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L FHEE) SRR B E 46 811238\ T OFLX & 5 i3 LVFX DER EZ MR E 1T L 455D
FEAZE % retrospective [HRET L7z (BER) EHEZMHHERTIL, OFLX & 5\ & LVEX it IZ FebehE
BB (7/20:35%), BLUF ) 0y REIZLBHEERYD 560 (5/12:42%) IZHVEHETRD bz,
3461 (76%) \HERZIEAB SN, 095 IFIIHICBHEIRD S, HEEKD S VIT
BROGKRETFIE, BEEEMIT T OFLX - LVEXittE, LHRE, BREIUEFL4FDTELEVIE
BTHhote LEEMNITTIZOFLX - LVRXTHMENEREF THEEVIBERTH o7z, 186 (40%)
AT L 10BIDSERIETH o 7o BHEBRBTRIFEEILH L ) DARICATFENMEh 572, (F
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F—7—X : ZHIMEER, ofloxacin, levofloxacin, ¥LEIEM, KERZIE

#®

BB O EEEH T 5 isoniazid (INH) & rifampicin
(RFP) OWH ICTHETH 5 SHIMEEZOBARICBIT S
BB, BRI R R AT L2 192EBE DR
EIC L % L REBEFITIX0.1%, BEEEFITIR10.1%TH
h, FRURNCH L CHEMRED S o7 1997
EFEORETIIRIERF0.9%, BEBEES19.7% T 12,
HimEmAsEE S hzh, 2002EEORETIRKRIER
$10.7%, BEEHEBIO8% L 1997 & Y IZEWETH -
72Y% LaL, bHPETRARBREEZ TRIELHME
BEIIHT 2R EAMERATEHE ST
5Y% Tl gk U T A ISR AE T R
bEZONSHOBIALESN S,

FHROWEZEDHREIBL L LTVAEHRIIEW
T, ¥ /70 FREO—HIZ, BREOTHELE L TTER
HEREST, BRABEKEEEEAL, B/ -REE
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%%, ofloxacin (OFLX) (3f 4+ OFEMMBREORE %
invitro \ZBWTHHIET A Z EAMEXINTEY®, $H|
it P B TE ME R S A% 1S 1 9 B OFLX D ¥k 5 B 5\ i3
HMMES I X A EREILRIZ143~59.1% L HE SR T
5%, levofloxacin (LVEX) i3+ Ik TdH % OFLX D
FERMAR [S-(—)-OFLX] TH % »°, OFLX DiFHA
R SNFEHEICH LT OFLX DO 2 fEoMEEEZ A
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BREILEELE > ¥ — (8 EEEFEREIL®ERE) &8
WTC INH 0.1 zg/ml & RFP 50 pg/ml DT HIZE LW T
» 5 SRS BRI R ISR S h i B E
46 TH oo BHE3ZIH, &M 136], FHERG0.6K
(32~87m%), FIEIEERE6Hl, BRFI208, FHRIERE
BI20BITH o720 FRHEEBID ) b 14BITBO AR
BhoRFmERE EHRE LTHAARL, 68lIx4BEIC
BOTHRFEICH LERFTTH o722 INHH 5 i
RFPA AT ED 5 INH - RFPME &Mk o 72
BITHo7ze ¥/ 0y RERMEHEIL, L2996, Y
128, FHESHPTH o7 FHRO6FE T TDURTIX
OFLX, L 7 FELEED 2261 Tix LVEX DEHIRZHH
Bx LT ORETHEIT L,

Fh 2O EH S 100 mg % 0.IN NaOH 3 m! TEH
LEEEHEA TmITHERLUE, 1%/MIERICHEML,
OFLX Ti30.6, 1.25, 2.5, 5.0, 10 gg/ml, LVEX TiZ0.3,
0.6, 1.25, 2.5, 50 ugmlBHNIEEREER L 72 B
BRG/NNEE T2 ~ 3 BMIER L 2%, BB LK%
BELTHIRAEAY IV PTIREEH—LSE, B’
BRHEAT2mgyml DBEIFESE0.025m/TOE4
DB DEH & a e/ BEHICHE L. MEHOHE
3, BB ~ 4 EMBICERNEER LN
TORDEE X HEL L TREBHERREEBREL TiTo
7oo BERED LI SBEUTORERE LIBESN
hh o2, BORBERSICHE S EHEL
A

BRDRIZHERCER L 1HEZBRVZ45HAT
BEt L7z, BEHEOPRMEIZS928 2.6~1765H)
Th o720 S0%PEHE BB X U50% EF M ORHE
\Z1& Kaplan-Meier i, A HIARO LB IE logrank R,
EEXOREIX (REEHAV, ERETF®BITZ, BE
@ QOLIZK & { b 2 HEEIRREIZE B L T poor outcome

#8135 45 200644 A

PEEER HFEELEAE O PRSI RIREL ko2
BA) HHVIIER G AULOBREELFRDLN
RICBUHESZO ONEE) KREL, HEESB
YOS EEBRANY— FEF NV ERVTERZTo 70

= e

A R RERTIE, OFLX 2.5 ug/mld %\ 3 LVFX
125 ugml 2BV THORENRD OIS D, 4D
+ OFLX - LVEX ki, #EEE, BRACERLT
FEPFEAIIC BV TS L (7/20 £ 35%) (Tablel, 2, 5),
Figikibm e LToF /0 v REMEROF EINRE
L7- 8 T3, OFLX - LVEXT k¥ /7 1 ¥ RERE
BOHLEFCBVTE W (512:42%) LWIHIFKRT
Bolo 2 PIIPIEREEE LTOF 7 1 v RERER
ARWIZ S P hb 5§ LVEX i TdH - 7= (Table 3, 4,
5)o

OFLX - LVEX T DB 1k, WEHREE 0%, B/RE
B110%, FHEEHEEBI35% TH Y ABREVRDOON (p<
0.05), ¥/ 0YREFBEOLVENTIX 7%, HIHER
D HFEBTIZ42%, FEEABEITIZ40%THY AR
ERAD LN (p<0.05). ¥/ T REDHIERDD
BIER T, FHYEEE P Tid46] 26 AOFLX -
LVFX i TdHh o 7258, BREFATIZF 2 0 v REOH
BEDODHHIZH b 53 8 HlH 7 FId OFLX - LVFX
B Tdh -7 (Table 5)o

Kz, ZHITEELBOEED R %R L7z, OFLX
HBHVIELVEX # E O HEFIT45BF 3B TiITbh i,
HEHENEIX, OFLX % 5\ & LVEX, streptomycin (SM),
ethambutol (EB), pyrazinamide % F.0s & L TR M BABR
HR, ThEITOBRKHR, BEOSFREL LLHR
LTCTELZT AU ERERETA L) ICERL TRE
L 720 OFLX 3600 mg/H, LVEXX300mg/H % %43 #%

Table 1 In vitro antituberculous activity of ofloxacin against multidrug-resistant
strains of Mycobacterium tuberculosis isolated from patients with pulmonary

tuberculosis between 1989 and 1994

No. of strains showing growth
Concentration of ofloxacin (ug/m/)

n 0 0.6 1.25 2.5 5.0 10
No prior chemotherapy 3 3 3 1 0 0 0
(%) (100) (100) (33) ©0) (0) ©)
Relapse 10 10 8 2 1 1 0
(%) (100) (80) (20) (10$) (10 0
Intractable 11 11 8 4 3 2 1
(%) (100) (73) (36) 27 (18) (13%)
Total 24 24 19 7 4 3 1
(%) (100) (79) 29 17) (13) (8%%)

* examined in 8 strains
** examined in 13 strains
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Table 2 In vitro antituberculous activity of levofloxacin against multidrug-
resistant strains of Mycobacterium tuberculosis isolated from patients with
pulmonary tuberculosis between 1995 and 2000

No. of strains showing growth
Concentration of levofioxacin (ug/m/)

n 0 03 0.6 1.25 25 5.0
No prior chemotherapy 3 3 1 0 0 0 0
(%) (100) (33) (0) (0) 0 (0)
Relapse 10 10 7 2 1 1 1
(%) (100) (70) (20) (10) (10) (10
Intractable 9 9 6 5 4 4 2
(%) (100) (67) (56) (44) (44) (22)
Total 22 22 14 7 5 5 3
(%) (100) (64) (32) (23) (23) (14)
Table 3 In vitro antituberculous activity of ofloxacin against multidrug-resistant
strains of Mycobacterium tuberculosis isolated from patients with pulmonary
tuberculosis between 1989 and 1994
Prior chemotherapy No. of strains showing growth
with new quinolones Concentration of ofloxacin ( ug/m/)
n 0 0.6 1.25 2.5 5.0 10
No 15 15 11 2 0 0 0
(%) (100) (73) (13) (0) 0) ©0)
Yes 6 6 6 4 4 3 1
(%) (100) (100) (67) (67) (50) (25%)
Unknown 3 3 2 1 0 0 0
(%) (100) (67) (33) (0) (0) (0)
Total 24 24 19 7 4 3 1
(%) (100) (79) (29) (17) (13) (8*%)
* examined in 4 strains
** examined in 13 strains
Table 4 In vitro antituberculous activity of levofloxacin against multidrug-
resistant strains of Mycobacterium tuberculosis isolated from patients with
pulmonary tuberculosis between 1995 and 2000
Prior chemotherapy No. of strains showing growth
with new quinolones Concentration of levofloxacin (xg/m/)
n 0 0.3 0.6 1.25 2.5 5.0
No 14 14 7 3 2 2 2
(%) (100) (50) 21) (14) (14) (14)
Yes 6 6 5 2 1 1 0
(%) (100) (83) (33) (W) amn 0)
Unknown 2 2 2 2 2 2 1
(%) (100) (100 (100) (100) (100 (50
Total 22 22 14 7 5 5 3
(%) (100) (64) (32) (23) (23) (14)

H¥ L7, 3283 OFLX - LVFEXBZHETH Y F0H b
28 B HER =1L 25520 b7z, 4 BITid OFLX - LVEX
BREZHTH Y OFLX - LVEXEBRMXITbh2ic b b
ST L0 S0 4BICBVTRENICRSS
SRER% 1T o 7255, OFLX * LVEXNODWt AL A& 4 3.3,

3.9, 70, 147 AOBETHEDONT,

2 BITid OFLX 2.5 ug/mid % & LVFX 1.25 ug/miiZ
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BOTHORENRD SN, Foau—HiIdH
T - 72729 OFLX - LVFX % & L ia#E AT h h 7225,
280 B ICHFEFEILIZB O N d o 7,

OFLX - LVFXA3HV» & 72 A o 72 % HI P W 6 1% 9
BlL11BITH o 7o 1165 7 Blid OFLX - LVEX 4T
Holze FDHH 2 FIH OFLX - LVEX A D FLiG
BRI L DB LA, B o s BITIXHERFL
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Table 5 Number of strains showing growth in 2.5 zg/m! of ofloxacin or
1.25 ug/ml of levofloxacin
No. of strains showing growth/n (%)
Prior chemotherapy with new quinolones
No Yes Unknown Total
No prior chemotherapy 0/6 (0) - - 0/6 (0)
Relapse 1/10 (10) 1/8 (13) 0/2 (0) 2/20 (10)
Intractable 1/13 (8) 4/4 (100) 2/3 (67) 7/20 (35)
Total 2/29 (7) 5/12 (42) 2/5 (40) 9/46 (20)
Table 6 Susceptibility to ofloxacin or levofloxacin, streptomycin and
ethambutol and sputum culture conversion in patients with multidrug-
resistant pulmonary tuberculosis
Susceptibility Sputum culture conversion
OFLX/LVFX SM/EB n Yes No
R R/R 2 0 2
R RA, IR, 11 5 2 3
R SflorR, IorR/S 1 0 I
R S/S 1 0 1
S R/R 3 3 0
S R/, IR, I/1 14 11 3
S S/TorR, IorR/S 16 15 1
S S/S 3 3 0
OFLX: ofloxacin, LVFX: levofloxacin, SM: streptomycin, EB: ethambutol
S: susceptible, I: incomplete resistant, R: complete resistant
! RREN (ZRMH 5V ETFRERYE) ThoTh
3 1761541145 (82%), SMBH B \VIZEBDA 2L L BFH
2 CREMDHE L 19BIF 1861 (95%) & B\ HE THR
=7 #1E4%3 572 (Table 6),
g 4 ZOROBEBTIE, PRIV oA REILL 23450
5 DI L IFNIHEIREIRD SNz, OFLX - LVEX % &
CEBBITONHESEIE L2 2861253 7 I ER
0 L, OFLX - LVFX A} D s A% 3G B 31T b kB ¢

80 100 120 140 160 180
Months

0 20 40 60

Fig. 1 Duration of negative sputum culture

Sputum culture conversion was observed in 34 patients and
9 in those patients later reverted to positive culture. 50%
sputum culture negative duration was 109.7 months.

B ShEhor, 4613 OFLX - LVEXEZHTH -
TP OPERELE ORI T 4 FlefliHEFEIE B SR
T2o Db T LB L, REES4SHIF 3461 (76%) 12
HFHRELFBD ORI EVWIBRTH o7,

OFLX - LVFX, SM, EBO K ZHRBRE R L HEHE
IEDOFEIZDOWTHEN L 72o OFLX * LVEXTiETH 5
BEIIEISMBH AL VITEBIZEEWTH-oTH 9fFIg2
Bl (22%) I L 2 HERZILIZEED S o7z FhIC
%L, OFLX - LVFXREZWTH 2HE1E SMB L U EB

FIE L7 6 BIA 513 2 BIHER L7z, 50%PEEE1EEIR
13109.7 A TH - 72 (Fig. 1),

HRFIESBON L h o & GEEER) d5 Ik
H %% poor outcome & EFL TZDNEREAF 4 BER]
BINF— FEF VX DIRET L72e RETEB I, %5,
Fhp, WEER - BF - SRR, WRL Y oB
SCATR, OFLX + LVEX %M, SMRSH:, EBBSH,
R EA L, ERICHEE L7 %% %, OFLX - LVFX
EECERDOED, EVIEBTHol. ZORE, #
B fefREF X OFLX - LVEX T, ML >~ b7 v
HEBWTHARBRFATEICIRB I MB35 0iX
WA 3OLETERELETHI L, BIEHD 2 EH
BB4KUTTHHILDIHEETHY, 2HhTH
OFLX - LVFX P4 @ p A% b EMETH - 7= (Table 7)o

RIZ, OFLX - LVEXTiHE, TAMRE, B d
4FI LT 0 3HEBIZRIC pEDEA 5 72 OFLX - LVFX
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Table 7 Cox proportional-hazards univariate regression analysis of risk factors for poor
outcome (treatment failure or relapse) in patients with multidrug-resistant tuberculosis

Risk factor Poor outcome Hazard ratio (95% CI) p value

Sex
Female 8/13 1.86 (0.76-4.58) 0.18
Male 12/32 1

Age
= 60 years 13/28 1.58 (0.62-4.01) 0.34
< 60 years 717 1

Situation
Intractable 12/20 3.78 (0.49-29.2) 0.20
Relapse 7/19 2.02 (0.25-16.6) 0.51
No prior chemotherapy 1/6 1

Chest radiograph
Advanced 6/8 3.42 (1.23-9.54) 0.02
Minimal or moderate 14/37 1

Susceptibility to ofloxacin or levofloxacin
Without 8/9 4.67 (1.80-12.0) 0.002
With 12/36 1

Susceptibility to streptomycin
Without 14/29 1.70 (0.65-4.48) 0.28
With 6/16 1

Susceptibility to ethambutol
Without 17/36 1.62 (0.47-5.52) 0.45
With 3/9 1

No. of susceptible drugs
=4 6/9 3.21 (1.15-8.96) 0.03
25 14/36 1

No. of drugs given
=4 9/18 1.14 (0.47-2.75) 0.78
=3 11727 1

Chemotherapy with ofloxacin or levofloxacin
Not given 7/11 2.36 (0.92-6.06) 0.07
Given 13/34 1

CI: confidence interval

FHVRWEROEBEEXMA, LUEL4HETRAT v 7Y
1 AEHRIREL AV SERRBINY - FEFMIZE
1 poor outcome D fEFR K F % T L7 & = 5, OFLX -
LVEX D H A L= B ELRBREF (p=0.002) T
H Y Z D hazardratio 134.67 TH B L VI FETH o 7
OFLX & LVFX O WWE T, HFW {1k %= Tl OFLX -
LVEX & $1214/17 (82%) TH Y, BRETII OFLX X
5/14 (36%) TH B DIZH L LVEXDIE ) H52/14 (14%)
LEETHo 2D RECTHEEIZOONT (p=
0.19), BEBEFANYF - FEFVTEROERETF L
LTORE% Lz p=037TTHEEERED LN h o

ChETORBEETIX, 186 (40%) HFT L 50%
ETERRIZ92.6 B TH o720 Vo 7z AGHFRZIESE S
N7z3461Ti, 8SHIHFREL50%EFHMIZ1228 B¢
Hotz, FERITFR L-REKIC X 5K 261, Wik
BB X BIFRAE 2 B, Bfige, Bl 7 A~V ¥ 2,
DAL, Hifgc 1 0ITholze —F, BEBEIEHES
Nhdh o 11FITIZ10BPFET L 50% £ 12 68.5

Survival rate

14

81 With culture conversion
.61

44

2] Without culture conversion
04

0 20 40 60 8 100 120 140 160 180
Months

Fig.2 Survival curves classified by sputum culture
conversion

Survival duration in treatment failure patients without
sputum culture conversion was significantly shorter
than patients with sputum culture conversion (p<0.01).
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ATHHIHFREFLBELAEENZD LN (p<0.0,
FER I 8 BIASEEALTE, 1 BIASHG 4, 1Bk gatifioxacin %
R LHERMOHEIRE & 2 ) BBRIEREL TV EER
\THRE L7 (Fig. 2)

% &

A5 a—7+—0I2& DL, BERAIZ OFLX 100,
200, 300, 600mg% TN EFNEBICEERORS LA
BAOERBMEFREITS 4, 1.00, 165, 2.81, 6.81
pg/miT&H Y, LVFX 50, 100, 200 mg Tix & 4, 0.57,
122, 204 ygml EHEFES N T3, T/, BEO—ME
M RGEIZ BT 5 B - HEI, OFLXTid 1 H 300
~600mg% 2~3E %Ak, LVEXTIiX1M100mg% 1
H2~3EEINTVS, LD XS LEYENEES
b, BV E O EEREIXOFLX Tid2.5 pg/ml,
LVFX TI31.25 pg/ml L FE L 720 MOWE T b A&
SZHRBRE R & BRR & 0N % B L7248 OFLX
2.5 pg/ml, LVFX 1.25 ug/mliZBVTHR S HBEENE
EVWHIHBRTHY ZOBELHRA L. REOERBEZHE
AERICBIT 5 LVFX DEEREIZ1.0 ugmi THEHE
DEIZLEETH o720

INH 0.1 pg/ml & RFP 50 ug/ml D HIZEEMHETH
% S HI T A5 A% B ER IR 5 BE#R O OFLX - LVFX EH& %
HRER I, FIEEEF, HEH\Vidd /o v REFER
DR VIEFITIE OFLX - LVEXIZA ¥ 2 BREMIIRFT
oA, BEHEFRX /0 REONEEDD B E
BTl OFLX - LVEX T EOE G T VLW I FRT
Hote BREBD 15, FEHFEBO 1 PlLIIHEKE
BLLTOX /0y REMERIZVIZO 22D LT
LVEXTHETH o720 74V E Y TOREIZEL S & 1989
~ 1994 4E {2k L T 1995 ~ 2000 4F T i3 first-line D HL4E 1%
BIIHTAMUERIEELR2EZE 2o ldb bbb
¥, ciprofloxacin & OFLXZX 3 A2 ERIEE L L&
L, OFLXTI372% % 5353%C LR L WEHEED
30% & BWETH o 22 EAHEENR TV EY, SEO
MB8T5 LVEXTE D 28120 TiE, wWihdF
B 8 4E (19964F) DIEBITH Y, — fiHli ol BRGLHE D 16 H
ELTHF /70 RENMARICER SN TV 22E»NITD
WTHELESTBETH o720 bAEICBVWTHF /0
VREMURBEROSHOEIMIOWTIIERTRE L
S RY (WA

EHERBOKRE TIX, OFLX - LVFXEZMHETH Y
OFLX * LVFX % & 4GB T b 7SI Tk 32615128
Bl (88%) \HEEELEFEONIZE VI HRTH o720 4
B4z B> T OFLX * LVEX AL B BEEh, 0
55 260k 4 AN E VD GBI EEAEED Hh
Teo SODZ MBI, SRMUEKTIE, F /0 RE

B #81% #45 2006664 A

ADBESUD LA F /oy REEhLE LSH
BEEBEICL VEDICHEETAZLIBEETHLEER
shiz,

SHIHAER BT BT DHEBRMD 5V IIRTOfE
BRETFICEL-HE L LTiE, Minick 5 FELRR
FLLTCHEEBOEARZKRE, ~< b7 Uy MEE,
body-mass index f&f, F#% BR#FEF & L T pyrazinamide
L ethambutol % & T 16 % 2813 ¥, Flament-Saillour 5 X
human immunodeficiency virus (HIV) B3, HEICHEH S
NEDLERB2HUTTHE I L, LETH» 5 S H i
BEETHDLIENbPoTWEZ LD 3HEB 2ERE
F & LTEF', Franzetti 513 HIV RS R HERZE
ZT BT AR 2TV 1991 ~ 1993 4 X 1§ 1993 ~ 1996
EDIF)VTHEMFRL, WARERELAETLHODOITF
BRBRTHHIEE2HELTVS", HFSIIEER,
ZERH Y, WHEEFA»ZV, BWERICX 2EH ORI,
BERFEAIBMHEE L BB T ARTFTH S L HE
LTwa? UEDaEixs /oy REORZTHIIR®R
FLTwiw,

—7, Leimane 5 & Park S idb b OGS & RHEIC
XU REORZHEZHBICANRTHRIF LTS,
Leimane 5 X BE LMD A VIIFRTOEKRETFIZ, £
iR E LT OEBRE DD 8, 37 AUEMERE
NEEHAESHUTTHSHZ L, OFLXHE, body-mass
index 2% 18.5 KM D 4 HEB % 2T, Park 61X HEEHK
H 5V EDFBRETIE OFLXTHETH o 2 WL
Twb"Y, bhubhdOst Tid poor outcome % [HHK
M BVIZFRT] TEL L [HEEXMD L VIEER] I
BE L THET Lo SHIMMERAKEE CRIERREBCSH
HERMBOAREREZRERZEh QOLE K& (A
)T EW B, FEITREDQOLIZKE Kb sk
BWREBICEEH L TN 21T o720 ZOMER, HEBMN
Tid OFLX - LVEX i tE, LHRZE, BtEHE4H
LTFTo3HEE, $ZEEMAT Tl OFLX - LVEX A HE
BRfEREFTHHEVIHBRTH o7z, T ORERILM
DEEDRHEREFBELEVERTHELEL LN U
£ XD, OFLX - LVEXT ¥ IX B HREM D 5V IZERIC
MbbEELZEAFTHE I LHIRBEN,

4 OFLX & LVEX DR T HEli &1L R, HRX
EDBULEEBEZERIROON D570 —FH, Yewb X
LVEX ¥ OFLX & V) b Z#Iit A% G R A R A% < BlfE
RRRISETH 7L W|ELTWVEY, bhbihid OFLX
13600 mg/H, LVFXZ300 mg/H & \»9 bAET—iH
RRYERERIIBDON TV ARG ELBEH VTS
A, Yew 5 OFHE 581k OFLX Tid628.8 mg/H, LVFX
TIX6125mg/HTH Y, LVFEX Tidbhbh o3z
THolzlDIHERIIEVRIZDIDEEZ SN,
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PEEXY, LVFXED* /o v RIS HITERSIC
L TREBRNICHEHTRETHEEEZ LNz, BE
¥ 7 O Y REORBAOE IR & R 5
NTw2w2s, ZHIMERERLRIVER O OEEEHR
PERATERVINIHTAERE, SAMMEEKICBI
% LVFX® 1 H 600 mg#Z5- DA 1NE SN 5B,

COMED—TRIEE @ EFE AR FAF R A -
BEBIIEMAEE) HI-HFE-10012L25DTH 5,
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IN VITRO ANTITUBERCULOUS ACTIVITY OF OFLOXACIN AND LEVOFLOXACIN
AGAINST MULTIDRUG-RESISTANT TUBERCULOSIS AND CLINICAL OUTCOMES

Atsuhiko TADA, Noriko KAWATA , Takuo SHIBAYAMA, Shuji TAKAHASHI,
Atsushi HIRANO, Goro KIMURA, Makoto TAKEUCHI, Chiharu OKADA,
Ryo SODA, and Kiyoshi TAKAHASHI

Abstract [Objective] To investigate in vitro antituberculous
activity of ofloxacin (OFLX) and levofloxacin (LVFX) against
multidrug-resistant tuberculosis and to study the clinical out-
comes.

[Subjects and Methods] In vitro antituberculous activity
of OFLX and LVFX against multidrug-resistant strains of
Mycobacterium tuberculosis isolated from 46 patients with
pulmonary tuberculosis and a retropective clinical analysis of
45 patients were investigated.

[Results] In susceptibility testing, resistance rates to OFLX
or LVEX were higher in intractable cases (7/20: 35%) and in
cases with prior chemotherapy using new quinolones (5/12: 42
%). Sputum culture conversion was observed in 34 patients
(76%), however 9 among them later reverted to positive
culture. In a single variate proportional hazards model, risk
factors related to poor outcomes (treatment failure or relapse)
were resistance to OFLX or LVFX, advanced disease on chest
radiograph, and the number of susceptible drugs four or less.
In a multiple variate proportional hazards model, a risk factor

was resistance to OFLX or LVFX. Eighteen patients (40%)
died, and among them, 10 died of tuberculosis. Survival time
of treatment failure patients was significantly shorter than
patients with sputum culture conversion.

[Conclusion] Resistance to OFLX or LVFX was considered
to be a risk factor related to treatment failure and relapse in
multidrug-resistant tuberculosis.

Key words : Multidrug-resistant tuberculosis, Ofloxacin,
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