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Mycobacterium ulcerans J&4e~< v7 A 2%} 9 5 rifalazil
B X O rifampicin D FEHE FHIERD H O ik

Rk RiBe AR B AR M CRIE R

E£E : (BW) Burulii&E O BN E Tdh 5 Mycobacterium ulcerans O FEEREGe~< 7 Z125P9 5 rifalazil
(RLZ) & rifampicin (RFP) OF&HERHIERNR 2 lBME L7ze (51) 5 58ER® BALB/c R~ ™7 2 O
TRIEBEIZ, M. ulcerans 97-107 #® Middlebrook 7TH9 538 # i 25 ul (CFU =4 X 10") Z 4L, B H &
D RLZ& % i3 RFP 2.5, 5B L O 10mgkg# 1 H 1[0, WSHE, 6:MEIChHZROFREL
720 REEOWIRKINZ 2 BIST 5 L L DIHERZEHIL, S5IRBHG2, 4BL06HEBICBIT
B REPEE RN CFU Z 2 L7z GRER) xHHEBE I, Bege4 8B X 0 BEFICSEAR, MEIEDS, 6 H%IC
S HICHEBLALN, BY 1 HE, 2, 4 BXU6 BB logn CFUIZZENZENS522, 556, 6298
FO733LHIMUL 720 —7, RLZIGHEBETIEHRGRIC2 2D O FTREBECHEZIASNT, F7-
logio CFU 1325 mg/kg# 5 TH 2 BHE T TIC414F TET L, 10 mgkgt® 5 Tid 6 A IS BER
(<17 L (2D IZFTIETF L7z SHIUSH LT RFPIAEHEE Tl 4R BBl g LI o Rz K &
CFUDAE LT IE 10 mgkg Bt GHDOAIIA SNz, (8] TS OMEK#ES S, RLZIE RFP X
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F —1J — X I Mycobacterium ulcerans,

U0 &I

Buruli &85 13 Mycobacterium ulcerans i&G2 X W O & B
ZEND e~ OBBEERERE T, % e VRIS
REFEIFHORD L IBREIEIYEE Z 2 5N T
WBVTY AIEIZT 7 A, AT, TYTBE
CFT7 AV A DL e 320 EICEBIT S M7
THY, ROMITVBALNTVDBEDIZT 7Y H, Lbhi
FTLET 7V HTHBEY™ bHETIX 1982 £ F-LE 5
DIREOH D %o WHO IZ Burali i D HRATOILK & A
Y287 MIZZ 72T, 19984F 1 AT “Global Buruli Ulcer
Initiative” 12 T L7270 M. ulcerans 13ME— ORI B,
~A 32527 b UEARYT, BEATIE BuradiiEOL
FHREEHE VR CTET, HREONBOLIR & S~
S8 —BYGHE L SNTWwWB?, L L, F4E, ##%
FEHUH W) E DI M. ulcerans [GEDWFEAHED SN TH
D, T TIZZD invitro”? ™ B X Winvivo (=7 Z) W17

Nz invivo Pt M. ulcerans {EME 2 5 5 2 & D3H & 52
V777V,

éhf:o
V77 vEY Y, = ARG, FSAEMIE

AR 5O bTo S oy FRERYVIZOWTOH
HEVHRLND,

Sllbhbiid, IRV YEFY IV 77T
FHEH rifalazil (KRM-1648) & rifampicin D$T M. ulcerans
EMEE ~ o A RPERG R % O CHEBRET L 220 TUT
WZHET 5,

L% & Yol p:

(1) =7 215 8iO BALB/c /M~ Y 2 (HAZ L7
) 27z 5B, B IR E RS 72T )
WEBRZBRDEKRE 2 TBI hbhizn

(2) A : rifalazil (RLZ ; $ERMLY L3, Wb, SLH)
& rifampicin (RFP ; #—838, B 2 Hviz, #HIZ
0.01% Tween 80~2.5% 7 7 ¥ 7 T A CHi 4 i B O SRV L
WL, —20CICHURE AT L 720

(3) P& : Frangoise Portaels #4% (Institute of Tropical
Medicine, Antwerp, Belgium) & 1) 43-5-% %1} 72 M. ulcerans
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97-107 % W7z, it Wz~ A B2 | E#E %R
Middlebrook 7H11 £ R FER TR #E L, HHFHEE %
Middlebrook 7H9 7 1 A (2 il S, —80C I Bkl IR A7
L7

(4) = ARG L IR G © HOR PRAF T & B e 72
THO 7O AWML, 1H2W\FHRY L32CITT2H
MRERE L7z BT v 7 ARERIC205HEELKS
WEBLZ El S, ZoEiEE iR THY T A THA
L ODsio =02 (CFU = 1.6 X 10°/ml) \ZFi % L 725§
B A B E Lo <~ 7 ADEYIZIEZ D25 ul (CFU
=4X10%) Z W EHR TS Lz xTERERICIE 7TH
TR FFAEE L. BARGIICIEESEH LD
25, 5B & 0 10mgkg/ H DRLZ%, F 72 3FIRED
RFP % #%11V" > 5 (B H #4581, H3K) €0.2ml, 1 B 1[4,
WS G L, BT~y ACEEAEEF LW
SBET 0.2 ml & FRRICH G L7z

(5) Bl e~ 2 DM REIO TR & TGO
HEZWLILBREOBELEROFMZHE 1 [, 6HH
To720 = ARPEDIE & 1F “dial thickness gauge” (&
W BLVERT, ) CHlE L7zo e~ A RBEER I,
Z DB A & MERLE R IR~ 7 2 O E A & 9 U 7 fE
(X107%/mm) THE L7

(6) CFUDMSE : e 24 W2 7% & U\ IREEBALG 2,
4B LU 6K, FEESILOTY AZERLTWELER
SN2 RIL, CFURMIE L7, BREZA VY
YA2 57 (HEE, /i) 2340, K T70% T
Y ) — W2 155 2 MR L, BN A K THEE M
YL, #9AKREYFHAF— CEMMT, ®i) THEE
KA & Lz MBISMERIICERRL, I AREY T
A F—THERAK & L. FAFIHRALEEKT
100~ 10 2B L 10 H MR Z 2O D, ThHD

iR BT79% 555 20044E 5 H

0.1 ml% BN THI1T ERFHBCOHEML, 5%CO, HBE
T, 32C, SEMBEHEOBEHEER L BT D CFU
=HE LT

(7) BEEHEEMMCE | S BIPIEB o EHEEIRME 2 5 TS
CFU DA EEMEL, Student D tHIEIZ X D IT- 720

& R

(1) AR EEE (Table 1) @ KA~ 7 XA TILEG 4
SEBICIREOSRRAB N, SHEBICIIVEZFELLRD,
6 MBTIRRELR W LFHFEOEEDRDLNTZ, Th
W2t LIGHEEE Cld, RLZAHGHE7% 5 UM RFP O 10 mg/
kgPx 5 HICBVT, @B LZE L THREDOALN
725 DX h 57295, RFPD 258 X U85 mg/kg#x 5-HE1C
BT, &Y 4 B8 DR RGO IR & R D 5\ i
ZRED BIHIFREZRT I OBASNIZ, L L, &
BIZIWIR] 28 U RLZ & RFPIEHM CIXEE AL N L
ol

(2) REPERERR (Table 2) @ ERYR B~ 7 2 Cld e 3 8
BIVEEIET Y, 4RBIEZOMITHICHER
L, ZO%D EHICHAPALNIZ, —F, RFPIGEE
TRV E R OB A S N0 LT,
RLZFEGHTREGREON R &EFRAZBELTH
BRBEREOALNI DI Rro72. BB, 2BLU3
WD RLZ B X OF REPF& 5-# CHALERE L ) EHE O
INEL o TVBDBDDH B, ZNSEIWEITRED N
PiEmd, FRREGOEBIZIL500b LRV,
ZOHEIZOWTIEH LN TIE RV,

W, B A% H—H®ORLZH 5V IERFPT
W L7 BR o0 )L BB AR A A~ © TSR OGN R 2l
5L, RLZD2.5mg/kg$5-3:%, 2.58 & 085.0 mg/kg
5458, 7225, 508 L0110 mgkgx 5 6 Hi%IC

Table 1 Comparative therapeutic efficacy of rifalazil and rifampicin in superficial lesions in mouse hind footpads

induced by M. ulcerans*

Dru Dose No. of mice Weeks after infection (No. of mice observed)

g (mg/kg/day) used 1 (15 mice) 2 (15 mice) 3 (10 mice) 4 (10 mice) 5 (5 mice) 6 (5 mice)
Control 0 15 —/=" —/— —/— 1+/— 24+/— 2+/1~2+
(infected)

RLZ 2.5 15 —/= —/= —/= —/= —/= —/=
RLZ 5 15 —/— —/= /= —/= —/— —/=
RLZ 10 15 —/= =/ —/— —/= /= —/=
RFP 2.5 15 —/— —/— —/— —~1+/— 1~2+/— 2+/—
REP 5 15 —/= —/= e e B e Y i
RFP 10 15 —/— —/= —/— —/— —/— —/—

*Five-week-old female BALB/c mice were infected subcutaneously with 25 ul (4.0X 10* CFU) of the bacterial suspension into each hind
footpad. Mice were treated with RLZ or RFP at a dose of 2.5, 5, or 10 mg/kg/day by gavage once daily 5 times per week from day 1 for
up to 6 weeks after infection. Mice in each group were observed for the appearance and degree of gross skin lesions in one or both
hind footpads. Five mice were sacrificed at 2, 4 and 6 weeks after initiation of drug administration, and used for counting the CFU.

°The erythema (numerator) and ulcerative lesion (denominator) were graded from — to 2+ (—, none; 1+, slight; and 2+, moderate).
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BT HIERMIERFPICHBIT 2 &0 A EITEL (
0.01 ~0.001), RLZ7SRFP X&) M%hfng EWVWR b,

Fg W Gext < 2 (A), RLZ (B) & % \» & RFP
(C) 2.5 mgkedk G-~ 7 2D 6 %D LN AR
ﬁfl'/TL /J\Lt,
(3) CFUDER

DL HE (Table 3)
bl L 72,
2B & 04 # D logiCFU I3 & 4
BHolzhs, 6 MBTIHMUT L7 £72, 10 mg/kg G- ®
2BLV4BBTIZITZEAEHEFEENIZRL, 6 8FBT
B LZETAASN, T LT RLZEE S BT
&, RS & BRI T L, 0%
DFEEEIL RFPIZIERTEHE TH o 726

WE, EGEYT A & H®=ORLZD A\ L RFP T
G L 72 B 0 YL R T O CFU 2 5 Al O &) 4 % M4

DR YRS IR T 2 3 DR
)i RFP D 2.5 38 X U5 mg/kg % 5- Iﬂt D
7y )H ’-’ M & I”J %“ 13 €
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e, HEMIG2, 4 BLXU 0 HBOVTNOIRYTY,
RLZHE G R TIRERFPHESGRE L D DA EICK L (P
0.001), RLZ7%SRFP & 1) b NPT M. ulcerans iM% 47
ThHEWR D,

QW 6 B TIE, MNIREEAGIOMA S AR AT
& N7225, logio CFU IE 2. 16~3.32?:1£ETMT“ Pop oy
—7J5 RFP 2.5 mg/kg % 5- % C 5PEFR 3 JEA 5 1.76 ~
249% X 0 A wmtﬁfﬁ“%ﬂ#%yoﬁ H&iz, =
NSO ZAD YD S D logiy CFUIZZFNZFIT.18 ~
7448 L1680 ~7.04 T o720

Z =

o Ben7oxazinorifamycin RLZ (KRM-1648) (b A3ET
BRI, TNz invitro 7z B NS

nvivofix 4 a7 7 ) TIELEZ AT 5 I LA
5% Saito 577, Yamamoto 5”12 & o THi S 1,

Yamane &'

Table 2 Comparative therapeutic efficacy of rifalazil and rifampicin against hind footpad swelling induced by M. ulcerans®

Drue Dose No. of Weeks after infection

S (mg/kg/day)  mice 1 2 3 4 5 6
Infected 0 5 1.7+1.1 1.1£1.7 8.01+2.8 135.0+5.6 177.7%9.5 229.9+7.9
(control)
RLZ 2.5 S 32412 —26=08 —5.1+1.6"¢ 4116 7.2&1.6%¢ 5.2+0.8¢
RLZ 5 5 55£11 —5.1x1.2 —6.0t£1.3° 0.4=21.4°| ¢ 45%E1.6° ¢ 2.7£1.9° e
RLZ 10 5 28*x1.1 —45=x1.1 —8.9+1.5° 29+1.5° 44412 | 37E1.2° |4
RFP 2.5 5 22+1.2 3.6E£1.7 12.6::2.1 124.4+9.2 162.8+13. 178.7£8.0°
RFP 5 5 0.3+£0.6 —2.9+09 1.1%2.1 72.1+14.2° 141.2£12.0 99.7+8.7°
RFP 10 5 A48+t1.58 —2.1417 —8.0=1.2 2,615 13.84+2.5° 152+2.5°

“Mice were infected with 25 p/ (4.0 X 10" CFU) of bacterial suspension in both hind footpads and treated with drugs by gavage once daily
5 times per week from day 1 for up to 6 weeks after infection. Thickness of both footpads was measured with “dial thickness gauge”,
and the swelling was figured out by subtracting the mean thickness of normal control from that of indicated week [mean swelling = SE (X
10" mm)]. Data on five mice in each group that could be observed for six weeks after initiation of drug administration were described.

"Significantly different from infected control group (P<0.01)
“Significantly different from infected control group (P<<0.001)
‘Significantly different between RLZ and RFP (P<0.01)
“Significantly different between RLZ and RFP (P<0.001)

Fig. Gross lesions of the hind footpads of M. ulcerans-infected mice treated or untreated with RLZ or RFP for 6
weeks. Erythema, swelling and ulcerative lesion with exudate were demonstrated in a footpad of untreated control
mouse (A). No superficial gross lesions were found in a footpad of rifalazil (2.5 mg/kg/day) treated mouse (B).
Erythema and swelling were observed in a footpad of RFP (2.5 mg/kg/day) treated mouse (C).
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Table 3 Comparative therapeutic efficacy of rifalazil and rifampicin on the bacterial loads in hind footpads

of M. ulcerans-infected mice®

Dose . Weeks after starting drug administration [log CFU/footpad (mean = SE)]

Drug (mgkg/day) N ofmice 2 (5 mice) 4.(5 mice) 6 (5 mice)
Infected 0 15 5.560.04 6.291+0.05 7.33%0.05
(control)
RLZ 2.5 15 4.1440.02° 3.28+0.18% ¢ 3.4740.18° ¢
RLZ 5 15 3.59+0.11¢ 3.28+0.17" | ¢ 3.27+0.28 |e
RLZ 10 15 3.36+0.11° 2.35+0.12° | | <214 | |qe
RFP 2.5 15 5.39+0.08 6.261+0.04 6.7740.10
RFP 5 15 5.65+0.06 6.18+0.07 6.2240.18°
RFP 10 15 5.25+£0.07° 5.31%+0.04° 3.57+0.19°

"Mice were infected with 25 pl (4.0 X 10* CFU) of bacterial suspension in both hind footpads and treated with drugs by gavage once daily
5 times per week from day 1 for up to 6 weeks after infection. Five mice in each group were sacrificed for bacterial load enumeration on

every 2 weeks.

"Bacterial loads (logCFU/footpad) on day 1 after infection: 5.220.03 (mean of 5 mice = SE)

“Significantly different from infected control (P<<0.01)
“Significantly different from infected control (P<<0.001)
¢ Significantly different between RLZ and RFP (P<<0.001)

AL ENC 3B v T B Bermudez 5°, Klemens 5°2*, Bao-
hong 5P I & o TEBAEEIN TV 5,

3 Dhople'™ 1& M. ulcerans JE B &G~ 7 X % RLZ
%5 FICRFPEEHEMCTHE L, B4R O CFU
ZIGEE L LTRLZARFP L D B T SN HHTEE 2
BT A5 LG LTW5SE, FEERIZIE M. ulcerans ATCC
19423 MER E N TV B DS, ZOHED RLZB X U RFP
&M= 7 2 R WEPIEEAE % O AT RAZ D Wi Etd
XNTWir v, SElbb L M. ulcerans JEBEPI &G~
Y AW RLZ 721 RFPZROV v 7 T&E L, BER
R Gk, B, BER oR#BEREEB L UTERN
CFUDHER 23828 L, WiSEH O FUR G % HEME L
720 S Elb b AR L 72 M. ulcerans 97-107 1378 7
7 1) 71 @ Benin TH B S N2 IR5 Ak AR C, RLZOAK
B 239 % MIC 1% 0.025 xg/ml T, RFP?0.78 g/ml %
BAEPICEETDHDTH S, BALB/cRME~ 7 AT
FENADOAR 4 X 10°CFUBRIIC & 1 4 BHICIEFRER
LIERE, 6 MBIITEEAHILL 7225, RLZ IR
D25 mgkgDEGIZE > TH INHHEDOB 2 E4E
WCBHIE L7z S b= 2D RPEAN CFUIX, 2.5 mg/kg,
2EM OB T, B HEO logi CFU/JRHEfE (5.22)
X 0 logiw CFUASL.1, {H#E4EZIC1.8 (EETHRID
3.9) <, F7210mgkg, 2, 4 BX V6 HEBDEHET
Bl 1 H12 O logi CFU/RHEE X D 1.9, 298 K U>3.1
(RPN I D22, 392 5I2>52) K ofe MW
FoEEI Y, BRERITHEOMBIHORPL Y,
¥ 72 CFUDET @ s 5 b RLZHEN Tz in vivo i M.
ulcerans BN B2 HTH I LI1ZH 529 TdH %, Dhople
DOEBRRTIE, Bt~ 2 RN BT B H B
X6 EMTe~ 8 IC T X9, 19504 55 i o LA A

ATCC 19423 R DM RIC XL B~ AT 5L L
YADIKT D) HHSZ B F 72 CFU DK ERAE A
LM ENTW ARV, RIREIM b /3w
CFUfEIZ0.19X 10" T0 LD F v v FHK&E L, CFUMH
DO IEMETERE LTI T LHMETRETIE RV
NDEVZ LI,

—7, RFPIZ~ ™ A EF )% M7z M. ulcerans J&EH:1Z
N LTHIBREOHEFEIRDLNTEY”, L TR
Ghana % Cote d'Ivoire THEJifi & 1172 Buruli {& 55 {6 D /X
4 a vy kBRI B T streptomycin F 72 13 amikacin'”,
B %\ 1 dapsone'™ & OPEHF L LTHWLN TV %,
LHObIbNOERD S SH L% X912, RFPOH
M. ulcerans {fith13 2.5 B £ U'5 mg/kg 32 5- T3 R IE DB
TR IE, F 720& S 6 A O RIEONENR & R JEN CFU
MBI IR L ) DD o722 &, 10 mgkg# 5 Tld4ae
TS T 1 b B 0 R A 9 28 BELLE & 3098 6 2 @ CFU
OHEZELETAALNIZZ L5, RFPIEZH LN
M.ulcerans itk # H$ 5 Lo TX WS, kil L7z RLZ
OWEMITIE, 2N RERVWEVZ XS,

SHOBFIERETH LV REZFBLTBY, HEO
FIRTOBHBERE ZVViEEv, Bicbhbhiz M
ulcerans3.25 X 10* CFU % T #% R P & Je S &, RPTICH
o, WEREDSHIN233 HHA 5 RLZS5 B X U710 mg/kg/ H
OROA%G5 2 15BMIT o 72 L TABD T SN EH
BEFALNIZZ L, FRAREISEEZTLHERIEADL
Nidp o2 EIZOWTHE L TWwA (H. Saito, N. Ishii,
N. Nakanaga: Therapeutic Efficacy of Rifalazil (KRM-1648)
against Experimental Buruli Ulcer Induced in Mice. 103rd
General Meeting, American Society for Microbiology, Ses-
sion No. 390/U. Abstract U-83, May 22, 2003, Washington,
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D.C.)o ZHUTDWTIEI € Antimicrob Agents Chemother.
WCBERMOTETDH 5,

OO OREZ X UL, M. ulcerans 97-107 ¥k D FEEx
B~ 7 AT R RS (M CFU= (4 X 10*) X 2] T®
Rk D WIRAIRZ (G - BERR - 855 1 d B3 ~ 4
HBIZHN D, BEELER TH D M ulcerans D & Ye )5
FiDCFUEIRER L & OMBICDOWTIE, KD
logio CFUD 6 LL 127 % L BT 05K, EEASHBLL,
TULEIC %2 ELROREHZ L DR ) EEZAL, M
W, PN, FFBZ 0 bEAM SR X125 Gk
RBEF—). SHOEBRIZBWT, RLZ25, 5BIO
10 mg/kg 7% & TN RFP 10 mg/kg ¥ 5-BF Tl g8k, JEIE,
BERRD SN oS, ZOZLE»IEHER D
EBI L) HHWEOBMEIET S LRI B ORI
SN2 DTHAH. L, B2 X EYext BEE L
RFP 5 mg/kg {6 #E D 4 381 O R BE logio CFU 13 6.29
618 THY, MBFMIZETIED SN Lh o212 00
HHY, o 2 HOBERMEMICIZEEER DY, L
DF R RY AT HEBE X ) REPIHEEIE DT D BSEM T
HolZlrb, REORIRKKEDE L CFUIRB
BLRPETT5500, fFIZBOTELFLL —3L
TV, ZORICE L TIX, M ulcerans DYFEME & B
AHBR, i a5 2 b oMEMERREBT SR
HEIITOE B Y, S EOFEHHHERICIB VTS CFU
DHTIER L, WOBBREERI R EDIRERIITEEL
BI5-LTWAZ EAURIRBEN D, H5T, M. ulcerans|Z
9 HALEREH OGREOMENT YL 72 5 TIE, HIZ
CFUDAREZIBE L TAHICE LT ST, BRERFTKED
BB E D IME L 7R EHENE TR E 5,

T &£ O

M. ulcerans 97-107 ¥ @ Middlebrook 7H9 %% % W @ 25
w1 (CFU =4 X 10" % Wi el Ty L, 2o%3H
LY RLZEZIERFPD 2.5, 5B X 10mg/kg/ H %M 5
M, 6MHIZh7zo TRIOWRS L, EIAJFHT ORI
R &GP CFU 7 & W 3 H) DL M. ulcerans TE M % it L
7oA, RLZARFPE ) A2 ICEN R E2AHT
HZEVPHLPIT o T,

i i
A 2 Fefb 7720 2oL TR 22 & ONC
B — B ASHICIRH 2 L 5,
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COMPARISON OF INHIBITORY EFFECT OF RIFALAZIL AND RIFAMPICIN
AGAINST MYCOBACTERIUM ULCERANS INFECTION INDUCED IN MICE

'Kazue NAKANAGA, *Hajime SAITO, 'Norihisa ISHII, and *Masamichi GOTO

Abstract [Purpose] Buruli ulcer is a human skin disease
caused by Mycobacterium ulcerans infection, which is charac-
terized by massive skin ulceration and persistent necrotic
change. In recent years Buruli ulcer has rapidly emerged as an
increasingly important cause of human morbidity around the
world. The disease is endemic at least 32 countries in Africa,
Western Pacific, Asia and South America, and it is considered
the third most common mycobacterial infection of humans
after tuberculosis and leprosy. An effective chemotherapeutic
regimen against Buruli ulcer disease has not been established
to date. In this study, the inhibitory effect of rifalazil (RLZ)
against M. ulcerans was assessed in experimentally infected
mice and compared to that of rifampicin (RFP).

[Materials and Methods] Five-week-old BALB/c female
mice were challenged with 25u! (CFU =4 X 10% of M.
ulcerans cultured in Middlebrook 7H9 broth in bilateral hind
footpads. Mice were administered per os with a suspension of
RLZ or RFP at 2.5, 5, or 10 mg/kg once daily 5 times per
week starting from one day up to 6 weeks after infection. Dur-
ing the treatment, mice were observed weekly for footpad skin
lesions and examined for footpad swelling. In addition, CFU
enumeration was done on both hind footpads and spleen at 2, 4,
and 6 weeks after initiating treatment.

[Results] In the infected control mice group, slightly
erythematous lesions and moderate swelling of footpads were
observed 4 weeks after the infection. Ulcerative lesion was
observed 6 weeks after the infection. Mean logio CFU/footpad
(FP) was 5.22 on day 1 after the infection and increased to 5.56,
6.29, and 7.33 at 2, 4, and 6 weeks after treatment was initi-
ated in the treated groups. On the other hand, no visible ery-

thema, swelling or ulcerative lesion in footpads were observed
in RLZ-administered groups. Furthermore, logio CFU/FP
decreased to 4.14 after only 2 weeks of initiating treatment in
2.5 mg/kg administered group, i.e. the lowest dose employed
group. Logio CFU/FP decreased to <2.1 in 6 weeks in the
10 mg/kg administered group, which was close to the detec-
tion limit (<1.7) of the CFU assay. By contrast, inhibitory
effect on disease progression and reduction of CFU were
observed only in the group of mice given 10 mg/kg among
RFP-administered groups ; the reduction of CFU was not
observed in the early period but 6 weeks after initiating
treatment.

[Conclusion] These results clearly demonstrate that the in
vivo anti-M. ulcerans activity of RLZ is much higher than
RFP. RLZ activity against M.ulcerans can be expected to

control the disease progression in the clinical applications.

Key words : Mycobacterium ulcerans, Rifalazil, Rifampicin,
Murine infection model, Inhibitory effect
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