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We performed basic and clinical studies on the effects of a new oral quinolone derivative,
levofloxacin (LVFX, Code No. DR 3355) which is an optical l-isomer of ofloxacin, in acute epidid-
ymitis.

LVFX was administered in a dose of 200 mg to prostatic cancer patients 2 hours before opera-
tion. The mean concentration of LVFX in the tissues of testis and epididymis were 4,73ug/g
and 3.13~3.6 ug/g, respectively. Tissue/Serum ratios were 1.63 and 1.16~1.32, respectively.
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LVFX was administered in a dose of 100mg three times daily for 13 days to healthy male
volunteers. Semen and blood samples were taken 2hrs after 7th and last day of administration.
The concentration of LVFX in semen were 1.19 ug/ml (7th day) and 1.32 gg/ml (13th day). Semen/

serum ratios were 1.12 and 1.26, respectively.

No affection of LVFX on the sperm was observed.

Antimicrobial activity of LVFX to C. trachomatis showed good MICs of 0.25~1.0 z#g/ml.

LVFX was administered in a dose of 100mg two or three times daily for 14 days to 23
patients with acute epididymitis. The overall efficacy rate based on a criteria for acute epididymitis
showed 100% (excellent: 16, good: 4, 20/20). A better efficacy rate was obtained on the 14th day

than 7th day.

No subjective or objective adverse reactions were observed.

(Acta Urol. Jpn. 38: 623-628, 1992)
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FichbBEOE, REAUHE REXOFS:
EXVERBEMHSEREE 0D, REEHZEH TTEE
Ligotc. CTORE, 408U ECREAIHEY L 0B
eCcoE DERM AW L E. coli, P. aeruginosa
R EDREBAFEDORAMEDTH Y, 40T TR
BROBEME F/XFTROH% L 0Ty, Chlamydia
trachomatis, Neisseria gonorrhoeae /& STD =
BRTAMEYTHS.
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7 v VRER) (Qs) InEDEAMNEE L,

75 ABERESRE S Qs, 47 = AR
% (cephems.) 7 XM XN 5.

WP FE X hic ofloxacin (OFLX)Y, tosufloxa-
cin (TFLX)? 743, E. coli, P. aeruginosa X
b C. trachomatis, N. gonorrhoeae &%} LT 4
PRI A - T b 2 E DR LA O 1 3R
HlELTHMBTHS.

%2T OFLX O—K 0N LT, 4E5 5
FoiCiFE Eh e levofloxacin (LVFEX, DR-3355)3
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FMHT LVFX 200mg % PIR L, 2 BBl
W EBERATE T, ARaciEn Uy, BHEACE
THMEE» — LTI ED, BE BE LA
I, B BErThEh lg BEDR, BERE
¥ T—70°C CHEMRFE L, i, MLl
MFSBERREC—70°C CoiRSHRAE L.

BAORERE L HPLC TiT-1. Tibb,
AT AL# 5 f58 D phosphate buffer (pH 7.0)
%% homogenate U784, 105fE&EiL, otk
PR HIE, A 1g Yo h BB LTHERL
fo. FIMIFEE O F FREC LD,

2) FEHPIRES OB TF~ORE

BEHRA 5 % (23~3Ti%, F127.4%) L,
LVFX 100mg 1 H 3@, 13HMEsSERS, 7HE,
I3HEORETRESL, BT ~OBELRELL. ¥
WHREL7 B H, 13HEBO#E 2 RSO LR
WL, HPLC HRiCX hAIELRP, HFoEEco
WTRREIKE, pH, B8 (x105/ml), SEBR (%),
AR (%) #WREL, 7 HH, 13ABFhEhAE
L.

3) C. trachomatis &3~ 2% MIC

C. trachomatis B BE DS ST,
YRHRIEIE & B RO 4 B AV, LVFX R XU
132+ 7T FHTIT > 7. MIC JIGEE Hela 229 % F\»
AR SHNT I U TR LS.
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Table 1. Criteria for acute epididymitis

Fever Disappeared (normal temp.) Unchanged
Pain Disappeared | Improved | Unchanged | Disappeared | Improved | Unchanged
Disappeared
Swelling | Improved
Unchanged )

BB bxcellemr =N :Good [ ]! poor

Table 2. Concentration of LVFX in testis and epididymis at 2 hrs after oral administration
of 200mg LVFX

- Head of Body of Tail of
Testis T/8 cpididymis* E(H)/S epididymis* E(B)/S epididymis* E(T)/S
Serum*

right left ratio right left ratio right feft ratio right left ratic
1 2.21 3.28 3.79 1.60 2.62 2.57 1.17 2,58 3.07 1.28 3.26 3.55 1.54
2 2.46 3.81 3.62 1.51 2.79 2.35 1.04 2.80 3.23 1.23 3.95 3.13 1.43
3 3.65 7.89 5.69 1.82 3.18 3.84 1.05 3.65 3.63 1.00 4.26 3.70 1.09
4 3.06 4.60 5.17 1.60 4.45 4.04 1.39 3.81 3.82 1.25 3.79 3.60 1.21
mean 2.85 4.73 1.63 3.31 1.16 3.32 1.19 3.66 1.32

+ + * x + + * t + *
$.D. 0.64 1.52 0.13 0.81 G.14 0.48 0.13 0.36 0.20

* (pg/ml or g), T/8: Tissue/Serum, E(H)/S: Head of epididymis/Serum, E(B)/S: Body of epididymis/Serum, E(T)/8: Tail of

epididymis/Serum

Py S M AEER LIAEEED S bARBRC K LIF
EO2 bR BB hhREET, WRRLE kK
REoiehote | kR, 230l RHE L
SRR FE R ORE, BESEEFIGENU LOBT
TRELBOERE JCEREXRD Lo E L, HR
B, {L3EHoEROH B L0, REX VI4AELLE
BTWALOREN Lz i, BEEOBFHIIKE
% UTI o%Ex 7, BRELTITFRE Swab &K
fk& LT Chlamydiazyme, Ureaplasma 5%, —i%
MEERLY T -1

EH o 5w o\ Tit, LVFX % 1[E 100mg
1B 2~3[E, BEAlELLTI4a/HES L.
BEESEOHERCOVUL, B -d0rial
bhbiursdE, BEER RFFRAOHE L LI
WATHE RS Yb, SHIC L DT (Table 1)
¥70, BIfEROBFECDOWTHHE L.
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1. EBERIBET
1) K¥RIUEE BT

AP 5 2 R D FRIERCERIR LIRS 3, FERE
t (S, @, BE) &m0 LVFX OfBA
JERy, Table 2 1TRT X 5 ICREHPIIRE 3.28~7.89
pele (F# 4.73+152 pglg), R EFEE 2.35~
4.45 pglg (GF#9 3.3120.81 pg/g), hH 2.58~3.82

uglg (¥ 3.32+048 pglg), B 3.13~4.26 pg/g
(Gp# 3.66+0.36 ng/g) TH o, MR T 221~
3.65 pg/g (P 2.85+0.64 pg/ml) Th-7c.

B, BEIHRZEROBRE-Thd mMRE it
NREWIRET, SOETEE T 6320, 13, BRE
AT, 160, 14, HA¥B1.19+0.13, BEH1. 32+0.20
TH T,

fods, 4P1E I « HEFRED T,

2) FERPILES OB T~

LVFX OBERFBTooWTE, HR7BEEY
1.19+0,08 pg/ml (n=5), 130 A 1.32+0.15 pg/mi
Thote. MMEHL7 ABL12+0.11, 13HB1.26
+0.14TH ~7c (Table 3).

BT~0BEc oL, BT BERE ERE
w7 BEH, 138 BEA Oz A bRics,
WFh L IIEBRERBEOLDOTH Y, EFHOBELE
bhAEETEhh ok, pH, FERCOWTULT
AH, 13BEVThLBUETENLIL T (Ta-
ble 4).

2) C. trachomatis %72 MIC

LVFX ® MIC i1 0.25~1.0 gg/ml 545, MI-
Cso, MICso (X EHFR 0.5 pg/ml, 1.0 pg/ml TH -
fo.

FREHO MIC oWk TFLX 2EERST

e B L, LVFX 3 OFLX, ciprofloxacin
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(CPFX), lomefloxacin (LFLX) /¢ &' & & bicrps
ERFWRZH D, norfloxacin (NFLX), enoxacin

5% 19924

Concentration of LVFX in semen at
2hrs after oral administration of 100

Table 3.

mg LVFX
(ENX) 7 & X b MIC 3fEh T o (Table 5). —
No. S * S * 8 rum ratio
2. mﬁiﬂg@%ﬂ- Day (o) erum emen €mernn, 0 70
=1=% 1 1.31 0.92 .
BREER ) 2 0.95 1.25 1.32
BT DX & e - 12 23BI DML 21 ~525% (533 Tthday 3 .08 | 2 115
B Thoto. HIE, BEI23RLMCED, M2 4 1.11 1.39 1.25
B, HRUNRTH -1 BTk 38C Pk 5 0.99 | l.ie L8
EER st b0 16, 37°C B 4Bl 561 (22 Mean 1.09 1.19 1.12
%) DWEBMTH T, +SE 0.06  0.08 0.11
UTI Dafe oVt 181 (4%), REROE T %
B3 B (13%), =D 5%, C.trachomatis DRET 1Sthday 3 | s | 86 |63
75 3T A ABGHE 8 B, miEHHE (IgG) Bk 9 4 0.98 1.33 1.35
BB, 77 307 ¥A a0 IgG R 5 1.04 099 0.95
W3, 77307 HA s 1sG B4 #), C. Mean 1.05 1.32 1.26
trachomatis ¥ H ERIXI2BITH Y, 77307 +SE 0.06 0.15 0.14
VA &, MY & bICHE Ui 2064, 60% #g/ml
Table 4. Effect of LVFX on sperm after oral administration
Vol of Semen pH Total number Mobility Malformation
(ml) (X 10°/ml) (%)
Oday 7day 13day Oday 7day 13day Oday 7day 13day Oday 7day 13day Oday 7day 13day

YK 2.5 1.9 3.0 7.2 7.4 7.2 52
HT 3.0 3.0 3.0 7.6 7.4 7.4 27
S.S 3.4 2.8 4.5 7.6 7.2 7.4 48
YH 3.1 3.0 4.0 7.4 7.4 7.4 21
T.S 2.9 2.9 5.0 7.4 7.2 7.6 39

Do W N -

61 103 49 72 63 38 51 42
15 9 42 57 31 29 31 36
60 27 93 91 45 33 52 38
19 43 59 48 84 69 71 73
23 60 87 66 77 66 72 61

Table 5. Susceptibility of clinical isolates of C. trachomatis to quinolones

MIC (ug/ml)

0.016 0.032 0.063 0.125> 0.032 0.125

0.25 0.5 1 2 4 8 16 32

MINO 2 2

NFLX

OFLX

ENX

CPFX

TFLX 1 3
LFLX

LVFX

MINO : Minocycline

(12/20) 1325 s o7 EREE L BT,
EEIREEK Dk
1) Fek
FEBNC D TIRTRIRAT 38°C DA oo 41 ), 38°
~37°C 4 4)C, 1ML FRTH 7. BRTHBR
BB 5 Mk h L EadE L.

2) B
BRI OWTERWCERLA S b Mo s
cHRoBDL0R () AREL S LEE, HED
fend o (), BRBRBEDRVCAEROSL L0
* (+) & L7
GEERT (HD) 881, () 1141,
feps, THBE (D) 44,

(+) 48ITH-
(H) 1261, BEOHEE
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2izbD 6%, 14BE (B 14,
NAITH - fe.
3) Eik

Bo 52 CRER, BE LES—BLE 7 b KFREE
b0y (), BEOKSETS R LS
BoBERYRDD LD (H), HEL$O—HOMEIE
FRODHEDH (+) & L7 HEERT (W) 1461
D 118, () 8fIThH-7eH, THE () &
1H, () 36, (+) 1161, BEON £2Li-d
DEFTHote. 1488 (+) 56, BENFTH-
fo.
4) BABRYE

DED#ER, THREHE TRED6H, B4 0,
PLREHIVITH D, FHELBT % (20/23) TH-
7=. LVFX ofSRix 100mg 1 A3 [EH5 5
TOFEHERS (12/13), | B 2 B EBHOEHIEL0
% (4/10) TH -7,
HHETIX7TBE, EYO0, BHI0F, &4
BITHELRSIY (19/23) ThH-7T. 14 BB TIREY
166, B4 PITEDERI100% (20/20) LFEBEE
R0 RNTH »fe. HERITX 100mg 3 [H
BEROENFS (6/13), H#HFEI00% (13/13)
ThHY, 2EEEBETIERENENYS (3/10), BHR
60% (6/10), 148 B¥IE TR ERERERIH (92
%), B (BEHEI100%) BIUERSH (63
%), 3B (EHEI0%) LERORZL2ME
HTH T
ZoERECFRY 100mg | B 2 ERESEL D 3[H
BEFCHRLEDL.

fe¥s, UTI, BERXEHFIIVTRE 148 BRERSK
ELTW5.

BIfEFR & L 52300 T b BRIy & BRI E]
fERZ DI I

% z

L R ITIEO 5 NRE TIHEOH VO
T, BAER L VERE, EFEMSTORTVD
B, R, BT, RERBYUECHRELCRET
3EIRTWD. HOBRRIEE L GEERRT
5oLy, REEBYORY DAMREY
fivs, ZOhPRAENDEIAEVIELHL, &
o, AEEIRh TS L OBERCEES LicEr A DD
Tioy. BAEOBLMAL O UTHENE B
BE AN D BN, FEEIILEERELTHID
EA L, R TR EHEE ORI EERARE LT
73 3o THMBE LS TWD.

(+) 361 #H%

SEbhbhOBEAIOESF, 77 I oT7HERL
EZ DRIGEMZI2EITH Y, ZhiXs5 I o7 HA
&, MEFHM%E &S BE L208060%% LT
Wa.

BREODCTR ETERBEYORELN E—~TH
b, EEEE L BEEENTHhD. ¥, AR, E
A, MEE, SREC X DERERSORY, MR
ERE TR BAEL REOBRER, FE - HF
Fiw Tk STD % EELCHREY THLERD
B, ALEEEC OV ERE LTEAFISE L O
DT ah, KECEIC L > THREMORHLES
BRL T35, 40, Bl 77 Iv7LLei#E
HofEhic LVFX #EIMRSC CabE R bk
DIEBEERT -1, BEECE e ~D LVFX ©
BT, 77 s o7 RATAREN R L.

HWEO 4 AT RS INIREAER BT O RE
B 1T - ERT, B FERICThIEETH
»7o. &K 200mg PR, 2REMIGOBRE, BELE
OB TRMBEF & LN Thb BEFEBTHEL
Lhis.

75 o075 +% LVFX o8z TFLX,
SPEFX ot ThHy, 7330 TRRBREFAREIER
RExZHTT5 OFLX L3 ERABEOHE T
Bt

BRPA~OFEHOBITC OV UIHER LE~DOBT
LIRIERLTH - BF~OEZEr ot EK
#, pH, BT EHE HEECHRLNEEBHE
e ot

R X ARERRBIEE, ARE BE BERo
Iz g1 503, EREGEEN S ABRS L 02D
%. LVFX oBEHEc W2 BEE2» Ees
HEROME, WEORE BTHE, (C¥iE 2T
ik, BRESLCRESRETHITHS.

@Ay S I vTHRALEL bhk126027 BE
TEHSE, BHSE, ExheH 1488, EH9
B, B2 HEERERZIDDRTRTCEYHTH -
fo.

Teds, WEE EERBRCEEL, PERTEREMAE
BRI OHBI—BEThhTwBH, 753107%
B LT 5 REBOBIRCE, %2 v vREHIOER
AEE UL, SR A BEEREER SRR T
WA, #/ v vEAIRROSSEBETL-HAERSR
RxbhBOT, HRAERCIXTAEENLETH
5.

AFB 5 X A EOEMBIERESE 1 fld Rk
hote.
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HEo#E S LVFX 1EHR, BEEE~0B
TRRIFTHD, 25 I o7 *ihd, WECHT5H
BAOLELTE Y, SHEE AR LER K
PBREBOESENLE AREATHEDEEL DR
fo.

= 3

FH LA HEA levofloxacin  (LVFX, DR-
3355) DEBIR X OB R EE S RT BIERR
Btk & REMICOVTRE L.

1. EBRORES

LVFX 200mg PR 2 B 40K B X OBE L
HOFEHBITICOVTUL, MARBES ThT h 457
~4.90 pglg, 3.38~348pg/g TH Y, MFFRED
2.85 pg/ml HLEL, HHETILE0~L 72 B
HET, 1.19~1 225 L BATIXRIFCTH - 1.

1[E 100mg, 1 H3[E, 13 BRERCXBERT
~DBAT LT~ DB OWTUL, BRP~ORT:
7BH 1.19+0.08 pg/ml, 13 B H 1.32+0.15 pg/ml
THMBELEFRERL 120,11, 1.26+0.14TH -
o E¥i, BFOBERRDh o,

LVFX ©77 3 o7& T5 MIC X 0.25~1.0
pgiml 2 4pAE, MICs, MICy X2hZh 0.5 ug/
ml, 1.0 pg/ml THYo* /v VREHOF CRIFR
MIC Tk - 7-.

2. BRRrRE

SRS R L5230 K 1 B 100mg % 1 H 2~
3EHREL, RAE LTHABREYT-%. 14BHD
H—HIEAREAE B Tl ERII66I, HX) 4 BT, HEhE
12100% (20/20) Thote. ZD5H27T 1 L7H

BREEEE2 bREI28liconWTix 7 B BER 54,
B 56, EE2BITH-IcH, 14 BACIEDI
B, BHReHlk, 7HBEE~N148BORBLRIFT
FERBOBRMEILI4AMAETS L EX DR
RECEAT S H - EBIERIEED R .
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