSHLD
bEMERLI, 5) MBFEMNIZd, RXMBEH
TRERSEL D SRERABOLERIEMHEEL T
WA HEEAERD b,

INSORRMS, RXM ERRICBFEH A b
HA v ORBANHT S EIck - THEEDRL TR
THDEELONT,

1. #

g THEEEHA G OEARGER C B 2REN
LEHRUYETH 305, HEESBY LV,
I T-RiICARKEEE EHICEBRMTDhTE
1, MBTIE, BEMOBELERL T RN

FREAEET MR EHA L TE s, WRICERY
B EMEBLIMTLLEBETEIRBTIRE LY,

19874, IHESY & » CHABHAMIAEXR
(DPB) izxfL Erythromycin (EM) LEBEHES
DEYHTHZ ZEhMESN TR, KEEY DA
135 TIEHERIBRER, BHMETRERS S oGS
HRPMEOBEIC b7 0.5 4 FRITEHIOE HY
SNHEIICH-TELYY, 22T, Ba bMEHE
THEEHRCH LT UEBR~2 051 FRIUEHE
TH3 RXME2HVWTEARS2HA & A, E
FlIEIZDI VS OO B BIFIRENEB D0 H
B0~

BHETO= 7054 FORBEHAUADIERELT
i, 1) M T AR, 2) BHRECHT A
RIEHR, 3) [ERFWOMBHRD 3 >H#Fohn
3, 1) ikowTid, RBEL LD 2y - ¥EE
BE®, N4 F 74N L OBEE « RGNS 12 &6
MEINTVD, 2) oV TIE, IFPEROEERESP
TEMRRREELE OHIF™Y, ) v BROMFEPTEE(LD
HEIO~, BER « =2 a7 » — VOSMUEE? P, X
DY A A A VEEOIFVOVP I BB SN TV
%,

BicH A A4 viE, BORNPENLEEFRED
FEIICARENRBHERL LTV AEEEEME TS
o~ I & B LORET 2 BHK TIIZ OMFHH
BRBRICKEL{ Eb-T 26D HHEN S, L
ML, EBICEMERHTHA b AA vBEDXIIK
HBRL, <2054 Fitk>TUWhicEBEBEZY
Z200KERDVWTRETLAABERABOHN, ZCT,
EHESIERICERLcBHEREFVERAVT, O
NoOESREHESMIC LW EEZ 12,

ERWESR, ERSEETHREESEL, L
bEUMRRSESRT 3L VWO EAL S, LEOY O
HEL - BEEHAEFAICECTHER L, 12,

Key words : 1. Roxithromycin (2% ¥ 2o =24 ¥ ), 2. Experimental osteomyelitis (REBRHIFRER),
3. Interleukin-6 (4 ¥¥—o 4 % 6), 4. Interleukin-18(f v ¥~ 4+ 18), 5 Al-P

(FNVHY T+ RT 75 —F)
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RIEMHS A P HA VDB TH, FHFiCIL-6, IL-18
B ICEE M HEE L, BRI BESL
TVEY® LEZLATWA T RS, SEETH
S5DHA F A4 VICDWTEEEBICE I ZREK
MERXM it X 2 MR ROBERIC>VTHRF LA
OTHET 5,

0. A&

1) EBMBENAICET 5 IL6 BLUIL-18 OHE
oWV T

1. BREEHREFNVOMER

B I2REAK, 1HE (22£2°C), {8@ G5+5%)
DT T 1 BB EFEE L kERN 252 © ICR #
<oz (5%, HAZL7) 2V, HHEH
(CE-2, B&7v7T), BKFERET-7, -
{HERE®I, Streptococcus pyogenes 3-8 (Bl
{tET¥ KK &b 495) 8&U Staphylococeus
aureus E-31461 (z —+#4 KK £ v 55) TH 5,
5% (REMBEREM (Mueller Hinton I
Agar) T37C, 05 DR ER, P T VAT
43y T10% cfu/mlicHHE L - SETER LR
Lifze

HoHL®, T.0X45mDABREERL, ZORR
KIR->TIBMARZRVEL, 3mIticHEESY
THW, ThEHE %RLKR BIROEBER
Wml%E v +—vicky, Foduc 45 HEREL
(Photo 1), T DR, BELHEAOFICHEEFRAT
35TV —tvx—h— ECHEBERREBEEA
INEROY »—LicB L, BE|#y 7 THRLEH
55 v —yT 90 HRIMERE L 2%, 3miilic
NS ITYIHL, BEY v - VBEBREL TE V.
T —F VBT I v AR ERAERICEIZmZ,
SRIEARIERIC 23C BRI CEREICET AL ES
3, €y b THRO 3 mEEERE BN
A L7 (Photo 2), FIMEAFOKMBKTHED
Ltk p, RIFE2CEH, S OHIME L CREERO
RHBBAIET & 7o, MOUIAIIBHZEEHR (Aron
Alpha) THEHL%,

Photol. The wood frame drawn two silk threads
was soaked in trypto-soya broth cultured
S.pyogenes or S.aureus.

Photo2. Three mm silk thread with S.pyogenes
or S.aureus was inserted into the
metaphysis of the right tibia of mice.

2. EREEEE S CIBHNOSEEERE

BRIV TIR, ImMORERRC 1 nlofg
BEMAHSNTHHCEBRL, £RTI0fEORME
BMIRL7%, 200.1nl2MEEREAR EIcBKLT
37°C, 20BsfEiE® L7z, BH, ERECEUEEHY
A, BIREMS» GHHE L TEBERPIKEENS
HEBEBE L,

F 7o, BHAICBT ZEERICOVWTE, BEEEER
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7, 14, 218 LU 28E BicEEN R LB,
ImOEBEMATHEYF A4 X LK, RREOHE
T{H‘Jﬁ L f.:o

3. IL-6 8LV IL-18 DHllEE

EEERl, 3, 5, 7, 14, 218X U 28HEHO®
BEHDIL-6, IL-13BEE A L/ Ty fkick
DRIEL, ZOEBERF L,

Wtk LB 1 /15M PBS (pH7.0) Mz T
0ZICHRL, chekbluM¥oseEyF 4 XL
1ok, BOMEL (3000x g, 4°C, 104D Boh
e bEERERASHE L, IL-6 BX U IL-180H
SEI21E Genzyme # 8 ELISA KIT INTERTEST
6-X BLU18-X 2L 72, WEEBIEEHEARE
EBLAREEL, RBcEEEERL, AEEfT-
1o

2) 27854 FOIL-6 8LV IL-18~DHIHEIHR
20T

1. RXM o#58 LU IL-6, IL-18 DHlEE
RXM 0= 2BEEHMEICEIT S IL-6 BLUIL-
1B OMFIFER I > VTR L 72,
REEHAOERICEH 2> TR, RXM OWEEH
EBRAT 2D MIC 100 g /mAETH B S.
aureus ZHEEEME S L TH W,

Inoculation
(3mm silk thread with S. aureus)

Administration of RXM
(5mg/kg/day P.O.)

Extirpation of the tibia
(1,3,5,7,14,21,28days)

$

Homogenize (ice-cold)

¢

Measurerﬁent of IL-6 and IL-1 8
(EIA)

Fig.1 Method (RXM-treated group)

BEAEEBL-RIALD, 05% IV EFY AF VL
Ao — 2B L 0.5ng,/mlicFHE L RXM % 5 ng

JkORET, 1B1E, BV yF (v 2HE0OY
YFH0.9XT0m) 2AVWT BHMEORS L
(Fig. Do

B5%1, 3, 5, 7, 14, 218X U 8AEHKRE
BERHL, AR EEROFETIL6BLUIL-18
DREEITY, RXMBEOBFRICL SR ORI
SWTKE LT,

50T, BEHIcEWTHELAARBREOHBIIN %
FERIL, ~ebEd v ) vy—xFd Y vREETL, RE
HgEric bEE L /-

2. TABYTART 75 —% (LT ALLP) fEHEE
DRIE

RESICA SN A LEREORESRFET 2HNT,
Al-PiEHOER%EIT - 720

Al-P EHOFERICIE Huggins Y W, 1,
3, 5, 7, 14, 1BLUBHHCHHLAABEL.
PR L%, 3mM NaHCO. &% 0.15M NaCl#
WhTkgLuhskrev+ 4 XL, &k (2°C,
12000x g, 1520) LTBoh LEEMERN &
L7 0.02M p -nitrophenol phosphate BB # &
LT, BEA400nm TEAEERIE (5 240 BI53E
FEEH) L, REMEDS S 0 -nitrophenol DB
(uM/D) %Ki,

M, BohHBRoH I FHOLER
Student’s test AV TRETL, p<0.06 2 FEEH
D&l

I # 8

1) = ARERHREFVICBT 2EEROZEL

ERERKB L UVHAZEROBHMRAMICET 3
HEMEIL® Tablel itk L, EERHRIZS.
pyogenes BEMEI 4.9 X 10* cfu, S.aureus BEHS
4.6 X10%°cfu TH - td, 20% 288 H % T S.
pyogenes TiZB & € 10°~10°cfu, S.aureus T
10°~10°cfu BEOHBEHMI#HFBI N TV,

—FH, RXM (%5 LI5BED S.aureus BT B
ZEEEE/ICOVWTIE, EEER 8HMEEE/M
L CHBEHLOMItZIRDONE» -1,

2) BEREAICET 3 L6 BLUIL-180FEHA
IL-6 DT> \VWTIE, S.pyogenes, S.aureus
B REMPO 3 BEEZ THFEL, DISR#RE L
T S.pyogenes B2 T HHIT, S.aureus H# T3 21
AHEWMBBHCEEEETET LA, £/, S
aureus B3 S.pyogenes Fic LN 2 ERE O SE%:
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Table 1 The number of bacterium in tibia after inoculation

S.pyogenes

S.aureus

S.aureus (RXM+)

3.5x10'~7.5x10"

at inoculation

7 days 8.0x10' ~1.0x10°
14 days 1.0X10* ~1.0%x10°
21 days 2.0x10" ~4.0x10’
28 days 1.0x10* ~5.0x10*

3.0%X10°~6.5%x10°

1.0x10° ~1.5x10°

6.2X10°~1.9%10°

1.0X10° ~2.6X10°

4.5%10* ~1.4%x10°

3.0X10°~6.5%x10°

3.0X10°~5.0x10°
5.2X10°~9.2%x10°
2.1X10°~3.3x10°

6.8x10'~1.6x10°

(at inoculation : cfu / one 3mm silk thread, 7~28 days : cfu / one tibia)

—0— S.aureus

—o0— S.pyogenes
—— control

n=5
(Mean £ S.D.)

IL-6 level (ng/g)

0 r T T v
0135 7 14 21 28
Time after inoculation (days)

Fig. 2 IL-6 level in osteomyelitis

AL, BHNESHBOERICERA SN - 12
(Fig. 2)o

IL-18® L =ik, S.pyogenes, S.aureus B
LHICIL6 XD bBATERL, 20— 7 3HE
EgTEHHIASR, TORBE L TWBHEBICR
BB EE L ~LETETF LA (Fig. 3. %7, IL-
18 & IL-6 [A#RIC S.aureus DO H BEEER LIS,
HHOERANBHEBIIPRVERED ONE L -1,

3) RXM ic&k 3 IL-6 B & U IL-1 8 DIIHIZLR

107

81 —0— S.aureus
’\a —o— S.pyogenes
2 —e&— control
— 61
$ n=5
2
a (Mean + S.D.)
T4
=

2-

ol L. > L

01 357 14 21 28

Time after inoculation (days)

Fig. 3 IL-18 level in osteomyelitis

RXM % S.aureus ¥Ht% 28 HH F THAKE L
7-BED IL-6, IL-18D#HIC>WTHEGE & i
L7,

IL-6ic2\Tld, RXM 58O BRI
5L &00BMEER LAY, SRES THEMIC
BEEZEAD OIS -1 (Fig. 4o

IL-1843, RXM ST 58EA5 THHK
E—osBa N0 LT, BEHRTRBEUE
ERBA 50T, 28HE X TRIBE CHEL /- (Fig.
5o MAMEMICBTAE & YAHIKBVTHEMT
FEESED SN (p<0.05),
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4) AP iEHfEicoWT

RXM 507K T, BHARFO ALPEEED
HBeB L (Fig. 6)o RXM 58, F&58
EHIRIEROHBEERL M, RXM #E5H T,
HEGBHCHETPPGVETERL T, 14HH
WKRAFCABENEY S (p<0.05),

5) REHRAT it WwT

S.aureus BEFE% 3 AEH Tk, FHIcEHEKD
WiEgsA SN, THBIRIREBRNTEMZS» 5155
B RIERPED S (Photo 3-A)e TOHRT
2, RXM#¥5% (Photo 3-B), ## 58 (Photo
3-A) LLIKIERBETORFEREEALAONL
Mot AHEKREZ E RXMEBEHTRFEEOH
FIcEERBEDONE LIS - TL B4, EHRS
BTSN EM -7 (Photo 4-A, Be

104
8-
—0— RXM -
G —o— RXM +
~ 6'
2
= n=5
@
H (Mean £ S.D.)
2,
[¥<]
2
2.
0+ . - T .
01357 14 21 28
Time after inoculation (days)

Fig. 4 IL-6 level in osteomyelitis

101
8 —o— RXM —
3 —o— RXM +
&
s 6] %, %% :p<0.05
F n=5
% (Mean + S.D.)
4

2-

0 — . s .

01 357 14 21 28

after

Fig. 5 IL-18 level in osteomyelitis

Time inoculation (days)

Al-P level (units/g)

707
- —o— RXM+
—0o— RXM-
—— Normal
501
* : p<0.05
40+ A=3
(Mean £ S.D.)
301
201
10 v T T -
01357 14 21 28
Time after inoculation (days)
Fig. 6 Al-P level in osteomyelitis

Photo 3-B  RXM-treated groﬁp

Photo 3-A No treatment group

7 days after inoculation (H.E.,*40)

T days after inoculation (H.E., X40)



Photo 4-A No treatment group
14 days after inoculation (H.E., X40)

Photo 4-B  RXM-treated group
14 days after inoculation (H.E., X40)

v £ =

BB THEEHAE, OEAREROS LAEDY
ISBHREYETH 30, REHEELSEDLAVD,
Ih & CHRREREEEEICEENSTOh TS, L
2L, MRICAESERERVIRL, HEHSTHE
Cbbi» THERT 2BIBFAINE, 2 ORMIILT
LOWBRETERSDTRAD -7, i, BHEL
» 5 THEEE CEEEICB SN TV BERITIR, Bk
TR L T ORI T X VTR IR
BAEL, FREBVELTCVIERFALE L, ZOTF
SERER O FMRASEILE 1< 51 2 PR OMEATH
37,

EFE, DPBA2RU»ET 2 BHKERBIE IS
577054 FREBRSOEHHD” B@B» S h Tl
*, =705414 FORBEALAOEABEEEN S &

2Ly, MOBEHRBMECOIEHAEI 225
68)9)o

Bx bR THESHRACN LT 4 BB~ o
4 FRUEETH 5 RXM 2 AW TEHRS 2R
Blzd A, EFIIDE VS ODOHKYIBITF R
BEON, ZOREIC>VTREICHSE L T,

CHSEEHRIYE T 322 054 FO/ERE
o0 Tid, R ANEBIhTHEY,
DIERICIETM AR T N 47 4 v A OBE « BRI
FE EHENDORRD D, BL ORIEHSF 1 b 2
1 v DEEIIGIE & ORBIESHED™ IS hTu
%,

BICH 4 b4 i3, BOBRNPLERMG EBHED
HECERSREEE - TV 3 AEMESRYED T
50, BREATRZORENERBREICAZ{Eb-
TL3bDLHRENZ, LL, EEICEBHEEFK
THA M4 VPEDRIREL, Fhw27u54
FICE > TONICEBEZIT 5D hic>VO TR X
TV, 22T, EHEOEIERMICEYL B8
REFUVERAVT, ChoOBESEHEOMTLEL
EEZ I, '

HEROBHRE, FRGSBETHEESEL, L
bRBEIBRESFRERT 2 L VS EAEL S, FFLY 0
WEL-BEEMREFVICELTHERI LA, $1,
SEEY A AL DR H TS, BIBRNCH M
542 LZ% 50TV 5 Interleukin6 (I1.-6),
Interleukin-18 (IL-18) ic2 T, EB#XBEHic
BIARBERAE RXM L 2 MEIBR0BFEICH
WTRRE L 72,

9, BHRBIcET 5 IL-6 & IL-18 0RBKE
WICO>OWTHELZETA, IL-6, IL-18DL~Ni
Ebica v b o— VOB L HEEOEEER L1
UL, TL-6 & IL-1 3 DB HMMEB IR - T,
TRabb, IL-6 EEEERE VI~ 27 ic8)E
L7cds, RIAEDBHALICHE: > TED L~V i aEicE
TFLTWSDIZKLT, IL-1BOE—2 13116 &£
bENTHEL, »oEEsEZy ohl,

BHUANORIEI BT B IL-6 & IL-180RB M
THEINETTOWRERES 5 &, L6 RatRE
DI UTHRES 2 &L OHED B s, [L-
1BIEPVWTREHTIEREO T EKETE DR
HEDTTEL TV LT3 MENL 503, Sk
LIcBHRBmicB I 5 1L-6 & IL-1 80BN b
FIkOERTH D, IL-6 3RMMIC, /410181
BHES SEBBHRICAICERICEESNE LS TH
%,

BER#EIc X, Spyogenes S-8 & S.aureus E-
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31461 2GER U743, IL-6, IL-18 & &1 S.aureus
BohrEEERL, BREICEEHA bAA v ORE
KEBED STz, S.aureus BEOH S FHELIRIE L %
RGO EDEBREIND M, TOREORED
BOSBHAL P4 v LRALDERRKBIShZbDEE
bhz, Lrl, BERELS-THILE6 L IL-18D
BREBRNLSHBOERICERA SN - 1,

Wiz, RXMic& 3 IL-6, IL-18icxtd 2%
Bt oVWTRE L 720 AEBRICB U 2 BHRIERICH
A U7 S.aureus E-31461 (2, RXM @ MIC 235 100
pg/ M EOTHERTH 5700, HENIC L 2 LB
REVLOELEbhiy, EBCEEEROEHAL
BEHENEL TS, EHoB RFCRDonEh-
12

EHAICH L RXM 2593 &, IL6 TREXE
DETHAH ShiPHETFMCIERERZRZED S0
Dot, IL-BIEHTETI7S54 FOEEICOWT
OHWER, £ M EFIEX LROEEMAKTEM
LB IL-6 MFIERMBA SN B MY, 40L& AHE
HeDBAABORAEFILREL SRV, —HA,
IL-181cBVWTIZIH S iz RXM 1T & 3 HIzh R A
Bhoht, <2074 Fizk 3 IL-1 8 OEAME
O WTORGTIIEEHZ <, FHH® iE, RXM K
& - TEHEIBERER OB D O IL-1 B IRE
PEFLAZEMEL, £ PRMMEA VA In vitro
OEBRTIZ RXM M IL-13DEAZMHE L/ & O
E0~0 MR B, 5D 1IL-1 8w BERIE, Fx
DERL-KTE60THD, BHHEBRIZBEVTD
RXM HIL-1 B OEAZMFIT 2 C LR E T,

IL-181, BXECEET 544 A4 YDOREDT,
EFIBOBERIIIEA%Z oI &3 T TIRiE~/ED
THb, Thicld, B HREREEZHERTS
&, BFHMIEEFB L T prostaglandin E2
(PGE2) DOEA%{E#T S &L, collagenase DFE
HEPETBEIENE L1 A BERNICEET 5%
 DBRERETBLEEZSNTVE®®, &/, IL
-1 B IRABIS B O BB~ DL
ZBIEIRIDBERENGILTVE LT EHELSD
3%, BgEk & Al-P Gt & OBREMHO - [cowTid
PaihofefahTuwad, BASY B IL-184¢k
FEFEMEO AP ESEEHIL L BEL TV S,
#-T, RXMick»TIL-1 8 ORESME T n i
Bewr, BRI S h, HEcERDSEE
Eh3b0EELOND, KEFVILBWVLT D,
RXM #B5BOAHIEEH LY bEWV ALP EHE
ZRLTHY, REHEEMC S BERSEEE N
RRSHERES N,

—%, WENTEEEEROXEIRIELE LR
PR DRI L B TH 20, BBORWIERZ
EREICELRAERIN TV, RIEOHMEICIZ
KRIBALIc—H L TH B RAVRBRIEOED 5
NB I ERBVY, RIEEROMNBIZADLE TRINE
M LBRIEL LTV DB XBEET LI LITEHE
ANBTETHB, TDEIIC, REOHBIIELT
B BIRMSRHEICHEITL, 2& s LTELEE
FiczdorBbhss, TOBRMIBEHACE
B4 2B AH UAD & 5 &4 KO R
L£Bb0E bHRIIN S,

22 u54 FOERREIC X - TBRLIERTIE,
DI NREEROERBL DRI TVE L) IR
bhd, b5, RBEOBRNE I EERMC
XDHERL, BRELTRBRICBRELSHERSATL
3, ZOHDXECETLEEHEOT OIS I
S h2586H 5,

Photo 5 TR L7<ERIZ, 208D THAITH
HHREBESEERE L AR THEEHRTH 5,
RREIABEREL o TR TAHEMICA 5N 505
RXM #5485 LT 2 7 H TIERIIMEL, Z0%k
3 4 ARSIk L THREEKRT Ui, 16E%IIREED
BES ST HE L, HAKS S TERC,
JTEREBOPE DR L FTRPA O, E,
Photo 6 (& 50 &tk T, ZMI FHEEROKEERR
ROHEE & - B THEBRROEEN TS 2,
1I3EMichi > TEBEREEE/RE L T,
RXM O 528 L ECAH 1 4 A HICEERZE
BL, |ERCIRFOBERIEZLH6NBE T,
BEBEOXBEETR, PRIENTEROEELIZ
WHRLTEYD, FrigRELAONEL L1,

Photo 5-A Panoramic radiograph of a 20-year-old
female taken before RXM-treatment
showed diffuse radiolucent image in the
right mandibular angle and ramus
area.
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Photo 5-B  Sclerotic change 1in the right
mandibular angle and ramus area
was observed after treatment.

Photo 6-A Panoramic radiograph of a 50-year-
old female taken before RXM-
treatment showed sclerosis of the
left mandible with multiple moth-
eaten osteolysis.

Photo 6-B  Remarkable sclerotic change . of
the left mandible without any
osteolysis was seen after treatment,
however, the symptoms were com-
pletely absent.

ZOXHIBHRKEMSME SN BT oW TREORM
BILET 5 & W - OB EREARRE BT
BRBEBETHAEBABELITVE, #-T, 4H
BHLEIL-1BOES KON BRIMERE2ET 3
YA A4 v r7a54 Fick-THiBlEha T &
b, ZHOEMMERT 28F & LT—2 OBRIHR
chicboEBdbh 3,

722 L, IL-6TOHEIBALNIEh> &3,

DWED LRBBERTH - 1o, IL-6 BRURE
OHBERRICHBIT 2 L4 ERT S L, HEER
TEHRDODORGLHASERNETHA I, oI, &
SROBSEHE SRS AEORBVICL BRI OS
BOEETH D, £, hoFEA Ik 2TMWFHROR
W, BRGEICBEET AoV A P A IOV ThH
Bt L TOL BENH DL EDEEL TV A,

S%ETE9, v/ o54 FORBEALUADOHLL
YEFRBFESIRI S h, BEe SERMREMEICR LT
SIIECIBAZI N TV TENHEEN B,

L

BAERZBITHILY, WIECHER S THERLE IR
M%) - 2 P KR E SR O S B & &
BicihoBHm L LFsd, £/, EROZETIESH
e, THHTEZF LREE S v — 7ot
bHOETREBLET,

ERXO—HIT, BIMEROEANFELRS
(1993 £ 10 A, &HE), % 15 [B1H A Wi MRk
¥4 (1996 2 B, KR, 16 BHAER EY#E
B¥LS (19972 H, Bk BLUSESEEADRE
FEsls (197TH 48, FE) KL THREL K,

X ®

1) = &, FHNRE, HHHEE, BAET i
KikaE], KEFE, B K BHES 8T
HEEHRCHT AERORE - F W #iG6
OAREEIC>WT—. BOAGE, 40 1422,
1994,

2) Montonen, M., lizuka, T., Hallikainen, D.,
Lindqvist, C.: Decortication in the treatment
of diffuse sclerosing osteomyelitis of the man-
dible. Oral Surg Oral Med Oral Pathol, 75: 5-
11, 1993.

3) FEH—, ETHHER, B%REE FERX, N
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Study on experimental osteomyelitis
—Suppressive activity of macrolide on cytokine (IL-6, IL-18) —

Shinya Magara, Takashi Yoshii

Department of Maxillofacial Surgery, Kobe University School of Medicine
(Chief: Prof. Keikichi Shimada)

ABSTRACT

We investigated the effects of roxithromycin (RXM) on the expression of interleukin (IL)-6
and IL.-1 B in experimental osteomyelitis of mouse tibia using S. pyogenes or S. aureus. The level
of IL-6 and IL~1 8 on day 1,3,5,7,14,21 and 28 after inoculation were measured with immunoassay
method. The changes of [1.-6 and I1.-1 B level in osteomyelitis by S. aureus were estimated after the
RXM therapy at a dose of 5mg, kg (P. O.) per day. _ :

The results were as follows: 1) The peak of IL-6 level was observed in 1 to 3 days after inocula-
tion, whereas the level of IL-18 reached its peak in 5 to 7 days and was kept longer than that of
IL-6. 2) The level of IL-6 and IL-1 8 in S . aureus group was higher than those in S. pyogenes
group, however, the change of the level in both group was almost the same. 3) The expression of
IL-1 B8 was significantly (p<{0.05) suppressed in 7 to 14 days by the treatment with RXM, but IL-
6 expression was only slightly suppressed. 4) The level of Al-P in RXM-treated group was higher
than that in no treatment group. 5) Much more sclerotic change of the bone in the group treated
by RXM was observed histologically compared to the control.

These results suggest that RXM acts anti-inflammatory agent by supressing the production of
inflammatory cytokine (IL-6, IL-143) in osteomyelitis.



