CHEMOTHERAPY

286

MAY 1992

Levofloxacin® Kz BF BB YLE 123+ 3 5 BRR RO RGET

s A ERRET - MRS
WHAF B R E

W A K
ALl K F R AR B B

JREHBAHS - sl - KPR
2L FURE o S S NI 4
P U 5 995 B i

BN - [IEFEA - IHEPER
SR 55 S B B2 R

ARGRIEY - THEWN
R KRR E R A 3R

AKH
TR AT I il 0 D1 B K2 1 R

A6 B - R EBORHS - ITHE - B
B RTRE RIS B B A7 2

B A5 - ARBE DY
R KF B2 R HE

R = B
B AHRA- AL v 7 — B

AEER— - KILZET - i % KRBT
AHTT
H AR KR R 0

HEFAT « BT - LA A
SR e S B K2 1

PHEA - FHE— - GEET
HOEPBLA - B R - WERGSE
AR R AL KA B R OR

PR - #4007 - IIHIER
(3 2 DN i RS 2 €

HIHEEL - A=
RPN T f e e

e
S EPILBCRE A

HIEf
OMMX 74 # vt v & — R E#

LR~ - I
SUEBHE S BER A B BB

MEX - BERBET - RG0S A
TR — ARt e R B

WA - TAERESR - RO
AR - UM — - A ek
iy v E s s e

AT
PNEY e e R AR

e T
SRR > 5 — BRI

SEHKRER? - MEF - INH K
I LA 2 B2 B R

HEFT K
P11 57 7 FCA R R

Rriliaf
] L5 A 28 A5 9 Bt 2

*T173 HHEBAEXME2-11-1



Levofloxacin® 7 J§ FHEAE 10 9 5 B it it

VOL.40 S-3 287
PSS - ikl oA
1 37 e L1 e B2 1 H S PRBRIEAR IR ERE R B
T I f 3 LICHE—ER - KILHEZ A - IMALE
o] LA AR BE R R W FEIEY

UK BB B AL 7 50
=i PEAA

JUTEE R X2 B I ) e 95 Bt 2 7 BT
SRERGHTR A
A B
2 RBRIL By BB B M R RAIEMRE - A&SET
bR AR AR R B
ik B
FAATR IR R B PRt

JuH e e e R i A
REZ - WHKZ - AREY

TEKRR A EZ
iy s AL R € o o et 2 DR BRERAR 1 2R S B

P — K AKILHEZ AT

R T R e R A R WE D FAR TR B
J5 FE R e —

e g e A5 e B HRARRRAE L~ & -7
SE A ) VRRSCHEE S P HEEE N R

fE e LR BRES 1 A BE K2 7

Ofloxacin(OFLX) D—J5 DHF Rtk ¢ 4T 5levofloxacin(LVFX, DR-3355)M 1) &
R RN OBAITE L O 2) MR SR GE ST A AL 3) MR FAHRIRICD
WTRRET L7,

1) 396DV T AR 200mgH BIE 4% 5- 1 0 R ALK B & OV s e % W€ L7
K AL R R FE 1£0.00~8.49 /g, MIEHHMIEIZ0.14~3.86,g/mITH Y, HMkhREE/
M5 s 1141 % & RIGRBITH YR LT,

2) BHRAEHRREEOEBHENOAME(WHEMN E)IEHE IB78.9%(56/71), #1H#
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BVIEE88.5%(46/52)Tdh o720
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Table 1. Skin and serum concentrations of levofloxacin after oral single administration with 200mg

Concentration Ratio
Time

No. (min.) skin serum ( Sampling ) skin/serum
(ug/g) (ug/ml) \time : min. (%)
1 50 0.23 0.31 73.6
2 50 2.27 1.08 209.6
3 60 3.07 2.40 127.7
4 60 2.15 2.67 80.7
5 60 0.17 0.60 29.0
6 60 1.21 243 499
7 60 1.70 1.24 137.5
8 60 0.40 0.14 263.6
9 65 0.81 0.66 (60) 121.8
10 65 0.30 1.31 23.0
11 73 0.19 2.97 6.5
12 75 1.95 1.05 186.2
13 75 0.29 0.36 80.5
14 80 0.75 2.02 37.3
15 80 0.95 0.52 184.5
16 80 1.58 1.42 111.0
17 83 3.74 3.37 (65) 110.9
18 87 1.10 1.45 76.3
19 90 1.39 1.01 137.6
20 90 1.91 0.98 1944
21 90 1.06 2.49 42.7
22 90 2.01 3.86 52.1
23 100 1.28 0.63 204.1
24 102 4.07 271 (125) 150.2
25 110 0.00 0.34 0.0
26 120 2.62 2.72 96.6
27 120 1.85 3.74 49.3
28 120 0.18 1.09 16.8
29 120 0.60 2.08 29.0
30 130 4.26 2.03 210.1
31 135 4.71 2.28 (125) 206.4
32 141 1.50 1.25 (120) 120.0
33 146 1.82 1.42 (125) 128.1
34 180 2.01 1.96 102.2
35 180 2.20 1.76 125.5
36 180 1.30 2.68 48.7
37 202 4.04 1.99 (187) 203.3
38 231 2.01 1.49 (180) 1349
39 237 8.49 295 (185) 287.8




290

CHEMOTHERAPY

MAY 1992

LTirbhRnwZ e e Lzds, b2 B3 LB s
BLTER S, KSm, SRS rRAERICEET
VR DY AN
T/, SHRHMLEIERN S L TiThb R nwZ e e L,
2B TG RERICESHT A EE L,
8. BZIHH & 7 ORI AED L UBIEY
1) FTROBAMEERICOWT, SIH~HENE
BLUEVRTIEHESHIGH, 3A%(2~481%), 5
B#%(5~6H%%), THH(7T~8H#&)IZ, 72, HVE
TISHICI0BZOO~1IAB)IBET L L E LT,
81 RR, RS, BE R
SR 5k, MEIE, AR, £, B, S
SR Bk, KB, LA, BEHA
SIVEE Bk, BERR, B9, ERE, W
FEVEE A, R, B5E, B, B, o5,
PEBR, BRI
EVIRE © B, BEIR, HE%E,
i
2) BfEERORE
FTRTOEBIZOWT, KOS TEAM L7,
0:7%&L, 1 8E, 2:9EE 3.5, 4. 5EH»
LWMELGE
9. REIfEH
BIEHSB % B ER RO 35613, F0fEs,
E, RHH, E, LE BEREOBGRRETRAE
RIZEEEHT LI L E L,
10. BERMRE
B 5-FMEHT B & OG- ET RISROBRRBRA % i
THIEEL, RELBTROLEAE, THEZRY
EHE 72385 FARHEICE T 5 $ TEMHEE L,
AR EOREBEBRERERCRBTAZ L L LT,
M ERRA - RIMERE, MEER, A<tz
ME, BMERE, AmERG, ML &
ML A - GOT, GPT, Al-P, LDH, ¥
V¥ s (i, #), BUN, MiEr L 75 =
v, MEERE L E
IR D &A, #, wav) ) —»y, phishy
ZOAt : CRP, ik (1B:fIfHE) % &

11. MEFENRE
MR AR S GG B £ OB G 8T %ICER
THEILELL, HRETRIMLIBEY, ¥
K= —IZH AR, TR AERREYL Y 7 -85
(B MO — )k L, R CCHRER 558,
A % B & I'LVFX, OFLX, ciprofloxacin (CPFX),
cefaclor (CCL) 3 & Uampicillin (ABPC) ® 5z /N & BH
IEIREE (MIC) % §F A ME R 13 B AR Lt r AN S
FHIE 8 B2 (MIC) il e A e i, iR M i X Rl R
T /N S8 RHAE 8 B (MIC) I E #9102 L7285 » Tilll
EL7. B, Staphylococcus aureusH 5 8 X N7-34
{Emethicillin(DMPPC) DMIC % il L 7=
12. FhRHE
1) RefkdEE
HYEA 5T BMEIEIROHER E S & 125
B, WBLEEERBIZANT, ROTEESB L UTH
EAE I CRFM L 720
LG 723G, 2 0 HBENGE, 3 uE, 4
RRYFE, 5IAE, 6 HWE 7 IHLIHME
2) BRSLAER
ARSI A B U CEERE B & OB A O R
TEOREYBHEL, RO4EESB X UOTHEARE]|T
A L 726
122 (EIER - BRBREMES 2 L)
2 3FREEIER - BRRREMRE I - 7245,
BERLE T G- 8k )
3 REMICHES ) (BIER - BRRAEMET R
& o 72H, MALE I TG/
4 ZETELZVEWER - BEREBEREED-D
BHHIEH DV IEPIETNETH 5 72)
3) AR
YRR ERSCER, WIELER 2 SRR L
TRDOSERE B L OTHEARE I CEEM L 7=
LIBOTHM, 2 6B, 3: %040, 4: 5H
EZEbRY, 5 fF L AN
4) HEZFRE
MIEFIRERRICEDE, RO4BRB L OTH
EAGE I THEAM L 72,

Table 2. Skin and serum concentrations of levofloxacin after continuous oral administration (100mg x 3/day)
C trati i
Duration Sampling time ‘ oncentration Ratio
No. (day) (min.) skin serum skin/serum
(ng/g) (ug/ml) (%)
1 7 180 2.06 1.19 173.2
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B GREBNL4276ITH Y, 055, HS5HEER

ISEIRCTH - 72261, BREHSDBEENDREUS A,
BEH AT 2HEME, VI CRSBGRERYE T
AR E AR RIFR O 2160 % B4V, 5Bk
B UABEFRREE L 7% 70 o 72561, FrEDHE B ICEREE DS
% ENTL 72200, PLREEIBEHE S N 36 % %
L L, RREMRUERRIERIZ3766] & % 5720 B
BLEEEIIOWTIE, Y FMGH DR L %4 -
725018 L UBRIRAMED HI ARV TH - 7211661 %
Fr< 30661 2R L, HHMRAGIZ28661TH - 72,
NS DFEBNIFERICESH ~Fi24E8 A DM 124
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VETIRECHEETH - 120 EIE, 2018, 30fL L
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Table 3. Backgrounds of characteristics

— Group of disease I I I v v Vi Total
Characteristics

Sex male 41 44 10 28 69 28 220

female 30 32 7 32 31 24 156

~19 11 6 4 3 7 2 33

20 ~ 29 28 28 5 13 16 6 96

30 ~ 39 12 11 5 9 29 5 71

Age (y1) 40 ~ 49 11 9 1 16 11 2 50

50 ~ 59 7 8 2 8 10 10 45

60 ~ 69 1 7 0 7 16 10 41

70 ~ 79 1 7 0 4 9 9 30

80 ~ 0 0 0 0 2 8 10

Severity of mild 20 15 6 10 13 10 74

illness moderate 45 52 10 43 83 35 268

severe 6 9 1 7 4 7 34

Status of stationary 8 8 3 5 6 20 50

disease at the agravating 60 60 12 46 83 29 290

beginning of remarkably 3 8 2 9 11 3 36
treatment aggravating

100mg b. i. d. 14 12 1 5 11 7 50

100mg t. i. d. 53 58 15 43 73 43 285

Daily dose 200mg b. i. d. 2 2 0 4 7 1 16

200mg t. i. d. 1 3 1 7 8 1 21

changed 1 1 0 1 1 0 4

~3 5 4 3 3 3 3 21

Duration of 4,5 11 14 2 11 11 4 53

administration 6,7 42 46 10 40 34 37 209

(days) 8,9 13 12 2 6 20 8 61

10~12 0 0 0 0 32 0 32
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R RTEALR DS RER ED, T2, 1HESEG,
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oo =, BSHBE(EEefHYUHEENERETO
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FofwhEE, BIHTIEECD)K79.4%(54/68),
SEMTE6.7%(2/3)ThH Y, HNBHTIIHI41.6%
(53/56), HilEE100%(13/13), £H71.4%(5/7),
o B TIE S ESIE 100 % (17/17) & &6 E
PETHoto T, ENBHTIIIIFHIT7%(11/12),
W (R A)100% (10/10), ) ¥ /3% () &
92.9%(13/14), LM ME%100%(24/24)TH Y,
VB CIHERMAEEL100%(4/4), BRTHEE2.3%
(12/13), LB TR %100% (3/3), EHMAHH
93.8% (75/80), & HIZ5E VIBE Tld Mg — RIRGE
80.0%(4/5), D~ KBEG4EI2.0%(23/25), %
G HERI86.4%(19/22) Ch o720 e, BB
oA RIFI291.0%(342/376) L B WETH 5 726

1B 52 iR 1$, Table 5ISRT &8
D, HxhEI1E200mg(452) T84.0% (42/50), 300mg
(433) T91.9% (262/285), 400mg(4r2) T93.8%
(15/16), 600mg(433)T95.2%(20/21)THh b, *
D& HEEESITI275.0%(3/4)TdH - 72,

EIERE DI AR R E R (X Table 61RTEB D,
AR ERITERAESI.2% (66/74), FHHE93.3% (250/
268), EAET6.5%(26/34)THh 720

15 PG R B B i A UGB 1, Table 713K
TEBh, ARFEIEETEIES6.0%(43/50), Efbd
91.4%(265/290), 2BEILF94.4%(34/36)TH -
72

3) BibREROHR

FH R O FIER DB -1 th O HERE DFLFE % Table 8
~13IR L7 BIH~EVETIIHG%, 80%L
FOBCEEREFSEREEIIBVW RO LN, §
VBBV THBREMNSE, BIEBEOSEFIZL0% L
FEmELRL,

—7%, R 3 T ORERitRDEDFIHHE %
ERUEEINCAD L, 1B TIEREERIIBNT,

Table 4. Final overall clinical efficacy

. a)
Group Diagnosis No. of Cured Remarkably Improved .Shghtly Unchanged| Aggravated Remarkbly [Efficacy rate
cases improved improved aggravated (%)
Folliculitis (includes 68 23 17 14 7 7 0 0 79.4
1 Acne pustulosa)
Sycosis vulgaris 3 1 1 0 0 0 1 0 66.7
Furuncle 56 32 19 2 1 0 1 1 94.6
I | Furunculosis 13 5 8 0 0 0 0 0 100
Carbuncle 7 2 1 2 1 1 0 0 71.4
Il | Impetigo contagiosa 17 9 7 1 0 0 0 0 100
Erysipelas 12 10 0 1 1 0 0 0 91.7
Phlegmon 10 3 5 2 0 0 0 0 100
IV | Lymphangitis 14 9 4 0 1 0 0 0 929
Suppurative paronychia | 24 8 12 4 0 0 0 0 100
(includes Panaritium)
Acne conglobata 4 0 3 1 0 0 0 0 100
v Subcutaneous abscess 13 5 6 1 0 1 0 0 92.3
Suppurative hidradenitis 3 1 0 2 0 0 0 0 100
Infected atheroma 80 36 28 11 2 1 1 1 93.8
Secondary | burn 5 2 0 2 1 0 0 0 80.0
VI infection | others 25 11 6 6 0 0 2 0 92.0
Infected decubitus 22 3 6 10 | 1 1 0 86.4
Total 376 160 123 59 15 11 6 2 91.0

9 Efficacy rate : (cured+remarkably improved+improved/no. of cases) x 100
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14-1~6),

4) MR

REEREEERAGIO D 53056112 BV TR 5H]
MRS SN2, Z0 9 B257HIZ BV TH
WP EATHETH - 72(Table 15), FEHALHE
AL E, HMBBEBIZBTIES. aureus 88.9%

(80/ 90), coagulase-negative staphylococci (CNS)
88.8% (79/ 89), Propionibacterium acnes 81.8% (9/
1% ETHY, FMBERPEEEGIZBIT 5 BEMILR
1389.6% (189/211) L BHETH » 72 T /2, HHHE
JEYB I B TIUES. aurens & & & B K g T
47.8%(11/23), CNS#% & & B W IR 461 C66.7%
(12/18)TdH -7z
BHAT &9 8E B X OS. aurens DLVFX, OFLX,

CPFX, CCL3 X UFABPCIZX ¢ 5 RSt 454 (HEFE T
R 10°CFU/ml) % Table 16, 17IZ/R L7z, &%
BEHE B L US. aureus 123§ HALVFXOMICE — 7 13\
TH0.2¢g/mliZdH H, OFLX, CPFXIZxf L1EEN
Tz, 72, MICgotd ZNF10.78g/ml, 0.39ug/
mlTd -7,

Table 5. Final overall clinical efficacy by daily dose and group of disease

Group of disease

Daily dose . I I v v v Total
100mg b.id. | 9/14 (64.3)| 12/12 (100)| 1/1 (100)| 4/5 (80.0)| 9/11 (81.8)| 7/7 (100) | 42/50 (84.0)
100mg t.i.d. | 44/53 (83.0) | 54/58 (93.1)| 15/15 (100) | 42/43 (97.7)| 70/73 (95.9) | 37/43 (86.0) |262/285(91.9)
200mg b.i.d. 12 (50.0)| 2/2 (100) 4/4 (100)| 7/7  (100)| 1/1 (100) | 15/16 (93.8)
200mg t.i.d. I/1  (100) | 3/3 (100)| 1/1 (100)| 7/7 (100)| 7/8 (87.5)| 1/1 (100)| 20/21 (95.2)
Changed 01 (0.0 /1 (100)| /1 (100) 3/4  (75.0)
Total 56/71 (78.9) | 71/76 (93.4)| 17/17 (100) | 58/60 (96.7) | 94/100 (94.0) | 46/52 (88.5) |342/376(91.0)

Efficacy rate (%)

Table 6. Final overall clinical efficacy by severity of illness

. . . ) ﬂ)
Se.verlty No. of Cured Remarkably Improved 'Sllghtly Unchanged| Aggravated Remarkably| Efficacy rate
of illness | cases improved improved aggravated (%)
Mild 74 42 15 9 5 1 1 1 89.2
Moderate | 268 108 101 41 6 7 4 1 93.3
Severe 34 10 7 9 4 3 1 0 76.5

3 Efficacy rate : (cured+remarkably improved+improved/no. of cases) x 100

Table 7. Final overall clinical efficacy by status of disease

H a)
Status of disease No. of Cured Remarkably Improved .Shghlly Unchanged | Aggravated Remarkably Efficacy rate
cases improved improved aggravated (%)
Stationary 50 20 12 11 3 3 1 0 86.0
Aggravating 290 126 97 42 12 6 5 2 914
Remarkably aggravating| 36 14 14 6 0 2 0 0 94.4

% Efficacy rate : (cured+remarkably improved+improved/no. of cases) x 100
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Table 8. Transition of symptoms (Group I)

Redness Papule
Post Post
Pro 0 1 2 3 4 Pre 0 1 2 3 4
0 1 0 0 0 0 0 5 0 [V ] 0
1 4 1 0 0 0 1 3 1 [V ] 0
2 12 8 4 0 0 2 11110 410 0
3 9| 16 | 10 5 1 3 9|10 | 11 6 1
Improvement rate = 59/70 (84.3%) Improvement rate = 54/66 (81.8%)
Pustule Induration
Post Post
Pre 0 1 2 3 4 Pre 0 1 2 3 4
0 6| 0 0 0 0 0 6 0 0 0 0
1 91 0 0 0 0 1 10 6 0 0 0
2 15 9 3 0 0 2 12 3 3 0 0
3 15 8 4 1 1 3 12 8 7 3 1

Improvement rate = 60/65 (92.3%)

Pre : pretreatment

Improvement rate = 52/65 (80.0%)

Post : posttreatment

O:none 1:mild 2:moderate 3:severe 4 :aggravated from severe
Table 9. Transition of symptoms (Group II)
Redness Swelling
Posti gl 12|34 Posth gl i 2|3 |4
Pre Pre
0 0 0 0 0 0 0 0 0 0 0
1 0 0 0 0 0 1 0] 0 0 0
2 20 1 0 0 2 22 2 0 0 0
3 15| 27 7 2 1 3 28 | 14 4 1 1
Improvement rate = 72/76 (94.7%) Improvement rate = 74/76 (97.4%)
Spontaneous pain Tendernis
NGEIRRERERE NG EEREERERE
0 7 0 0 0 0 0 1 0 0 0 0
1 20 1 0 1 0 1 3 0 0 0 0
2 17 1 0 0 0 2 27 2 0 0 0
3 22| 4 1 2 0 3 27 | 11} 2 2 1
Improvement rate = 65/69 (94.2%) Improvement rate = 72/75 (96.0%)
Induration Pus-discharge
PrePOS‘ o 1] 2|34 PrePOS[ ol 12|34
0 2 0] 00 0 0 18 1 1 2 0
1 2 2 0 0 0 1 21 2 0 0 1
2 14 9 1 0 0 2 14 1 0 0 0
3 15122 4| 4 1 3 91 3 3 0 0
Improvement rate = 66/74 (89.2%) Improvement rate = 51/58 (87.9%)
Pre : pretrealmenl Post : posttreatment
O:none 1:mild 2:moderate 3:severe 4 :aggravated from severe
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Table 10. Transition of symptoms (Group IIl)

Redness Bulla

- Posth gl i |2 ]34 o Postig i 2 ]3] 4
o | o]olololo 0o | 3]0]ololo
1 2]l o] o] oo I 6]Jolo]o]o
2 2 3]0 oo 2 [ 3]o]ololo
3 e 3]o]1]o 3 |41 ]0f]olo

Improvement rate =

16/17 (94.1%)

Improvement rate = 14/14 (100%)

Erosion Cessation of new eruption

NG R NG R RE RN
0 1 0 0 0 0 0 4 0|0 0 0
1 1 0 0 0 1 3 0| 0 0 0
2 6 1 0 0 0 2 5 0 0 0 0
3 413 1 0 0 3 5 (U 0 0

Improvement rate = 16/16 (100%)

Improvement rate = 13/13 (100%)

Pre : pretreatment  Post : posttreatment
O:none 1|:mild 2:moderate 3:severe 4 :aggravated from severe
Table 11. Transition of symptoms (Group IV)
Redness Swelling
Post Post
Pro 0 1 2 3 4 Pre 0 1 2 3 4
0 1 0| 0 0 0 0 0 0 0 0 0
1 2 0 0 0 0 1 3 110 0 0
2 11 21 2 0 0 2 14 210 0 0
3 18 18] 6 0 0 3 19 15] 6 0 0
Improvement rate = 57/59 (96.6%) Improvement rate = 59/60 (98.3%)
Spontaneous pain Tendernis
Post Post
Pro 0 1 2 3 4 Pre 0 1 2 3 4
0 310 0 0 0 0 1 0] 0 0 0
1 13 1 0 0 0 1 2 0| 0 0 0
2 20 0 0 0 0 2 13 410 0 0
3 171 5 1 0 0 3 221 15| 3 0 0
Improvement rate = 56/57 (98.2%) Improvement rate = 59/59 (100%)
Induration
Post
Pre 0 1 2 3 4
0 131 0 0 0
1 11 0 0 0
2 1315 1 0 0
3 717 3 0 0

Improvement rate = 46/47 (97.9%)

Pre : pretreatment

O : none

Post : posttreatment
1 :mild 2 : moderate

3 :severe 4 :aggravated from severe
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5) EIEH B L OHRMEHEELH

BIYE A 13 Table 1812/RF & B, 422614941
(21%)ZHEBL, ZONFULTHISH, WR, B,
Y AR & B, R N K 1B O ThH -
72

FRR R R H L H X Table 1917 T E B, 21
D S, ZOWNRITHMmIkERA 41, GPT LA
3k, FiMmEREEA, LFEEEkHS, GOT LR, W&ED
A K2, NEZOE VKT, A2 b2 )y Ml
T, Al-PLESH, LDHEH, By s ERBE
DIRBER A BT O TH 572,

6) BEELEE

RITEH B & BRI 3208 % ek L 78R
&P % Table 20127R§, (& HE S NERIE
91.8%(281/306)Td - 72,

7) HR%

AR SR EE SR R LA AR
Table 2LIZRTEB Y TH A, HFHULEOHAFILE
1#78.9%(45/57), #N#93.0%(53/57), £ll#
100% (13/13), % N #94.0% (47/50), % V #
92.3%(72/78), #VIE87.1%(27/31)TH Y, &IE
BIT1389.9%(257/286) L EWAHBAMTH - 72,

Table 12. Transition of symptoms (Group V)

Redness Swelling
Post Post
Pre 0 1 2 3 4 Pre 0 1 2 3 4
0 1 0] 0 0 0 0 0 of 0 0 0
1 6 0] 0 0 0 1 2 310 0 0
2 8 3 1 0 0 2 18 3 1 0 0
3 28 | 41 7 3 2 3 42 19| 8 2 2
Improvement rate = 93/99 (93.9%) Improvement rate = 92/100 (92.0%)
Spontaneous pain Tendernis
Post Post
Pre 0 1 2 3 4 Pre 0 1 2 3 4
0 18 0 1 0 0 0 4 o 0 0 0
1 201 0 1 0 1 1 8 1 0 0 0
2 27 1 0 0 0 2 21 6] 2 1 0
3 28 | 2 0 1 0 3 41 | 12 | 3 1 0
Improvement rate = 78/82 (95.1%) Improvement rate = 91/96 (94.8%)
Induration Papule
Post Post T
Pro 0 1 2 3 4 Pre 0 1 2 3 4
0 5 0 0 0 0 0 70 o 0 0 0
1 6 3 1 0 0 1 2 1 0 0 0
2 11 9 1 0 0 2 2 2|1 0 0 0
3 221241 12| 4 2 3 5110} 7 1 0

Improvement rate = 84/95 (88.4%)

Improvement rate

n
[
o)
=
()
S

~
Nl
)
%)
B
~

Pus-discharge Pustule

PrePOSt ol 1]2]3]s4 PrePOSt 0 1]2]3]4
o |s1|al 1270 0o [ss|oflofo]o
1 slolo]ofo 1 s 2o o]0
2 7/4fJofo]o 2 a4 3]of 1[0

[ 3 [sfoft]oo] [ 3 Juw]s][2]o]o]

Improvement rate = 62/69 (89.9%)

Pre : pretreatment
O : none

Post : posttreatment
I :mild 2 : moderate

3 : severe

Improvement rate = 39/42 (92.9%)

4 : aggravated from severe
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Table 13. Transition of symptoms (Group VI)

Redness Swelling
Post Post
Pro 0 1 2 3 4 Pre 0 1 2 3 4
0 1 0] 0 0 0 0 0] 0 0 0 0
1 3 6| 0 1 0 1 5 0 1 0
2 5 513 0 0 2 5 2 1 0
3 5|13 7 3 0 3 10| 7 1 1 1
Improvement rate = 38/51 (74.5%) Improvement rate = 31/42 (73.8%)
Spontaneous pain Tendernis
Post Post
Pro 0 1 2 3 4 Pro 0 1 2 3 4
0 10| O 0 0 0 0 5 0 0 0 0
1 0] 5 0 0 0 1 71 5 0 0 0
2 8| 3 1 0 0 2 715 3 0 0
3 9 1 1 3 0 3 100 2 3 4 0
Improvement rate = 32/41 (78.0%) Improvement rate = 34/46 (73.9%)
Pseudomembrane Exudate
Post Post
Pro 0 1 2 3 4 Pro 0 1 2 3 4
0 9 0 0] 0 0 0 2 0 0 0 1
1 7 3 0| 0 0 1 4 1 0 0 0
2 5 6 210 0 2 8 9 0 1 0
3 9 6 3 2 0 3 9110 4 3 0

Improvement rate = 36/43 (83.7%)

Pre : pretreatment

O : none

Improvement rate = 44/50 (88.0%)

Post : posttreatment
1 :mild 2 : moderate

3 : severe

4 : aggravated from severe

Table 14-1. Transition of symptoms by final overall clinical efficacy (Group I)

Final overall Symptoms
clinical efficacy redness papule pustule induration
Remarkably improved - 1.83 - 1.65 -2.25 - 1.82
Improved - 1.21 - 1.07 -1.43 - 1.14
Poor* +0.13 +0.14 +0.0 +0.0

Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated

Table 14-2. Transition of symptoms by final overall clinical efficacy (Group II)

Final overall Symptoms
clinical efficacy redness induration swelling spon;:ir:]eous tendernis | pus-discharge
Remarkably improved -1.93 - 1.68 - 225 -2.04 - 221 - 1.57
Improved - 1.25 - 1.75 - 225 - 1.50 -225 -1.33
Poor* +0.0 +0.33 +0.0 +0.67 +0.33 +3.00

Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated
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Table 14-3. Transition of symptoms by final overall clinical efficacy (Group III)

Symptoms
Final overall - .
clinical efficacy redness bulla erosion cessation °
new eruption
Remarkably improved - 1.57 - 1.67 - 1.86 - 2.00
Improved - 1.00 - 2.00 - 1.00 - 3.00
Poor* — — —

Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated

Table 14-4. Transition of symptoms by final overall clinical efficacy (Group 1V)

Symptoms
Final overall
clinical efficacy redness induration swelling sporg:ir:]eous tendernis
Remarkably improved - 1.90 - 1.63 -2.00 -222 - 2.00
Improved - 1.00 -0.83 - 1.29 - 1.86 - 1.57
Poor* — — — — —

Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated

Table 14-5. Transition of symptoms by final overall clinical efficacy (Group V)

Symptoms
Final overall - -
clinical efficacy redness | papule | pustule |induration | swelling SpONLANCOUS | o1y dernis pus-
pain discharge
Remarkably improved - 1.95 - 143 - 211 - 1.71 - 2.16 -2.10 - 221 - 222
Improved - 147 | - 157 | -200 | - 140 - 147 | - 192 - 1.64 - 0.67
Poor* +0.50 — +1.00 | +050 | +050 | +1.33 - 050 | +3.00
Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated
Table 14-6. Transition of symptoms by final overall clinical efficacy (Group VI)
Symptoms
Final overall P
clinical efficacy redness swelling | SPOMANEOUS | 4o, dernis pseudo- exudate
pain membrane
Remarkably improved - 1.08 - 1.78 - 222 - 1.80 - 1.80 - 191
Improved - 1.00 - 1.00 -0.77 -0.63 - 1.38 -1.33
Poor* +0.50 +1.00 -0.33 -0.33 -0.33 + 1.00

Average score of the difference between pre and post treatment
*Unchanged + aggravated + remarkably aggravated
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Table 15. Bacteriological effect

: Elimination
Isolated organism No. of Eliminated ?arF‘a“y Replaced |Unchanged |Unknown| rate®
cases eliminated (%)
S. aureus 108 75 - 5 10 18 88.9
CNS? 101 69 - 10 10 12 88.8
S. pyogenes 4 3 - 0 0 1 100
S. equinus 1 0 - 0 0 1 -
& | E. faecalis 2 2 - 0 0 0 100
E Corynebacterium sp. 7 4 - 2 0 1 100
£ | K. oxytoca 1 1 - 0 0 0 100
g P. aeruginosa 1 1 - 0 0 0 100
g P. diminuta 1 1 - 0 0 0 100
‘E | GNF-GNR® 1 1 - 0 0 0 100
S
§ | Peptostreptococcus sp. 1 1 - 0 0 0 100
= | P. magnus 2 - 1 0 0 100
P. acnes 11 8 - 1 2 0 81.8
A. odontolyticus 1 1 - 0 0 0 100
anaerobic GPRY 1 0 - 1 0 0 100
sub-total 244 169 - 20 22 33 89.6
= S. aureus + others 26 10 9 1 3 3 47.8
S E|CNS + others 25 11 2 1 4 7 66.7
‘g 3 | others 10 1 1 2 1 5 60.0
= g
5 sub-total 61 22 12 4 8 15 56.5
Total 305 191 12 24 30 48 83.7

Eliminated + Replaced

¥ Eliminati te (%) =
rmination rate (%) = g ated + Partially eliminated +Replaced +Unchanged

® CNS : coagulase-negative staphylococci
9 GNF-GNR : glucose-nonfermentative Gram-negative rods
9 GPR : Gram-positive rods

Table 16. Sensitivity distribution of all isolates (106 cells/ml)

Drugs Total
<005 0.1] 0.2 [0.39[0.78|1.56|3.13|6.25(125| 25 | 50 | 100 |>100 (ug/ml)
Levofloxacin | 12 | 18 [ 144|101 | 45| 34| 7| o 2| 6| 2 380 | 0.78
Ofloxacin 3110 241470 96| 39| 35| 7| 9| 2| 6| 2 380 | 1.56
Ciprofloxacin | 14 | 13 | 63]149| 60 | 44| 17| 4| 6| 2| 3| 1| 4|38/ 156
Cefaclor 2012 | 28| 27| 27| 69| 77| 48| 27| 8| 20| 14| 21 [ 380 1255
Ampicillin 70 120 | 36| 20| 32| 24| 28| 26| 33| 38| 21| 14| 18 | 380 25
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Table 20. Overall safety

KU TH D, AHOBWEIZOFLXDIZIT2HETH  No. of Safe |Almost Safety |\ ¢ cafe |S2fELY rate®
. . . afe 0
D, ) —HOXFEUETHLIROE IIHED cases safe |doubted saie (%)
TV & LY, LVFXIZOFLXDE AR TH S 306 | 281 1 1 3 918
AR E R T VAW, F 72, (KNBIREIZOFLXIEIE, ) Safety rate : (safe/mo. of )X 100
. L . w1 3 Safety rate : (safe/no. of cases
EVHSBITEART I LY LD, OFLXD¥& TH y 0
Table 17. Sensitivity distribution of Staphylococcus aureus (109 cells/ml)
MIC (ug/ml)
Drugs Total | MICs0
<005 0.1 ] 02039/ 0.78]1.56|3.13]6.25|12.5| 25 | 50 | 100 [>100 (pg/ml)
Levofloxacin 73 37 7 4 2 2 134 | 0.39
Ofloxacin 71 74| 37 4 2 4 2 2 2 134 | 0.78
Ciprofloxacin 18 | 71 | 21 5 4 1 1 4 | 134 | 0.78
Cefaclor 4 51 20| 43 | 26 8 4 9 51 10 | 134 | 25
Ampicillin 7 2 14 4 3 71 12 15 16 | 23 | 14 | 12 134 | 50
Methicillin 27 | 60 | 17 2 7 6 4 1 7 | 134 | 6.25
Table 18. Side effects
Symptom Relation to the drug . 'Total
definite probable possible (incidence, %)
Nausea 1 0 0 1(0.2)
Diarrhea 0 4 1 5(1.2)
Stomachache 0 0 1 1(0.2)
Diffuse erythema + Feeling of fever 0 1 0 1(0.2)
Feeling of dyspnea 0 0 1 1(0.2)
Total 1 5 3 9 (2.1)
Table 19. Abnormal laboratory findings
Item No. of cases Relation to the drug Total
examined definite probable possible (incidence, %)
RBC | 305 0 0 2 2(0.7)
Hb | 304 0 0 1 1(0.3)
Ht ! 304 0 0 1 1(0.3)
WBC | 306 0 2 2 4(1.3)
Eosinophils ) 283 0 0 2 2 (0.7)
GoT T 300 0 1 1 2(0.7)
GPT T 300 0 1 2 3(1.0)
AlP T 300 0 0 1 1(0.3)
LDH T 289 0 0 1 1(0.3)
Total bilirubin T 291 0 0 1 1(0.3)
Proteinuria 274 0 0 2 2(0.7)
Glucosuria 274 0 0 1 1(0.4)
Total 0 4 17
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Table 21. Overall utility by the type of disease

Group I\CIZée(;f Rerl:lgg]albly Useful Sliisi};;lly Useless Undesirable Utili(t(};l);atea)
I 57 22 23 7 5 0 78.9
I 57 28 25 2 2 0 93.0
m 13 7 6 0 0 0 100
v 50 25 22 0 1 2 94.0
\Y% 78 38 34 3 3 0 92.3
VI 31 7 20 3 1 0 87.1
Total | 286 127 130 15 12 2 89.9

3 Utility rate : (remarkably useful+useful/no. of cases) x 100

EORMEERL, BIHEIZIZOFLXDOfER T T#
EIIWMETELIEMFSsNTYEY, oy
5, 4|, OFLXDO@H1HB=m0E5icdh/zb1H
300mg5y 345 - & e o & U C R R I & ARk
PSS ALVFX DM % kA 72,

B EE IRERDOFFEILL LB TAHD L,
81 #78.9%(56/71), #1#93.4%(71/76), %Il
H100% (17/17), B N#96.7% (58/60), %V &
94.0% (94/100), #5VI#885%(46/52) &, %L
bEWAELRL, S, M, N, VEIBWTX
FICEHVWAME LR L, —7F, OFLXOREROD1
H600mg% 3455 DRk T, 45 1 886.7%(26/30),
E#96.3%(26/27), H£MB100%(7/7), HNEE
76.9% (10/13), % V #90.9% (20/22), % VI B
55.6% (5/9)DHEMETH N, SHOBELILLE
I#HTHY, EUHTHELLOOR L THBETH S,
2% ), LVFXIZOFLXD B THEOF M EZ R T
LRSI N,

ERDHER LA L ORFREY AL L, FIHTIE
PR DU EESMMOFEIRICE TR KE L, EHo
BHICH72 - TikDRECHG L, BROGEHEL LD
IMOIER DL E I o2 D EBbnb, T,
18 TIIER, ERoED, FNEHTIIRSHE
DY ED, ENHTIXARH, BEROWED, EVHE
TIXERRE, EH, BEOKESESARMEROSEI
2308 WNERG R BAR NORH T ¥ (N

[EBHSE | BlL & BlEDHTRAa T DYE
EDOEIROREVIERE LTI, %18 TIIRE,
HIBTIERKR, BEM, SNHTITSA, FNH
TIFEAR, B, 2L CEVETREEI SITONS
A5, AEOREBICBNT, TS DIERDOEEREDS,

R ERSIEENEICB) S [FH%E] [8E] o
HEDIEL R obDEEZORS,

I/, REAIETHEB L US. awreus 1235 5
LVFXDMICgotd £ 1 Z10.784g/ml, 0.391g/ml &,
WFNDHOFLX L D 1EENTE Y, HLEI din vitro
TORBFERKOFLXDIZIZ2METH 5 720

—75, LVFX200mgHi[m#5-% O K Mk~ D # 47
B SRR P I 8,49 1g/8, F391.850g/gTH Y,
FEL 5V E RS2 DOFLX200mg i [M#% 5t DR RS 3
LIIRFRBRETH -7,

MICg & B2 ABRATIREE E A HF 2 51TH80% D
BARIZ BV TMICg % B 2 A IRE DBATAMER Sz,

TREWIIOWTALE, BWERE, =2—-F/ 0>
FNHEBIN 2 PR ARRR O b DIFFED S NY, ML
FER % F0C2.1%(9/422) LB O RAFTH 5
7o OFLXBAZERF OHERHERIZ L B & 1H300mgix 5
JEBNC BV T4.7%(45/953), 600mgikG-FEFIIZ BV
T4.7%(24/510)TH H ', 4ED1H300mgk 5+
LTOLVFXDBIIBENEEFRETH D LT X 5,
T - BRAR R A A R A B BBk R A 4 T2 11
HONTH, FOREREIIKL, T/, HRERD
HIRBIES %) BRIFETH S Z L EWETH LA
AlOZEHETE N EVR D,
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X 73
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M, Sakano K, and Furukawa M: Synthesis and
antibacterial activities of optically active oflox-
acin, Antimicrob Agents Chemother 29: 163~
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ASSAY OF SKIN LEVEL AND CLINICAL INVESTIGATION OF
LEVOFLOXACIN IN THE TREATMENT OF SKIN INFECTIONS
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We examined the penetration of levofloxacin (LVFX, DR-3355), ¢ -ofloxacin (OFLX), into the human
skin and also conducted a clinical trial on the treatment of skin and skin structure organ infections.

1) The concentrations of LVFX in the skin and serum were measured after a single oral administra-
tion of 200 mg in 39 patients. The tissue concentrations ranged from 0.00 to 8.49 g/g, and serum
concentrations ranged from 0.14 to 3.86 xg/ml. The ratio of the tissue to serum concentrations of LVFX
was 114.1% and indicated excellent penetration on the average.

2) The final overall clinical efficacy rates (more than improved cases) were 78.9% (56/71) in Group
1 (folliculitis, etc.), 93.4% (71/76) in Group |l (furuncle, etc.), 100% (17/17) in Group [ (impetigo
contagiosa), 96.7% (58/60) in Group IV (erysipelas, lymphangitis, etc.), 94.0% (94/100) in Group V
(infected atheroma, etc.) and 88.5% (46/52) in Group V| (secondary infections, etc.).

3) The bacteriological effect was investigated in 257 cases, and the overall bacterial elimination rate
was 83.7% (215/257). The MICs of LVFX and OFLX were determined against total 380 strains,
including 134 strains of Staphylococcus aureus. The MICgos of LVFX against all isolates and S. aureus
were 0.78 and 0.39 pg/ml, respectively, and these values were half of those of OFLX.

4) Side effects and abnormal laboratory findings were observed in nine (mainly gastrointestinal
disorders) of 422 patients (2.1%) and 15 of 301 patients (5.0%), respectively, but all were transient.

These results show that LVFX exerts sufficient efficacy at half the dose of OFLX, and considering the
possible decrease in side effects, together with high skin incorporation, LVFX is surmised to be an
improved antimicrobial agent with high safety and efficacy.



