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monas aeruginosa \ZEN T2 SWERTH 503, Staphylo-
coccus aureus WX BHE S b ofloxacin (OFLX), cipro-
floxacin (CPFX) *[RZ%T# 59, NM441 iZEERAICB
VT b e, BAMESERILTHLTY, EHEHESTY
BARBREIT I 2L Lz,
I. 8 & F &

1. & MEEEBRN, BEEF B L CMEFAOBIT
1993 2 A5 5 1993 £ 8 H ¥ TICHRAE, REE
—R+Fwbt, BBERKARE, MILAE, BHERIKE
BLURBRFZORERERZ LI EEFNTERESB
LU BHBHIROSTIRER BED S bBICAROBZ S
1:RE 4 EENRE L, #5100 H 312X 200mg %
HREKREL, #5 50~240 B CFHBHEEESE -
B HEHEET, FRFCERIM L 72, $REL 72 ¥
HPPIGEXTMESBEL, BEAECHT2ET—20
CRTHBEREL 1, R Z 0REICAE Lz
Bl - TRELE, KTHBEREL ThRikL
L7zo BHEBIIR—1—FT 4 A7 LARE %, &
FOBEROTHREL Uiz, Wihoiikb BERIEC
9 % £ T—20°C C THBREL /2o MIF+H NM394 B
BREREE 7o~ 757 (HPLO)®IZED, £
AR, B H NM394 B2 D\ T Escherichia
coli Kp#R¥ 7213 N691 Bk 2 BREH & 3 % Bioassay &
XY, BREFEHMFEE -y —z NV IFEERFE
HREtic BV THIEL 2,

2 . EEIRHEIRRES

1) WrFcHAM & e miesk

192 F 128,15 1993 E8 8%, BLU1994 54
A5 19M £ 10 A £ COMMIW R 22 k222 L,
HENCBEBRSMORRE O/ & 1z K ERIES M R RE
BEENRE LT,

2) WRER

AFIREME DM T £ % TECRRESE L Lz,

BIH . EERE (BAK)

EILEE . i, WEE, &

EUIEE . ERERAIZ

FIVE: | BHEK, BE, ZH, RETE G £

BVE . KTIRE, LRMETIRE, BEMEHE, 20

D@ IR B IE

VIR I “REHE (REDOLDIIES)

3) WRBE

FRIE LT, 16 U EOBELZ W UFSERLERE
T, BPEL LTER, FRROBEERZBEL L, Mils
L UABE, ARizfbRwI L,

4) BRAEE
UToBEINRrSBATEI L L L,

¥/ urRBEEOREREL 2 INENTDH 2
Bl, B#5ETcOMBEREREC & VERBHEL DD H
BEER, EEE L IIETEOEBRERE - SHELA LA

KlOBZM: - BB OHESEHELIES, EEDLFF
BReEEEE2E T 2EH, EEREYT VY —BERE
ETHER, ¥/ o0 rRRERCT VAV -BERS
BT BEN, TADADZVIIBESUR Y OBRELE
T BER, Bk & OERSEE CRMGFTMcAE L &
Z 5N BER, E - FIRL T ATARERD S 2B AR
A HDER, ZOMHYESTEY & 1ML i
Blo

5) RABAE

FHRIOBEFEIX 1E 100 H 5wk 200mg 21 H 2
EEO%RS L, REHEMEFENELT7HE 1~V
B, BVIE) 20210 HE BEVED) L, Plt
b3IAMMEREETHIEE LT,

6) BEAZEAIB X UARHOLE
OTEEER (B E2Et) L OPRIREIEL,
EIBREEAT o4 R eOF A3 ThbRwI L
120 %72, RAIL UTEFOESFMEELRIZT L
EZ oh 3 MOER (FRMEHR, BASEEA, Ik,
gHl, y-7u) CBH, au=——REEFLRE) L0
BERIRT 72, 35, FAlE L TEREBNLUAOY]
F, FRlk EOANRLERITObRWI L E L,

7) eRWEE

BRER OB R G/ » 55K THE TREL,
2RAEEE 6 B&RFE ([Wal), [FELIKE], K&
[RRiE], [FE], [Bfb)) CTFH@ML:, &8, &S5
Fth 5 HE& (5 - 6 H®R) 2 ELAFMMEH L L,

8) ERIKZHFE
REDOKREGHEK TR (PILOBEIZORR) 02
fRaEEE S L2, W, R, R TCOHERE%:
FREL T, MBRIEYEMOXI LY [F3], (5%,
[RRFR], [E%h) O 4BFEB XU [HIETREE] THE
Uiz, 28, RERSHB 282 (RESNTEMNCE
VT HRERSHERCERERIFEE S hTwhid,
ZORETOLBRUEE L b L CBERIRE2HET S
L,

9) HMRFHRE

BE5H - () - BITEEOBYIREAL & D BT R
BEPHIZEEEE — v — kT L, fIE O,
FES & UBR/INEEHILEE (MIC) * HFRL¥REF
STRAEE™ (R D—IFRIE L T2o £z, BHERIZBVT
bATRER IR D 57T - (th) - BRICERR 2TV, WS
NIzE TR TEFREFICTIERT 2 2 Lk Lz, &5,
R E 72 BRI & D BRIEERERSS AT HE & 72 o TR
BT, HIBEFROREIIERBL 2 TLwa kel
10) &&%
REFHTOBMEEROBEEY T L L b, &E
Al O MK (RIMEK, ~ESaty, ~<br2 Yy ME,
/MR %K, BImnERE, BIMERSD % &), FrHkE(S-GOT,
S-GPT, ALP, BV Ak k), BH#aE(BUN,
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mE7Vv7F=>28), RFFTR(EQ, #, vyor) /—
Fuiky) OREEZERL, BERREBORELEHOE
MEBER L 72, BEAAERORBES X VERREBREL
BOEEOHN X, LEEEESHE [MEEIC L 2158
ERICBY ZEIER, BARBEMERE O FEELE]Y 25
Ll

11) ARG ORRET

HBERTBIBESIIBVT, RERADEKSHE, &
2MB L UERAMIC OV TRBRIBYEIC & 2 HEDR
LMEEPRETL, 35 WERBEOHES & UHIEFRN%IR
DHERIT> 12 MEEHBIROHE IHERABEOH
Brbrw [HEE] [—8EE], (%], TEXxR] ©
4ERRE, BEU [HIELREE] THELR, kB, BEH
DRETCHERABEIREINTE D, BEKTEICHK
BERIXERIC LD RERISTEEE & 2o a1k
M%) L LT,

II. % L3

1. REEGBA, BHEESB X OmER~OBT

Table 1 CEREZTT, BEETEEIE 100mg &5
60 % TIRARHBRLT (<0.05¢g/ml) TH - 7258 (e
B 1), 200mg £ 5 60 2 % T 13 0.588ug/ml (If1 % £t
1.05) ThH otz (FERI 2), REHEBNEBE X 100mg &5
BTz 5% 60 57T 0.156ug/g (MIELL0.26) TH D
(EH 3), 5% 1204 T0.578ug/g (ML 1.07) T
Ho7z (EBI4). 200mg BEHITIZ 9 Bl 2 Gk R
RUTTHo7d (GEFIS, 6), fad 7B TRIFEE
60~240 4+ 0.133~1.47ug/g TH Y, MmEL0.31~

Table 1.

1.79 (F¢350.98) THozo

78, 1PIBEAENEREINZD»ST,

2 . ERRAIRRES

B SREFIE 219 B 195 B D W TERR IR HIE %
1o 720 ERIREHFEHIE O A ROME B D NERIE T FRe4
ER3IG, EREEEREE 16, BREERTHE (GEVIEE
BB D 2 RBEHN B\ TRAERLET) 341, BIfEA
thik 3B, SPHEFRIRGIE 161, RAERERE 3 H,
VIBILARERBE Y 3" 26, X7 o4 PO 16, pFREE
K26, B8 -BEFRER S IO 24 BITH -7, B
RENRHE OB REF OERAF % Table 2 iR
T FlpIT 16~85 R (F9 40.85%), B 1076, &
BB ThHotz, BREFEIFHFEN 0P ELL 2LHD
Twiz, XFOHAE-AZEIX 18 100mg 1 H 2 GBS
994, 1[E200mg 1 H2EKREH8IHTHY, Zhsd
TEED IORUALEE G, BREHHIL 6 ~ 7 HEKE S
BRI ERDE 49.2% % EDTz,

EBRIERRENE % Table 3 W2/RT, BRZIE I 195 #i
th, [&%h]) 986, [B%h] 84 B, [PER] 5861, [HE
%h) 88T, BRIEIL 93.3% (182/195) TH -7z, EEHI
BERZh R % %5 L5 18£90.9%(30/33), FII#£91.9%
(34/37), SEUIEE 100%(8/8), ZBIVEE97.4%(38/39),
BEVHE98.1%(53/54), FBVIEET79.2% (19/24) DERN=
Thoiz,

KB EMWNEE (5 HE) % Table 4 12777, WTh
DEECBOTH 0BULOHEELTED >N, £ETYH
[WEfE) 24 B, TFLSWEI620, KT 456, [P

Skin and exudate penetration

Concentration

Age (yr) * Sex Dose Time (ug/ml or g) Skin * Exudate
No. BW* (kg) (mg) (min) - /Serum
Serum Skin * Exudate
62+« F 100 60 0.89 <0.05 —
Exudate
28+ M 200 60 0.56 0.588 1.05
3 46 - M 100 60 0.60 0.156 0.26
62
4 54+ F 100 120 0.54 0.578 1.07
53.5
5 74+ F 200 50 0.045 <0.125 —
6 33 F 200 60 0.30 <0.50 —
7 51« F 200 60 0.37 0.133 0.36
50
Skin 8 45 F 200 60 0.41 0.269 0.66
9 25+ F 200 60 0.83 1.47 1.77
10 25+ F 200 120 0.73 0.228 0.31
50
11 51-M 200 120 0.80 0.990 1.24
12 22-M 200 160 0.36 0.643 1.79
50
13 71-F 200 240 0.96 0.670 0.70
59.4

*BW : body weight
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& 84, [F%]5Hl, Bk 3T, 89.1%D%
EE (%E ML) Thol,

SEEE L DHEER %R Table 5 10R T, BDMEIHE
RANTzDIZ 145 R (103 B)) TH > 7z, BERIICAH S &
S. aureus 50 ¥k, Staphylococcus epidermidis 24 ¥&, S.
epidermidis LA @D coagulase negative Staphylococcus
(CNS) 198k, Streptococcus pyogenes 9 #%% 7" 7 LB
Bos 124 %R K9 85% % 5, fix 7' 7 AREMEARES 13 %,
BMIAME S HRPRIE I, HWAKIZ 7 LBHE
91.9%(114/124), 7" 7 LRaMEEE 92.3% (12/13), gESM
Hid 8 KR BERHATH D, £ TIX 92.4%(134/145)
TH o1 PEEERNTIE, S. aureus iE 50 Kb 44 BER 2,
S. epidermidis 13 24 R T X T OKRDHEE LI, £/, S
pyogenes \ICDWT H IKRFBEI N, 2HREEA LT, Tt
L7zDIixS. aureus 6 Bk, other CNS 2 ¥, Coryne-

bacterium sp. 1 Bk, Streptococcus agalactiae 1 ¥ ¥ L
U P. aeruginosa 1 %D 11 %k TH - 72,

MEBIMARE O£ BEE 3t 52 NM394 o MIC %
Table 6 T 77 ABMEREIC B TIIH 90% D Ek
M=0.39 ug/ml iz, 77 ABRHEICBLTIZ 10 KT~
T<0.20 ug/ml S F LT, BEHEICBWTRIBE
< £0.025~6.25 ug/ml W3 L7z,

BEWERIZIRAESRERZE 2 A, SHHERBRTIL, #H
EERB L UHIEILREXRE R 38 1 AIOE5 Bl 2K <
214 Pl HENRER & Lize 2D bEAKRE CER
TR2LEZONZEERAR 2AICED 5h, REXK
5.6% (12/214) TEELX DX o7z, ZTOWRIRT
# 36, TH - &E, TH - B (B FH, &KE § (A,
B, B, HES 1A, § (8 BARE2 Flos 124
THY, FHLFIERTH -7 (Table 7),

¥/, KEKES L ORREFRIRELN 5 ERREER

Table 2. Characteristics of patients HEENI18281H 8 Fil(4.4%) B sz, FDOHRIZ
o Range P S-GOT, S-GPT, y-GTP R ¥ DI F 7 ¥ R 7 3
ge (yr s . N
Mean+SD 40.8+16.9 F—¥DLFEH5H, MR, FRIREES, &
Sex (No. of patients) \I\JAVer‘nen lg; BEYVNLVEYERZ1PITHo /2 (Table 8), ZhHD
R > ERZBRFNOEETH, K LB 13
Severity Moderate 140 BIEFRD &z b 5Tz,
(No. of patients) .
Daily dose o o NMd41 3 PIBRE /NS L3R & 0 BB S 4, %
(No. of patients) Others 13 DEEEGBTH S NM39%4 &k D, BRICHHT 52, B
1~ 3 7 BN 6 £ TOEBERNRFABR TOREKIC L 5 &, 100
Duration of therapy e " mg, 200mg PARESDRBIEH T X —5 —ZENT
(days) 8~14 70 NTmax 1 1.25%0.38h, 0.67+0.11h; Cpax : 0.68+0.14
15~ 1 pug/ml, 1.09+0.17ug/ml; T, : 7.72+0.82h, 8.92
Table 3. Efficacy in each disease
_ No. of Efficacy Efficacy
Group Disease . rate*
patients  excellent good fair poor (%)
1 folliculitis 33 17 13 2 1 90.9
furuncle 24 13 10 1 95.8
furunculosis 11 4 6 1 90.9
I carbuncle 2 1 1 1/2
subtotal 37 17 17 1 2 91.9
1l impetigo contagiosa 8 5 3 0 0 8/8
cellulitis 12 5 6 1 91.7
erysipelas 2 2 2/2
v felon 9 5 4 9/9
acute paronychia 16 8 8 100
subtotal 39 20 18 0 1 97 .4
subcutaneous abscess 5 2 3 5/5
hidradenitis suppurativa 1 1/1
v infected atheroma 46 22 23 1 97.8
chronic pyoderma 2 2 2/2
subtotal 54 25 28 0 1 98.1
\! secondary infection 24 14 5 2 3 79.2
Total 195 98 84 5 8 93.3

* excellent +good/No. of patients
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Table 4. Overall improvement rate in each disease group (5 days)
Disease No. of General improvement rate W~
Group patients ™ W H + 0 X unknown (%)

1 folliculitis 33 5 7 8 1 1 11 90.9 (20/22)
furuncle 24 6 8 6 4 100 (20/20)
furunculosis 11 5 1 1 4 6/7

It carbuncle 2 1 1 1/2

subtotal 37 6 14 7 1 0 1 8 93.1 (27/29)

il impetigo contagiosa 8 1 3 1 0 0 0 5/5
cellulitis 12 1 4 2 1 4 7/8
erysipelas 2 1 1 2/2

v felon 9 1 2 4 2 /7
acute paronychia 16 2 6 3 1 1 3 84.6 (11/13)

subtotal 39 5 13 9 1 1 1 9 90.0 (27/30)
subcutaneous abscess 5 2 1 1 1 3/4
hidradenitis suppurativa 1 1 1/1

\% infected atheroma 46 3 14 17 2 1 1 8 89.5 (34/38)

chronic pyoderma 2 2 0/2
subtotal 54 4 16 18 5 1 1 9 84.4 (38/45)
VI secondary infection 24 3 9 2 0 2 0 8 87.5 (14/16)
Total 195 24 62 45 8 5 3 48 89.1 (131/147)

 : cured, # : marked improvement, H :improvement, + : slight improvement, 0 :unchanged, X : aggravated

Table 5. Bacteriological response

Eradication

Microorganism Eradication Persistence rate (%)
Staphylococcus aureus 44 6 44/ 50( 88.0)
Staphylococcus epidermidis 24 24/ 24(100 )

G (+) other CNS 17 2 17/ 19( 89.5)
Streptococcus pyogenes 9 9/ 9
Corynebacterium sp. 6 1 6/ 7
others 14 1 14/ 15( 93.3)

subtotal 114 10 114/124( 91.9)

G(—) 12 1 12/ 13( 92.3)
Anaerobes 8 0 8/ 8

Total 134 11 134/145( 92.4)

G(+) : gram-positive bacteria
G(—): gram-negative rods
CNS: coagulase negative Staphylococcus

Table 6. Minimum inhibitory concentration of NM394 for bacteria isolated at start of treatment

MIC (ug/ml)

Isolates not
£0.025 0.05 | 0.0 | 0.20 | 039 | 0.78 | 1.56 | 3.3 | 6.25 | 125 | 2 | total
Staphylococcus aureus 3 9 14 13 3 1 1 1 5 50
Staphylococcus epidermidis 2 7 10 1 1 3 24
Other CNS 11 2 4 2 19
Streptococcus pyogenes 1 5 1 2 9
Corynebacterium sp. 1 2 1 1 1 1 7
Other gram-positive bacteria 1 3 5 2 4 15
Gram-negative rods 5 2 2 1 3 13
Anaerobes 1 3 1 1 1 1 8
Total 7 7 36 36 24 4 5 1 3 2 20 145

CNS: coagulase negative Staphylococcus
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Table 7. Adverse reactions

Patient Adverse reaction
age . occurrence relation - .
(yo) sex symptoms severity on day to NM441 administration
55 F diarrhea mild 6 probable continued
50 F diarrhea moderate 2 possible discontinued
30 M diarrhea moderate 3 probable discontinued
72 F diarrhea moderate 3 probable discontinued
loose stools moderate 3 probable
39 F diarrhea moderate 2 probable discontinued
stomachache moderate 2 probable
39 F loose stools mild 2 definite continued
51 F abdominal pain moderate 1 probable continued
28 M stomach discomfort mild 1 definite continued
31 M stomach discomfort mild 7 possible continued
51 F nausea mild 2 probable continued
35 F nausea mild 2 probable continued
48 F headache moderate 2 possible discontinued

Incidence : 12/214 (5.6%)

Table 8. Abnomal laboratory findings

Patient Relaion to
_— Laboratory fidings

age (yr) sex v hiding NM441
64 F WBC (/mm? 4400 — 2700 possible

50 F Eosino. (/mm?® 384— 603 possible

30 M S-GOT (u/1 17— 27 possible
S-GPT (IU/1) 14— 31 possible

58 M S-GOT (IU/l) 28— 108— ( 49) definite
S-GPT (IU/1) 20— 60— ( 31) definite

y-GTP (IU/1) 40— 44— ( 41) definite

55 M S-GOT (IU/1) 18— 45— ( 15) definite
S-GPT (IU/1) 18— 50— ( 19) definite

y-GTP (IU/l) 79— 210— (154) definite

52 M S-GPT (IU/1) 30— 51— ( 35) possible

48 F S-GPT (IU/1) 15— 53— ( 8) possible
ALP (IU/1) 121 — 282—> (132) possible

y-GTP (IU/) 23— 110— ( 26) possible

LAP (IU/1) 38— 71— ( 40) possible

19 F D-Bil (mg/dl) 0.2— 0.4 possible

Data in parenthesis indicate follow up results. Incidence : 8/182 (4.4%)

+0.6dh TH 3, BEICED Tha BENSDS, Chraxs susceptible S. aureus (MSSA) T 0.10~6.25ug/ml",
AUCowe BIZEAEHERZIT RNV, FENNDOBT 0.39~3.13ug/ml®, MICs, 0.39ug/ml?, 0.78ug/ml¥,
BPRESDENDH B0, KEARE/MERBEELIE  MICs, 0.78ug/ml¥, 1.56ug/ml® &SN TV 5,
0.26~1.79 (FF#50.91) (727U 2 BIOBHETEERER Q) Methicillin-resistant S. aureus (MRSA) Tix MIC 0.78
THD, FRMBTEBEIOGOWVESEONLEEZ SN ~100ug/ml (MICs, 1.56ug/ml, MICs, 12.5¢g/ml)?,
%, BHERFAZ 1AITEIREEA TRV, 16T 0.20~>100xg/ml (MICs, 1.56ug/ml, MICy 1008
XIMYE A L IZIRFEICE E %> T 3, /mD?Y ThH 2, NMUIFES > RO 7 A2 DRETH
S. aureus \Z ¥t 3 5 NM394 & MIC i%, methicillin - EEIZFE U TH 555, MSSA, MRSA & $ NM394fi#
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KEDIEWEBRPRE L B> T w3, S pyogenesizxt
TARENRMO =2 —F Vo EERRER=V ) VR
#HICHAR TS %28, MICIZ0.39~1.56ug/ml (MIC,
0.78ug/mb®, 0.10~1.56xg/ml(MICy, 0.39ug/ml)*
Thb, S epidermidisizxts % MICq, 120.78ug/ml>*
LRESINTVEY, FIREY VRV TAORBETIZ
MIC 0.05~100.g/ml(MIC,s, 3.13ug/ml) T & b,
MIC AfFDE—27120.1~0.39ug/ml TH 3,

EERHES O F BB X S. awreus, S. epidermidis
THY, BELEDZRBETEIABEISE L 259,
FROERNT -5 bR TEZ 3L, 100mg RR,
200mg NARTH { DRBRPEIER A N—TE 5 LEfl S h
5,

SEOEKRABKR T 100mg 1 H 2 [E, 200mg 1 H 2
EnEL L TRV SN, BEIEIL 93.3% T THENn
REVNEON, ZOREIIRECTbNI =2 —F
OVEOHFEY VRY T ATORBEREESROKE (levo-
floxacin 91.0%'Y, lomefloxacin 78.4%'?, sparflox-
acin 88.5%'?, fleroxacin 79.5%', tosufloxacin
86.2%') WHBELTHbIWLEEL WL 3, BHBlica 3

r, TRBREEE(BVIE) TIRRAERERSPLRLEN(79.2%)
2%, MEEZT RTOBULDOEREEZRL T 5 A
FHEN3, 5 HEOLBRAEEIEFO “UIhiK” =
HBEDITEIVIEEE 2D, 89. 1% DHEXRIIENZ LD
EWwx b, £, BVIH TS HBEODBEENH-/12DIX
16BITHLHET.5%DHBERTELRVBDOD, AR
RIBARDED 79.2% £ RREL, & & o HRR
EhETHEVIEOZRENRIA TV S,
HMEZHENBIC B W T, S. aureus 508k 6 kO3S TESE
LTz, INsDEFIERBRNCAS E, —REHA4
B, EEREEMZ, LEETERE 1FIOF686ITH >
72o S. aureus 1ZJBH, BEBRBEET 255 CIEHEL
WL, BEHERLL 6 kP 4 BB ZRBEBITH D,
WThHBEETL L IREBEODERESED Sz, S
pyogenes I ERIZ T RTIHEEL, ZNSEFIOBKENE b
TRCUBHIULTH -1z REBERMNCA D L, B
161, 5I1EE 4 6, IV, VIEL 2HITHY, 9BIF 84
DIERBEBRLBITH > 72 (Table 9), KE T 2 8%
D=a—%u/ YEOPEEEEHEVEL 2L, FH
W& B REBPEIIN L TRE—FIRE 34 52019,

Table 9. Clinical results of NM441 for the cases isolated Streptococcus pyogenes as a causative organism
. Underlying Causative organisms Bacteriological Clinical
Group Disease disease (MIC gg/ml : 10 CFU/ml) effect effect
S. aureus (0.39)
C . atopic S. pyogenes (0.20) .
I folliculitis dermatitis | eradicated excellent
(=)
S. aureus (0.39)
. . . _ S. pyogenes (0.20) partially
impetigo contagiosa (=) | eradicated good
S. aureus (0.20)
S. aureus
impetigo contagiosa (=) S. py(igenes eradicated excellent
il (=)
S. aureus (0.10)
impetigo contagiosa (=) S pyogenles (0.20) eradicated excellent
(=)
S. pyogenes
impetigo contagiosa eczema [ eradicated excellent
(=)
S. aureus (0.20)
S. pyogenes (0.39)
cellulitis (=) Group G Streptococcus (0.39) eradicated excellent
!
I\ (=)
S. aureus (0.20)
. 0.20 .
felon (=) S pyogenfs 0.20) eradicated good
(=)
S. aureus (0.20)
S. pyogenes (0.10)
secondary infection tinea E. cloaczzel (=0.025) eradicated excellent
S. pyogenes (0.20)
. bacteri . (0.78 .
secondary infection tinea Corynebac enilm sp- ) eradicated excellent
(=)
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Basic and clinical evaluations of NM441, a prodrug new quinolone, in dermatology
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We studied NM441, the prodrug of active form NM394, and obtained the following results.

1) Skin penetration of NM441 was examined using exudates from skin lesions and skin samples from
skin surgery patients after informed consent was obtained. The concentration of NM394 in exudates (n=
2) was <0.05xg/ml in one patient at 60 min after a single oral administration of 100mg with the
corresponding serum concentration of 0.89xg/ml and 0.588ug/ml in the other patient at 60 min after a
single oral administration of 200mg with the corresponding serum concentration of 0.56ug/ml. The
concentration of NM394 in the skin (n=11) varied from 0.133 to 1.47ug/g (sampling time : 50~240 min)
excluding 2 samples in which the concentration in the skin was below the limit of detection. The
corresponding concentration in the serum ranged from 0.36 to 0.96xg/ml. The skin and serum concentra-
tion rate ranged from 0.26 to 1.79 (avg=0.91).

2) NM441 was evaluated in a multicenter clinical trial in the treatment of skin and skin structure
infections. Patients, older than 16 years, with skin and skin structure infections (folliculitis; furuncle,
furunculosis, carbuncle; impetigo contagiosa ; cellulitis, erysipelas, felon, acute paronychia ; infected
atheroma and miscellaneous abscesses ; secondary skin infections) were enrolled after informed consent
was obtained. The dosage was 100mg or 200mg twice a day in most patients. The patients were treated
for 7 days except those with infected atheroma and miscellaneous abscesses treated for 10 days. The
clinical efficacy rate was 93.3%. The bacteriological response rate was 92.495. Adverse reactions were
seen in 12 out of 214 patients (5.6%). Most of these were gastrointestinal. All were minor. Abnormal
laboratory findings were observed in 8 out of 182 patients (4.4%). Liver enzyme elevation was the most
frequent. All abnormalities were minor.

These results suggest that NM441 will be an effective, safe, and useful drug in the treatment of skin and
skin structure infections.



