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BREBRFLLT ~5.60 xg/g, 300 mg x5 TiamFE® BREBFIUT~1.11 xg/ml, KMWHAKLS0.50~
3.00 ug/g EEHLDEIIHDLDOD, MK/ MENLIZ0.6~9.0(F194.6) & BIF 42 K BHABA~DOBITH

H c)hf:o

TE-31RR KEREXKASHTHESN H~ /O
1 FREEMETHY, =) 204> Y (EM)6HLD
-OH £ %-OCH: 2RI L -+ DY MEARY
FVIEEM EIZIZRZETH Y, in vitro LA SIIZEM &
F&%d Lz, 2BREBVD, invivo IMENIZE
THRERTW S,
FHRBIIBOTEETH A0, BOKGICENE
WIAREE & R R R T MSHEITIED EM ICHEBIL
THE,POBHELEN, EREE~ LM LNV ER
FLEOBWBITHERL TV SY,

A, F4IZEMREEICHTAEROEME ERE
HERETT B L E LIS, ERABANDOBITIZONTY
RALBLOTEbLETHET 5,

I. B B
1. #B L OEHE
BBA61E 6 A2 5108 F TIIERKFEXIME R
EM#EZ2L-BENS L, EEWAIG), BRMEE
15, fii4 61, MERE26, &5 16, BH2H, K
R 2 BloSEISB R R E LT
TE-031 1 B 5 &13300~600 mg T2~45 AR & L,
REMMII5S~18A TH o7 1 BIDARKIKETHY,

146013 BRI TR 5 Tdh o 720

2. HEHE

R DM BSAE X T DOREMFE, BRI RAEIAIC
Lo TERDVEEIIDI A28, BEERIEITREOT
BN TEME L 720

I1# . k7 -BE-B& 0, N, VE BEBE-8%
B R B R, DB REK-KE-UbA R
sEk, VB BRE - EE - Bk Bk - BEEE -
B

BER 3k GMEE, 3, 7. 10, 4ABE L, A
HEBZEIZ0: 2L, 1:-8E, 2:9%%K, 3:.85F,
@ BEL,OCHMEOS B CHML, 288D
EATHRERI L B L - BEEROREB L UUT O 7 KR
TEHl L 720

1M, 2:FLKE, 3:2»2hd#E, 4:0%K
#, S5 A%E, 6:HME 7T - EFLI(HE
RERTHROHEY b > TEHRABEFEL Lz, BERY
ROHERIEBBHEEBOKHFICHLOE, D, &Y,
RRAEE L UEHD 4 BETHE LT
MEZOREIER L LTRSS, %RICTo7%. ED
S FERRFEREGERRREL V-1 ERSL
720 MEFHBDROHTEIL, BREOHE L EFID



JULY 1988

CHEMOTHERAPY

944

- poon pajeatpeay (#) snaunp - L 2 X 00¢ - ewosayle pajdspul | g9 W 19 St
— pood pajedrpesy (#) smainp °§ U} 2 X 002 |3sessip s|3ulid| EwoIdyle PajodJuL | HG d S2 49
- 1004 paisisdag (#) snainp °§ S 2 X 002 Burzoy uopRq | 6% d 9¢ €l
eayrelq JuI[[3XY pajedipeay (#) o0 K 6 2 X 002 wnuingun eaur] uopa 1. N $9 21
S1}ISOAWOjRW I
- poon pajedipesy (4) snaunp g 121 2 X 0SI uo :o_o,am:wu JpunqIe) | zg d 95 It
(4#) sauadodd g
- uad[adxy pajedrpesy L 2 X 00¢ - sisopuniny | 19 14 Ve ot
(+) snaunp °§
- 1004 umouyun) (+) (SND) “ds sn22020dydvig a1 € X 002 mm_mﬂmm_mw sisopunanyg [ 08 W 12 6
. sunewlap
- Ju3[[29xg pajedtpey (+)  (SNO) ds smoo0o0ikydmig L 2 X 00€ J12110q3g spuning | g9 | W | 2§ 8
— JUI[[30X Y paredipery (4) snainp °§ ! 2 X 002 BWSZId JMUOIYD) spunany | g9 W [ .
- Jus[[aIxy pajedtpery (4#) (SNJ) 'ds smaz020jdydorg 9 2 X 002 - spuning | 79 W S2 9
— ey pajedipesy (+) ‘ds sno20d0.01p 81 Z X 002 — spunanyg | 99 W 22 [
uted
yoewoig 1004 umouyun) (+) saudw g . 2 X 002 — ©Jeqo[8u0d Judy | (g d 12 1%
. i wnjoLs jo
- 1004 pajedtpery () snainp °§ L ¢ X 00¢ ewoiskakoq snmatog | 19 W 61 €
(4) sauadoiav g
— Jua[[adxy pajedipery L ¢ X 00¢ - snimonog | 89 N 69 4
(4) (SND) “ds snaoooojfydorg
- J0od umouyun) P319333p 10N 8 ¥ X 0S1 $333qeIq sumat[od | €01 | W ¥e I
$309j)2 FRE) § €] 199JJ9 wstuedio (sAep) (sawny x 3ur) aseasip 3y) 'ON
sisoudelq X3S | 98y
-apig feawn) [ed180j0L1a)0eg pate[os] uoreIn( asop Aqreq Suif[13pun ‘Mg ase)
1€0-AL Jo 199)ja [ed1d0[011330eq pue [BJWUN) [ 3[qe]



voL. 36 S-—3

CHEMOTHERAPY 945

W, TDOHERICEDTRDO4RETHE L,
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ik, 3:AE, 4¢:BERR, RELHETRED DI
AL L7,
BWERICBI L Tid, EIRBIZH TR CTHRELHAN .
BRRA IIIRIERT, o, RICIKFEMRE, mMEE(bs
wRE, RREZTEELB)ER L7,
3. Bk

1) BRFHR

Table 1,

2IZEIEGIDORR E GRBE LR L7, Hl

HOKEIHE > THRHE SN156BH, ERH6HI, A

W3IB, LLHEM1G, BHSHT, EX - AHrbo
THEDERZEHR TS E60%(9/15)TH -7,

2) MEFHHR

REL VERET/IIREE L 8 LG b DIZ14E
BITHY, DTHEDOMNRIES. aureus 7 ¥k, Staphylococc-
us sp.(CNS) 4 ¥k, S. pyogenes 1 ¥k, S. agalactiae 1 #k,
Micrococcus sp. 1 #k, P. acnes 1 ¥k, E. aerogenes 1l )k T
olo AEIXG%168RF13RATHEK, FHL-DIT 14k
T, G (RS HERELET) 2HhEBRCEHEEEE
92.9%(13/14) t BfEX R L7

N OBRRSRERRICHT T 5 MIC % Table 3 (Z7R72,

Table 2 Clinical efficacy of TE-031
Effect .
) Excellent Good Fair Poor Total
Diagnosis
Folliculitis 1 2 3
Acne conglobata 1 1
Furuncle 3 1 4
Furunclosis 1 1 2
Carbuncle 1 1
Felon 1 1 2
Infected atheroma 2
Total 6 1 5 15
Table 3 Sensitivity of organisms against TE-031, EM, JM and ABPC
Case ) MIC(  g/ml)
Isolated organism
No. TE-031 EM M ABPC
1 N.D. - - - -
2 Staphylococcus sp. (CNS) >100 > 100 > 100 0.78
E. aerogenes >100 > 100 > 100 > 100
3 | S. aureus 0.1 0.1 0.39 3.13
4 | P. acnes <0.025 < 0.025 0.05 < 0.025
5 | Micrococcus sp. <0.025 < 0.025 0.05 < 0.025
6 | Staphylococcus sp. (CNS) 0.05 0.05 0.2 0.39
7 S. aureus 0.025 0. 05 0.2 < 0.025
8 | Staphylococcus sp. (CNS) 0.05 0.05 0.2 < 0.025
9 | Staphylococcus sp. (CNS) >100 > 100 > 100 100
10 S. aureus 0.1 0.1 0.2 < 0.025
S. pyogenes 0.05 0.05 0.2 < 0.025
11 | S. aureus >100 > 100 > 100 100
12 | S. agalactiae 0.1 0.1 0.39 0.05
13 |'S. aureus 0.1 0.1 0.39 3.13
14 | S. aureus 0.1 0.1 0.39 3.13
15 | S. aureus 0.1 0.1 0.2 0.78

N.D. : Not detectable



JULY 1988

CHEMOTHERAPY

946

12y
u»Oqu mﬁ
S0t vy 9¢1 9°0 9 o L91 2t 2t S°€g 9 8 34 € 0 |ooz's [17ze| 6°T1 617 LYy o
801 Iy 661 L0 L 20 202 6 ot 22 8 92 €9 Z T |ooL's |SLe| T2t oy al0p3g
S0t (A 6€1 L0 €1 20 651 L I 9°¢g [ (42 vS [ [ |o08%y |L°0¥| 2°€T 9e¥ sy -
001 8¢ Sel 80 1 Vo 8.1 ot ol 9°1¢ 12 07 9L 0 0 |ooz'g |z2ev| vl oLy al0p3g
901 2 8¢l 481 81 9°0 L2t €1 8 €22 € € 19 I v |008'9 |v'sy| 9¥I 88y Jyy -
€01 vy LE1 21 St 9°0 Lyl Ll €1 8.2 o1 61 L9 12 0 |000'8 [0°L¥| S'ST 015 alo5og
801 ey ovt L0 €1 20 61 6 €1 6°€2 8 € LS € 0 |00y [0°28| €21 90¥% FENY .
Lo €1 €0 £91 61 Ll 6761 S 8l SL [ 0 |000°2 |6°S€| 611 €6¢€ al053g
901 A 421 't St 50 9L1 vl Lt 2762 L vy 137 S [ |002's |6°€v| L'¥l 9% sy
201 Le 9€1 01 vl 01 281 2t 2 781 L 81 SL 0 0 |o000‘TT €9 | 0°ST ¥8Y au05g o
1Yy
L) 0y 8¢l 01 L €0 €12 8¢ St 9°0¢ 91 12 19 2 0 |o00L°TL |06V | 0791 585 alopag 6
S0t 6°¢ 8¢l L0 L 8°0 81 81 61 1y
v01 0y 8el L0 L 8°0 2€1 I €l 22 v €€ 09 € 0 |o00z°L |vev| €91 697 alopg 8
L01 €y 6€1 01 vl V0 901 bl vl 812 € Sz 59 L 0 |o00v‘Z |S°LV| 6°ST 90S 1y s
901 8y orl 21 91 S0 284 €1 vl 112 8 €2 99 € 0 |009°2 |[1°Lb| 9°ST s 310539
66 6°¢ veL 01 21 S0 vee 16 0S €°2v S (37 9¥ 9 0 |006°2 |9°1S| 891 185 1y
101 0¥ 9¢1 01 21 Vo €ve €L 9% Lge S € €S 6 [ |000'0T|9°8F| T°9I 655 alopag ’
1Y
08 0¥ ol 6°0 €1 L0 LLT A o1 212 1 6 06 0 0 |oov‘2r|0'Sh| 6°F1 L6¥ at053g i
0] 0y 9€1 L0 6 v0 6 12 81 8792 € e 19 [ L |006'9 |1°0V| ¥e€l (44 1Yy
$01 0¥ LE1 9°0 L Vo 16 81 St 122 € e 6S 2 Z |009'9 |zov| 1€l Faas alopeg '
S0t 0y 528 1 vl V0 €€l b1 €l 9°22 [ 92 69 v 0 |00 [S'Tv| 9°€l 9¥ Lyy
901 6°¢ 848 1 91 V0 gel € 22 1°02 2 0 99 I T |oov‘'L |€1v| ¥rel (344 alopog £
901 132 LET 01 91 [ [3al 91 02 2L 8 £ 9% 3 0 |oor's [v'8y| 2791 8y 1y
0] 6°¢ 6€l 6°0 61 21 321 ST 61 9°G2 8 82 29 [ 0 |008'. |L7Lb]| LST oLy al053g ¢
201 'y 6€1 0°1 €1 [ 991 601 6¥ S9¢ € 0¢ 9 [ [ |o0g‘0Ll |06y | 2791 295 Ty
201 0¥ 8¢l 6°0 6 9°0 091 V6 L€ 1°2¢ L 12 €9 [ [ |009°01|6°9%| €761 veS ai03g !
juauwiesn)
(1/bqw) | (/baw) | (1/6qw) | (p/Bw) | (ip/Bw) | (p/Bw) | () | (/A | (WD) | uenoD | (%) | (%) | (%) | (%) | (%) | Gww) | (%) | (p/3) | (wu/oD gy 1 ON
_1 'l LEN 19-S NNg g-1 | d-1v | 19§ | 109§ ‘S | ouoy | oydwd] | onmay | owsog | oseg | M | H qH ol N ase)
1€0-4L JO uoneijsiulwpe I3jje pue 3iojaq s3ulpulj Ai1ojeroqe] § 3qe]



voL. 36 S—3

CHEMOTHERAPY

947

TE-031D MIC I3 MBERFENEELRRETH S S.
aureus 1t Staphylococcus I xF L, WHED I K ER &
0.025~0.1 ug/ml TV, P. acnes, Micrococcus sp. IZ
#LT$H<0.025 ug/ml B, HERDEM &IidE%,
MK LT 2 ERENCHEEEETR L,

3) BIfER

ARG LB EBDNDENER & L TERED FIHAE,
THAKRE 1B Oz, HIHGHIEIZL D, fEKIE
HEL7zo BRREMIZOVWTIE, RFICERTLER
bNARFEIIED ONLH 72 (Table 4),

I. TE-031DMpPH LV HMBENDBIT
1. BEBIUHIE
LEEFZZLEMEREEDN I B, NEMIZIZEY

MHHEONT, DPOEMAERS L CIIYROLEDNSH 12
BI(E 66, 6HI)iZxtL, TE-031%200 mg & B\ i
300 mg % ERATICAAR S &, MAR30~2405 14121 ~2[E R
M, 1EEEHEGEERS LCIEYRL, miFs LUK
MK D TE-031D R %l L 7= (Table 5 ),

2. MERIE

AT A Y /= 1/15M ) > B4 & d (pH
7.008MAFETZ 2= ML, TO&ELLFLHREE
L, BEFOFFIIFL A5 /- - ) EHREET,
MiEDHEIFERDFHR % consera TITV, WIhd
NR=/)¥=F 4 A7 #EIZ X B Bioassay #1772 BEH
i3 M. luteus ATCC 93414k T, HIEXTH# (L Heart Infusion
Agar () 2 B/,

Table 5 Serum and cutaneous tissue concentrations of TE-031 after oral administration of 200 or 300mg

Case | Age B.W. Dose Time Concentration(mg/ml, g) Skin Concent-ration
t
No. Sex (kg) (mg) (min) Serum Skin location (Skir:jsl(:)rum)
58 120 0. 86 4.90 5.7
1 50 200 Back
F 180 1.15
60
2 P 59 200 30 0.68 3.65 Abdomen 5.4
40 120 0.70 5.60 8.0
3 M 60 200 240 0.54 Abdomen
43 60 1. 26
4 51 200 Finger
F 120 1.34 N.D.
56 60 0.27
5 59 300 Knee
M 150 1.11 3.00 2.7
69 90 <0.05
6 70 300 Back
M 120 0.24 2.15 9.0
19 60 1.14
7 E 48 200 120 1.25 Arm
150 1.73
24
8 P 47 200 180 1.34 N.D. Face
14
9 M 57 200 120 0.66 <0.05 Back
19
10 M 70 200 240 0.95 0.90 Lt. cheek 0.9
38
11 F 52 300 150 0.90 0.50 Mandibula 0.6
54 180 0.50
12 69 300
M 240 111 Back

N.D.: Not detectable due to inadequate skin sample
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TE-031PIAR %30~ 240434 O L1 i B I XAR I BR TR LA
T ~1.73 pg/ml, [FIBEFHA D RE ML P IR BE VAR (IR GR LA
T ~5.60 ug/ml T, HADOHBEPBITIZMFEF D0.6~
9.0f, FH4.68(n=7)TH o7, HRT 5 & Fig. 1
DL ER D, ARORBBBKPIREICE LTI, B
UHHVITEMEABROMGEREL EIEEINDLIzHD,
D iEs o ENALNIAN, BBURRHFTHY, K
A OEF CTERDBEEAS. aurens MR ICHTT S
MIC L W&V EEZRL,

I. % =
MR TS, aureus 21X LD E L7 7 LRt
REIZ L AREEAS VD, TROIHENEAETS
2054 FRIAEMEIERTH D, 50, KERE
TR XN TE-03113=2 054 FRDEM B HEK

EN-BIIBOTRELROMENE TH Y, HEHI
EM B LCHEZE 2V LIZ L, 2%V, Q88T
WA BRIFR T LS invivo EHNIZERTWV S,

SEIDERARBRIZBVTIRISHID, EX6H, A3
BIDE#HH60.0% DEEHE LN, BERIZOVWTIIE
HE 16, THL1GIRDONMId <, BRRERE
REGG o orz, MBEFEMITIE, THHI6HP13
HEL, HEEI2.9%(13/14  HIETHERIK) L EE*
RL7z. SBEEICH T A MICfEIX EM & F&IE(,
IMIZH~NE S D IER TV,

Tt B L OCERAB~DOBITHE ORI LA, &
BLERREL T3 ug/ml, BEHEBTIBES.60 ug/g &
HIZE L, ABPBITIIMETS 00.6~9.06%, FiH4.6
fE(n=7)& ) FEICRFLAKBITEIRD SN,

L E DRGNS TE-031id EMEHERIC B VW THBEY
DENEH L EZ SN,

Fig. 1 Serum and cutaneous tissue concentrations of TE-031 after oral administration of 200 or 300mg
(ug/ml, g)
6.0 ® : Cutaneous tissue (1g/g)
° 4 i Serum (#g/ml)
(300) : 300 mg administration
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1) %350 A XLEREFERRR, FEI VKI T2, HE HEHETIZ DOV To Chemotherapy 29 : 76~79,

TE-031, %[, 1987

1981
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PRECLINICAL AND CLINICAL STUDIES ON TE-031(A-56268)
IN THE FIELD OF DERMATOLOGY

TakaruMi EToH, ToMOHIKO MATSUYAMA, MITSURU IWATA, Ryojt WATANABE and YASUMASA ISHIBASHI
Department of Dermatology, Faculty of Medicine, Tokyo University, Tokyo

We investigated the therapeutic efficacy of TE-031(A-56268), a new macrolide antibiotic, in various dermatological in-
fections.

Fifteen patients(11 males and 4 females, aged 19~69 years)were treated. They consisted of 3 cases of folliculitis, 1 of
acne conglobata, 4 of furuncle, 2 of furunculosis, 1 of carbuncle, 2 of felon and 2 of infected atheroma. The daily dose of
TE-031 was 300~600 mg, orally administered for 5~ 18 days. The total dose was 2.0~7.2 g. Evaluation of therapeutic
results showed 6 cases excellent, 3 good, 1 fair and 5 poor ; the overall clinical efficacy rate was thus 60.0%.

The following bacteria were isolated from the sites of infection : 7 strains of S. aureus, 4 of Staphylococcus sp.
(coagulase-negative), and 1 each of S. pyogenes, S. agalactiae, E. aerogenes, P. acnes and Micrococcus sp.

Bacteriological efficacy was unclear in 2 of the isolated strains, but 13 of the other 14 were eradicated, giving a very
good eradication rate of 92.9%.

As side-effects, gastric pain and diarrhea occurred in one case each. No abnormal laboratory test values were sus-
pected of having been caused by TE-031.

The transfer of the drug to serum and skin was also investigated. In this study, TE-031 was orally administered in a
dose of 200 or 300 mg to 12 subjects(6 males and 6 females)with no abnormalities in terms of internal medicine. During
the 30 ~ 240 min after administration, blood and skin tissue samples were collected and TE-031 concentrations deter-
mined by the paper disc method. With the 200 mg dose(8 subjects), the concentration in serum showed a range of 0.27 ~
1.73 g/ ml, while in skin tissue it was from below the limit of detection to 5.60 ng/g. Similarly, with the 300 mg dose,
the concentration in serum was from below the limit of detection to 1.11 4g/ml, and in skin tissue it was 0.50~3.00 ,.g/
g. There was considerable variation between subjects and in sampling times. The ratio of tissue to serum concentration

showed a range of 0.6~9.0(mean : 4.6), indicating good transfer of TE-031 to skin.



