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REREIC 313 5 DL-8280 o FEmny, EHEEAVIRE

AR - MBS - FRE KR
BAERKFRNBEHE
(FAE : AR HIR)

EY Fvhan®K U BROF LWERIIEA TH 5 DL-8280 & STWNBFAYICKRMN L,

1) EEBLREL Y AMORETEICH TS DL-8280, +Y U7 2 (LT NA), £'~3I K (UL
F PPA) » MIC # 10°/ml 58 (33 #%), 10%/ml #:/& (21 8%) THRIE L7, 105/ml 7 Ti%, DL-8280
i20.2pg/ml H 5 0.78 ug/ml IZHHL, —2i% 0.39 pg/ml THof, NA FL£T 100 ug/ml LA
ETHY, PPA X 25 pug/ml PLEIZAAL, ©—2iF 50 ug/ml Tholz,

2) Fv hiZ DL-8280 20mg/kg ¥ NREEBEE D304, 1, 2, 4 oMBEN, KKNIBE
¥, % 3.39, 2.38, 1.10, 0.45 ug/ml, 2.61, 2.05, 0.86, 0.52 ug/g, GRERE) (n=5) Th-ol,

3) EBY BFIS" ¥ T LT U bR —DOEFIT/EML, DL-8280 DRIEIE/~DBITE &
o 20 mg/kg PIAR 30 D RIETEZ WA, XHRMEMANIRETE 2.00, 1.65 ug/g (REK) (n=5)

Tholeo

4 YR EFHhIc FWNBEE 14 flic DL-8280 A Lic, #% 1, % 8, °XFR 3, &% 1,
AR 1 Thole, 1 BRRBERICRZ &, 300mg (533) MAR7HI Tix, %5, L HZH2, 600mg
&3 AT, EXL A% 3, RXFERH L, &P 1, FH1Thok, BUEALLTR, B

BRT 7%, BEOLH, TROZ1HITH-T,

DL-8280 BFHUICARINIEY KL H K L BEANESRI
ERThHB. KHNL 75 LBBMENZ L L FHBMEICH LT 18
EWHEARY P LACREHE BLTWBEENR TV S,

SE, BRI TORMETIREEZBINTLUTIC BE
+3,

HHEEE

D) BEWBLFRRI Y ESh-HETHICH T 3
DL-8280, NA 3 XU PPA » MIC D434 @ EsEFR
KERMRSLR, ABRAEORRBRLIWRE L VERL
RETHEFERL, AA(ERESS CHCKITSh
IeMIC BIBHEYETRYICE Y MIC #RE Lz, 109/ml
HRTIE 3Bk, 103m]l HRE X 20 KR CRIE L 2,
ERsH L LT Mueller Hinton broth (Difco), BIE
R¥EH L LT Mueller Hinton agar (BBL) # Hv iz,
TR T 1z,

2) 7y hMIBITH DL-8280 BN, HEHNEE
DUEE: 200g MDY 4 25 —FHET v b OBANIT,
DL-8280 & 10 mg/m1 0. 1N /Kb b U 7 A 7K¥EHR &
LT 0mg/kg ¥ 8B 7 —7 LI THRE Uiz, B
IR, EEABEYRIE L, RIEB305, 1,24

RMkic, SRMSIY 1 8L LT —5 VAR TICIR
BRRL, WEEHE LB TR RR L, M5
RERER LM & Uic, ReMidf THLGE 12 & 2 Clak
L tgiag) L, 0.1 M phosphate buffer (pH 7.0) 2 {&

(viw) Mz T, Polytron &AL ES = F A ¥F—I2k D
FEVxF A4 XL, 1EEHIIRE L%, 4°C, 10,000 rpm,
10 53MIBEL, TOLEEHBRIKE L, RN R E
X, e LcEM OB ERD ) ICHRE L, E.
coli Kp B2 REEL L, M@H v 7HEICTRIE LK,
HE#ENE O F it DL-8280 1mg/ml 0.1N &E{k+ b v
v LK¥EHE L L, 0.1 M phosphate buffer (pH 7.0) iZ
THRL

3) NLRE BT D RIELEM ~ D DL-8280 @
BIT: 130g @ignT—AForazs—HSLEH
W, (GRS L D O L EE TR Y W EoALA
i25 »ETEE LERM ‘Bz 2ERLY, 18%
iz, DL-8280 10 mg/ml 0.1N 7/KER{LF b U & LKA
LLT 20mglkg 2 @B/H 7 —F VIZTERNICESL30
SBIREL, B 2) oFEICE Y ERABRELHIE
Lic, MR LLTERAUOHEDERE Avic, RETS
ACHBRIRIZI VR T 7402 —2@ LI,

4) EEHEMRE : BaERKERRFRHCTRRLEK
WBRIER 14 5], 3720, BEFERBERER~ DR
s B, BRURTE3H), B, BEGR, VO BRR, B
BIEAE, BEHREE, WELEES 1 FlCER LK,
AAREIZ 1 B 300mg » 5\ iZ 600 mg D 3 3R TCH 5,
ZHEHIER, HEERTESHTEREO TN IC
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Fig. 1 Sensitivity distribution of S. aureus Fig. 2 Sensitivity distribution of S. aureus
(33 strains) (21 strains)
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Table 1 Serum and skin levels of DL-8280 after oral administration
of 20 mg/kg to rats (n=5)
Time (hr)
Item No.
1/2 1 2 4
1 3.60 3.60 1.13 0.47
2 4.45 3.06 1.13 0.79
Serum 3 2.80 1.80 1.52 0.44
concentration | 3.06 1.50 0.86 0.29
(ug/ml)
5 3.06 1.95 0.84 0.28
Mean 3.39%0.66 2.38+0.91 1.10+0.28 0.45+0.21
1 3.20 2.42 0.84 0.68
2 3.00 3.04 1.00 0.80
Skin ‘ 3 2.26 2.16 1.12 0.48
concentration | 2.54 1.34 0.74 0.34
(ug/g)
5 2.04 1.30 0.62 0.32
Mean 2.611+0.49 2.05+0.74 0.86+0.20 0.52+0.21
Test organism : E. coli Kp
Xy rahtc, HEXBELLT, SHREETIE, 5BHE Fig. 3 Serum and skin levels of DL-8280 after oral
FCIEHRES LY, NELEY, OOUBLOOH administration of 20 mg/kg to rats (n=5)

%, KERLELIHEYEHLL, THE GHHEK
HEENZ L DIREBRL) ECREARE LAY, kER
RRXBR), FRLSNRESE Lie, BHEBERE T, 7
AHECICERUELED, KBLAED, O0UELR
RE%, 4B ETRERRELEY, HEEL PR F
%, ThLSEESL L,
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D) ERRBERRIVSMShIEETEH I T3

DL-8280, NA, PPA » MIC m4%5 : Fig. 1, Fig. 2 iz Time (hr)
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FS
T

(X}
T

Concentration (ug/ml or g)




vOL. 82 S—1

CHEMOTHERAPY

10ml 38 L OF 10ml o MIC #5877, 10°/ml 8%
(33#) Tit, DL-8280 ® MIC 12 0.2 pig/ml 2 0.78
gl KL, €=2 i3 0.39 ug/ml KA BA D,
NA Dz iz 3382 T 100 pg/ml LA ETH B, PPA T
it 25 pg/ml PUkisafHL, £©—213 50 ug/ml T35,
10%ml BEILBOT LIRERROIHERL TV,

2) v hicikiFd DL-8280 DMmiMey, BIRPIMREE
olkt: #ER Tablel, Fig.3 KKiif5, 5ENE
BETHS L 304, 1, 2, 4 R MM RE 8. 39,
2,38, 1.10, 0.45 yg/ml T, BhENITHY T3 BRA
BT 2.61, 2.05, 0.86, 0.52 ug/g THY, t—7iX
o, EEE LIR30 RIED B,

3) ~NhRF—ITIIT D RIELRE W~ DL-8280 »
B17: Table2 iRt LR D, 30 0%, REMBEWT
i1 5 B4 2,00 pglg, XFRIMBEW T 1.65 ug/g Th

HBER LI L W5, BEH 13 TIXPRE A L 2o AR
Mtk ORKMER, B 1, EFI6, fEH8sD3FTL
MEFITCE o, RELEMRAOhR2, T,
x W

DL-8280 n# & 7MWzt 5 MIC (109/ml #88) i39F
BIZX <, 0.2ug/ml h26 0,78 ug/ml IZRFHL, £—
7% 0.39 pg/ml IZH B, RRIMEEICEAICH TS
MittERkiZ 2 b > o, DL-8280 Bf3E4 D L EMAY
IZRWT FBET 0.1 ug/ml 25 1,56 ug/ml I2534 L
E— 2 EIC 0.39 ug/ml KHRHBHTWNWSD, Zhicxt
L, NA, PPA kbbb ORER TIRLTIMESRTH Y,

Table 2 Normal and inflammatory skin levels

of DL-8280 at 30 minutes after oral
administration of 20 mg/kg to hamsters

(n=5)

ot Skin concentration (ug/g)
4 EERRM: 4 HlicEAEER L (Table3), No. Normal skin Inflammatory skin
1, BH8, 0EH3, EY1, RH1 ThHoT, 1 2.30 2.30
1AARERIICR S &, 300mg (5 3) AAR7HITIE, & 2 1.62 2.30
%5, PLHFH2, 600mg (533) AM7HITIR, EZ 3 1.46 1.70
1L, £%3, RXFEHL, EH1, THALTH » 2, Bl 4 1.20 1.88
ERELTIL, fEF 3R AAT 7 &, FEF 10 HSEE D 5 Trace 1.80
fI3E, SEF 13 B RRE T2 70 0S, AREKIEITRHATS - Mean 1.65+0.48 2.00+0.28
ko P13, P10 CIRBHEAANABE FIEL, T0 Tewt organiom < B ooli Ko
Table 3 Clinical summary
T10°
(;::.e Name|Age|Sex Diagnosis (mlg);sdeay) Organism DN:.I-((Z;B/(: 'gli;: C;]!‘;:L‘irl esffied:t
1 |T.T.| 85| M [Sycosis vulgaris 300X 11 |S.aureus n.d. nd. |Fair (=)
2 [S.A.| 52 | F |Infectious atheroma| 300X10 |S.cureus 0.78 [100<|Good (=)
3 |K.I.| 40 | M [Furuncle 300X3 (=) nd. nd. |Good Aphtha
4 |S.N.| 39 | F |Secondary infection| 300X6 |S.aureus 0.39 |100< |{Good (=)
5 |K.T.| 21 | M |Infectious atheroma| 300X7 S.epidermidis| n.d. n.d. [Good (=)
6 | T.M.| 80 | M |Secondary infection| 300X7 |S.aureus 0.2 100< | Fair (=)
7 |E.K.| 38 | F |Secondary infection| 300X5 |S.aureus 0.39 [100<|Good (=)
8 [A.T.| 51 | F |Phlegmone 600X 14 (=) n.d. n.d. |Good (=)
9 |Y.N.| 27 | M |Lymphadenitis 600X 2 nd. n.d. n.d. |Good (=)
10 [T.I.| 71 | M |Secondary infection| 600X2 |S.epidermidis| 0.39 |100<|Unknown |Erythema
11 |[K.K.| 40 | M |Acne rosacea 600X12 |S.epidermidis| 0.78 |100<|Good (=)
12 |[R.0.| 48 | M |Infectious atheroma| 600X3 |S.epidermidis| 0.39 |100<|Poor (=)
13 [T.N.| 52 | M |Secondary infection| 600X5 nd. nd. n.d. |Excellent|Sleeplessness
14 (K.O.| 23 | M |Cystic acne 600X8 |S.epidermidis| n.d. nd. |Fair (=)

nd. ! Not done
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2ELHITIBNT S MIC HHiDE— 212 NA 50 ug
/ml, PPA 25 pug/ml &Titth C & 5. #eE7MHSMYR
BUREI R o =R & 22+ BUNFHEUE T NA, PPA 32
BT E RV,

DL-8280 & 5 v hiC 20 pug/ml PR & ¥ 7 B o 1 1k
N, BUENIREL L LIZ30QBICE—2 a6 h, &
3.39 ug/ml, 2.61 ug/g THLIMPIMEE IS+ 5 BKAK
B (L—20) 120.77 T -lt, DL-8280 MFHESE
DLEMEY TR RA TAK| 100 mg ZHHFEEIP
RE ML REE D — 213 1 A% 1,90 ug/ml THH,
200mg NIRTIZFIL ¢ 2.04 pug/ml THote, Tv b
OFREMMICACHTIIH TH B &, ZRNRER
100mg PART 1.46 ug/ml &723, ¥k, NLRF—
TOREELZE TORK OMEE L, RN & Lk L
THI20% B eV HiER L, HETHICH+25 MIC
Sk bbEELNT, BWBYEEBRRT S 015
REVEE~BITTO L ERB,

EEORALBR L, SR L7 14809 1 ISR T, &Y
1B3HFES L, H%8 THEHLLL IH (69%) &, MIC,

BRNREDHRPOTRENILIVEBVER Ly
5, Thix, BRI, EREOMEL—KRETILL
{, BEHSEA & 72 o TRIET 5 WK, BIEHE,
BHGEEESOTVARD EELLND, 1ERRE
300 mg (4 3) & 600mg (4} 3) MicZE et

BWER L LTRBRERICIELEL S ICEER2 bOiRh
21/Co

UEoRREBRALT, 1 BRREIE 300mg (43)
¥72i2 600 mg (43 3) TIHRBMEELBSLDLED
h3d, SHLIEAEERT, BY2AREKEEDTH
SERD B,

X ®

1) MIC M@k ERS : B/ BHEILRE (MIC) iz
HEEHATIZ OV T, Chemotherapy 29 : 76~79, 1981

2) Dajani, A.S. & L.W. WANNAMAKER : Experimen-
tal infection of the skin in the hamster simulating
human impetigo. I. Natural history of the infec-
tion. J. Infect. Dis. 122 : 196 ~204, 1970

3) H30E BER{LFEREFS BAXIHRSE, HXo 4+
< L, DL-8280, 1982

FUNDAMENTAL AND CLINICAL STUDIES ON DL-8280
IN THE FIELD OF DERMATOLOGY

Yasuvo YamamoTo, MasaM1 IKEDA
and JIRG ARATA
The Depertment of Dermatology, Kochi Medical School
(Director : Prof. JIRGO ARATA)

1) MICs (10¢/ml) of DL-8280, NA and PPA were determined against 33 strains of Staphy-
lococcus aureus isolated from the lesions of skin infections. MICs of DL-8280 were 0.2 ug/ml in
3 strains, 0.39 zg/ml in 21 strains and 0.78 z#g/ml in 9 strains, whereas MICs of NA were more
than 100 xg/ml in all strains and MICs of PPA were 25 ug/ml in 8 strains, 50 #g/ml in 14 strains,
100 #g/ml in 9 strains and more than 100 zg/ml in 2 strains.

2) Serum and skin levels of DL-8280 after oral administration (20 mg/kg) were deter-
mined in rats. Serum levels were 3.39, 2.38, 1.10 and 0.45 ug/ml, and the corresponding skin
levels were 2.61, 2.05, 0.86 and 0.52 xg/g (wet skin) at 0.5, 1, 2 and 4 hours after administra-
tion, respectively (n=>5).

3) Skin levels of DL-8280 in the normal skin and the inflammatory skin were determined
in hamsters at 30 minutes after oral administration (20 mg/kg). The inflammatory skin was in-
duced by intradermal injection of suspension of Staphylococcus aureus isolated from bullous im-
petigo. The normal skin showed 1.65 ug/g (wet skin) and the inflammatory skin showed 2.00
urglg (wet skin) of DL-8280 (n=5).

4) DL-8280 was used clinically in 14 cases of skin infections and the following results
were obtained : excellent in 1 case, good in 8 cases, fair in 3 cases, poor in 1 case and unknown
in 1 case. As to the side effects of the drug, aphtha in 1 case, erythema of face in 1 case and
sleeplessness in 1 case were observed.



