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LRECHLNTVEN, TOBERBYILTWERY, R4(X, EM 2¢ mouse i2BWT, MiFP glu-
cocorticoid (GC) # LR X €2 L #WoNEL L, MLEOERAUORED 1 DL 2B REEEZR L.
4H, ®4id, FHLv ML ¥Th2 roxithromycin (RXM) @ mouse i+ GC 2B X IZTHEER
#FLA. RXM OBERESICEY, 1 BZREL T2MEFT GC O LAEXZD LN, TOLAER
BESREFNTH oA, 72, RXM (2& 21MiEH GC ® LRI, dexamethasone DHIAEIC & h5E
LR Eh’, LEOR#L Y, RXM i, M- TEA-RIFREREMLCLiFP GC ¥ LB S
HHILEHRMEN, 5T, Z0 GC DLERY, AEOBUEFTERERKBICHTL2HHEDORFED
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EE, CTAMAMAE LRI LD L T8 ERE
#HEBISH L, macrolide (ML) %, 4%(Z erythromycin
(EM) OFBAESBRESR TS, FORFEIX, MEY
M@ 26, £, BEORBENLE - »ORETS
RTwa, BELbDixhvw, R4I1X, EM 7,
mouse (ZHBWVT, PREICMFP glucocorticoid (GC) %
ERERBZZEERL, SOLAY, BESEREERRIC
HTEHERAROBFED 1 oL bWEEERLEY, 0
ML ¥+ GC LREAD, EM ICEAEDIERA»E»H
MEL 22, €2C, HLLBREhA 14 BRML ¥ T
% roxithromycin (RXM) OIfiifH GC VRNVICRIZTE
BB LI

I HEBLVTHE

1) # 8B

RXM x—¥A4 kA2 L nft5E s,
Corticosterone X Sigma Chemical Co. (USA) X Y
ALZz. ZOMORER, BHHEH

Mouse (ddY %, #, 5 Hi) &, FEERBWH
WAL VIEA L7

2 K &

Mouse &, EBRICE &Y, 4 ~ 5 HHFFE L
HELOKIEBERE L, RYHR5BEKRTOAH
B & L7-. MouseiBERIC RXM % #& 5%, RITR
THRICHEE - SR L, miEH GC ZMEL 7. RXM
i% dimethyl sulfoxide (DMSO) i< 50, 25, 12.5, 5
mg/ml & %5 & IZHML, mouse DK 10g K72

glucocorticoid, dexamethasone

0.02 ml %5 L7z, k58IX, ThEh 100, 50, 25
BLXU 10 mgkg ThHo7=o

Control (2iX, F&®» DMSO ##5 L, RXM #5
BLARDOMEZIT -7

¥ 72, dexamethasone (DEX, 10 mg/kg) % Hitx5
L, 2 BEf#IC RXM (100 mgkg) 2#{&5 L7, &5
#% 1BFRICHTER - R L, Mm% GC 2MMEL 22,

Mmi%Fs$ GC X, corticosterone # standard & L7:%
BEEICE VL 22,

EHZBE X Student D t-test IZX D17 o720

II. & E:

1) RXM DlliiE+ GC LB L ITTEE

RXM (100 mg/kg) % mouse BENICHE LB,
MmiFs GC DIFMZE{L® Fig. 1 IZRT. RXM 54,
1EZRELTAMiED GC D LAVZDHN, 6B
Tl control & Z2BO LB o7

RXM #5#, 1 BRICTILES GC DEREREN S
bN7=DT, LLTOREIZ RXM 5% 1 BFRICTE
ML7-c RXM &5 BEFNICIFES GC 2 LR S+
7= (Fig. 2)o

2) RXM X 51iEH GC LRICHB XIZT DEX ©
e

DEX (10 mg/kg) #&5 2 BKH#IC RXM (100
mg/kg) %{5L, RXM &5 GC LRICBEIZT
DEX DEEB%* KR L7, DEX OBiLEIZL Y, RXM
I2& 5 GC LARELIIAF I (Fig.3).
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Fig. 1. Serum glucocorticoid levels after intraperitoneal
injection of roxithromyecin in mice. Glucocorticoid lev-
els were determined at the times shown in the figure
after intraperitoneal injection. Each value represents
the mean = SD for 5 mice.

*P<0.01 compared to the serum glucocorticoid levels
in vehicle-injected mice.
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Fig. 2. Effect of roxithromycin on serum glucocorticoid
levels in mice. Glucocorticoid levels were determined
1 hour after intraperitoneal injection. Each value
represents the mean = SD for 5 mice.
*P<0.01 compared to the glucocorticoid levels in
vehicle-injected mice.
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B, EM ZiXUh 35 ML ¥, *FAHAM
SABEXE ABIWMALVBREAEREREBRICES
Thoritizi{AohTwao, ZOBFEL LTI,
BEERADAO ONEZONTVS, MBICHT 2
ER & LTiZ, RBRE D elastase 7z ¥ DEEEE LW,
biofilm BRDPET™® 2 ¥OEAIBRESATVE, —
%, IBECHTHEME LTR, interleukin 8 DE4A
Pl 2 & RFT O 9 FUS X3 5 R1E R Al 57100
EhTwa, LML, TOEARVEZHRILTYE
VW, 51T, ML ¥0kHMER. HICREEAR%,
BEOLAEA»ORF LB DLV, R4 X, EM
DONEYE GC ITBLZTHELRET L, EM 158
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DEX: dexamethasone (10 mg/kg)
RXM: roxithromycin (100 mg/kg)

Fig. 8. Effect of dexamethasone on roxithromycin-induced
corticoidogenesis. Dexamethasone (10 mg/kg) was
injected intraperitoneally in mice 2 hours before the
intraperitoneal injection of roxithromyecin (100
mg/kg). Serum glucocorticoid levels were determined
1 hour after the administration of roxithromycin.
*P<0.01 compared to the roxithromycin-injected
mice.

KIENICMiED GC 2 LA SEAHLERSEL, C0
ERMNEM OHFREOBRFE 25T RELRRL Y,

RXM 2. RS h- 14 AREAL, EM LE#K
CRERREREBLL LTHRESROBOLATY
5 ML ¥T» 5%, £Z T, RXM 2%, EM L H#i,
HNE# GC LRERAL AT A2 0B ICRKRIR LS,
ZC T, 4H, R4, mouse #HWVT, RXM Ol
P GC IBLIZTEEELRE L. RXM OBEAKS
ik hmih GC DLAXBHD LN, THOLARBRES
BREENTHo o TDLERIZEKS % 6 BT control
D level ICHBLAE, XXICHE L EM 0lills GC
ERVEA X 3 BT control D level IZHWBLTH YW,
RXM Tit, EM ICHL GC LARREANRVCEH
Hohtholko COKRLIY, 14 HREATS
RXM &, miF$ GC LRERZAET LI EXHLMNE
%Y, ELICEDLERERARMAY EM CHLRWIL
¥, RXM OMi¥¥Me (6.2 KM) »*EM 0Zh™
(16 KM) LhERwCLicXBLEZLRD,

RIS, SO GC EREADS, BIWHEEMRICEREF
ALRERBALTVw20», REWEIZL2b0», T
7z, M- TEHRENT L0 MEL L5, £
CC, DEX AifL# L7 mouse i~ RXM %##5L, GC
DELEMRI L7z Fig. 3 ISR T &5, DEX mi#
I2XY, RXM (X 2 MY GC LRI Eh
7z DEX i, BUKT & - FTEMARIC negative feed-
back control %A ¥, PWE#%® ACTH (adrenocorti-
cotropic hormone) #¥#IL, GC EE%2WHT2HD
EEZLRTWAY, DEX MBEIZI ) RXM KX 3
GC LR LIl shZ tH» b, XERIZ RXM
OREEEMBR NS 2 EBEFEH I ARRERELD
X, BERTH-TEAREALLDOEELLND.
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Effect of roxithromycin on serum glucocorticoid levels in mice

Junko Sato, Seiji Hori and Masahiro Kawamura

Department of Pharmacology (1), The Jikei University School of Medicine, 3-25-8 Nishi-Shinbashi,
Minato-ku, Tokyo 105, Japan

Macrolides have been clearly demonstrated to have an excellent therapeutic effect in patients
with chronic inflammatory diseases in lower respiratory tract. However, the mechanism remains
controversial. We have reported that erythromycin increased serum glucocorticoid levels through
the activation of the hypothalamo-pituitary-adrenal cortex axis. Then, we studied the effect of
roxithromycin, a new macrolide with a 14-membered lactone ring, on serum glucocorticoid levels
in mice. Roxithromycin increased serum glucocorticoid levels in a dose-dependent manner, and
this increase in the glucocorticoid levels was completely suppressed by the pretreatment with dex-
amethasone. These results suggest that roxithromycin increase endogenous glucocorticoid levels
through the hypothalamo-pituitary-adrenal cortex axis. Roxithromycin might be effective for the
treatment of chronic inflammartory diseases.



