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Fig.1 Chemical structure of TMS-19-Q
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TMS-19-Q » MIC #JIEL, fho=2254 4
PiE#I & LT Erythromycin (EM), Josamycin (JM),
Acetyl midecamycin(9, 3"-di-O-acetyl-midecamycin;
MOM), X' LM Drh &z L7,

RES = B AR BREFE R BRI ¢\, Heart
infusion agar % i \» CTRRKFR AR T over night
B ORI oE MIC #JIE L1,

1) HEHFEHED S aureus HEHERRIZRET 5 MIC

S. aureus JC-1 izxi+% MIC iz 0.1ug/ml T, S
aureus MS ¥t 08 Terasima #Ricz LT 0.39 ug/ml
THh -1

2) BRSO 7 ¥ v x5 MIC

FER X 040k L7 S. aureus 26 #fizxt+5 MIC %
HZAh &, TMS-19-Q T 1.56 ug/ml LAIFTD Lo 21
¥, 50ug/ml LLED $02i58T, ZHEERL &
SO v — 213 0.39ug/ml 12k B (14 #K)o

EM T}k h ZAKT, 1.56ug/ml LATA 20
(5% 18 #kid 0.20 ug/ml LITF), 100 g/ml LA ED D
DI EERTH - 1,

IM TixRRZFMREIL 0.20~3. 13 ug/ml iz 5 h, MOM
Tix 0.39~3.13ug/ml &, TMS-19-Q = EM LD
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Table 1  Sensitivity distribution (S. aurecus)
<0.05| 0.1 ] 0.2 ]0.39(0.78|1.56|3.13|6.25]12.5| 25 | 50 | 100 | -100| Total
I'NS-19-Q| 2 1 2 |14 1 1 1 3 1| 2
‘\ = T
EM 3 10 | 5 1 1 6 | %
|
ANV ‘ 2 3 7007 1 5 | o6
MO
MOM : | 2110 7 1 4 1 26
i Lo | RS 1 l ] 5 26
Fig.2 Sensitivity correlogram
(S.aurcus 26 strains)
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UED X5 Lice s r 74 FRIVERDOT T
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#hz 0.05ug/ml ANFRRTHEDH - 720



CHEMOTHERAPY

308 SEP. 1984
Table 2 Clinical cases treated with TMS-19-Q-GC tablet
[ . .
S Age | Diagnosis Isolated Daily | Duration Effect Side
No. | Case (- .
Sex | (Underly. dis.) bacteria dose (days) | Clinical | Bacterial | effect
54 | Acute bronchitis
1 I.K ° aq_dl‘;,“al‘_\‘ngitis H. influcnzac 2(060()['3;:)3 4 Good  |Fradicated —
18
2 | HAM.p o Acute bronchitis | Normal flora 600 5 Good ? -
2
34 .
3 | Y.T.| | Acute bronchitis | Normal flora 600 4 Good ? —
51
4 S.H 5 Acute bronchitis | Unknown 600 7 Good 2 _
. 62 | Acute bronchitis
5 K. H o | (Gastric cancer) Normal flora 600 7 Poor ? —
72 | Chr. bronchitis
6 ] S.K | | acute Normal flora 600 7 Fair 2 -
5 exacerbation
Acute bronchitis— | g .
i putum; .
| 69 Pneumonia—Sepsis B=Streptococcus Changed
7 ALA . I.)iabetf?s me]!itus —H. influcnzac 600 4 Poor —
g Liver cirrhosis) | Blood; Remain
S. aurcus
- 73 .
8 | S.Y.1 _ | Pneumonia Normal flora 600 7 Good 2 -
38 : Feeling of
5 (M. pncumoniac (—)) . &
9 M.M PAP AT 9 :
2 (CHAT t ) 600 7 Fair k abdominal
fullness
42 | Acute bronchitis | Normal flora—
10 T.F. Hypersensitivity K. acrogenes 600 4 ) _
pneumonitis FE. cloacac
i 28 o ’ Nausea
11 T.Y. ° Acute tonsillitis | g pyogenes 600 . / ) pruses
¥, MHERORETZ, TMS-19-Q D Jh e MIC WTH%B, eH5EL 4 ~7 ARITH 5,
AUNZ AN A SN B, 1EE TMS-19-Q (= 1.56 (ERIR

pg/ml ¢, EM ;= 100 ug/ml, JM = 50 ug/ml, MOM
1z 25pg/ml, LM iz S0ug/ml TH -7,
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IR 57 45 A 5BFS8E 1 B ¥ CORICYEI~Z
L AMSER T Ol BT % 1 51, PAP 14,
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Flio > ZERIRM D I 1R85 T2 L3z, BIfEMic LT
Bt Lico 5 BRMIEZ RO 1 OIARIENIE D 5
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b Aedal Uton T, BRRRYENRHIE D SR L

LIchs o THRMED A FIEMNL IMTH 5,

b7k
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b Ltz tes+T, TMS-19-Q-GC e (i L 7o fiE
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FEG 1 RUEMEEEZE, [EXK, 54 % %o

— BB MSEIER R Lo & 2id - CTlbedh, RUCH
BAFE, WA IOBRE DD X DTl ot BRPL
h H.influenzae % #H L+ s TMS-19-Q o 4 HHO
BT, EoMk, BEEROKFLRADHHLEHAEL
oo

fEf 2 AMRELR, 18 W, Ko

WLEMET Y D, R, W O U BB R
%t kkE, AH 5 BMo&S © CRP sigtftL, F
#y s DERRER G IEK LA EHE Lo

il 3 BMREILRK, 34 % HBo

¥ 1BMATE VW X ongsks b, CEX #1018
JRAE LT WA BB D 2o b RE2 Lic, AKIO 4 RS
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b, B, ERELICHAL, BRI EHTE L,
EH 4 SERELZL 51K Lo

AR X O Gl oBE T, B, W, BUE
AHIERMERL, BAMHYZZ L, RAET7 AN
frE X WEERPEER Lico BREHE L

Efl 5 AHEREXXK, 62 1K Ko

¥1ER, BRTBUBRL, $ER, AhEERE
RTAMERY LZFTvwb, [ITEH S XL UIERY
= LTKREE, CRP x 3(+), FKRUMEL, THIZx18
B 15mm THoropt 38mm Ligstc, AAXTH
L Lo A ARE TER EHE, L% Sultamicillin o
REC X VBRI,

Pl 6 BUHEIEIROAUEME, 72 &, 5,

OEMAB S XU BHREXZ K Tilibih, 39C A0 %
#hs L OB 38, CRP v (54) &b, FHRiLMED
180 35 mm, FImERE 16,600 & i Lz, AF% 7
AMEE L, ChOKREBMEORES LUERD L eHE
FADEAFRCIRELT, CROHMEHE L

EF 7T AEREXL 69 K Fo

FERR 5 X OB E TARZH, sMaX ViRE &, R
B IO, KT R TR0 X5 R RixER
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Sbhlehmot, AERE XK LZH L, TMS-19-Q
EAME Ltco Tods, BRFOEH L AR D B-Strepto-
coccus R L 7z 125 4 B B A5 T E I i 48
RS, LadbMsk b S aureus # M (RZ# EM
#) L, Cloxacillin (MCIPC) ##EBR LA TH » -0
ko ErnbE iz 5wt TMS-19-Q 0 %) R ixES)
EHGE Uz,

fiEf5) 8 Az, 73 i, Ho

#I2BERT X VRS X OB LR L, BUH, HE
HTRAEZBREL TV L CAAMTHCEEE, 018
Moz als, ARk BEs 7 B THEERR
MELEDEHATE L, fex&miz TMS-19-Q o f 5
BTt 2 UT CRP, FRILMEZEHR TH - 10

JEBl 9 PAP, 38 %, o

#I1EMRT X v, EEAEB, RS X ORMEES
P R QO

R X SAET R X v PAP & 21, AAREG ©#BtE L1,
1EMBEI VTR YK 2 Lot cibsdk
Utio T OFF THERIZEELE, AL TU7ohs, M
BoTil EIZX D, RRRLhEHE LI,

FEG 10 42 7%, 5o

Table 3 Laboratory findings before and after treatment
Case |Before| RBC | HbL | Ht Eosino.| GPT | GOT | AI-P | BUN | Creat.
Ne [ After |(x100 ] G/dy | (%) | WBC | (%) | aui | | (U | (me/d) | (me/dD
. B 438 | 13.7 | 40.1 | 4,200 0 24 (15 126 1 0.8
A 433 | 11.3 | 40.3 | 4,90 3 27 | 2 114 14 0.8
) B 483 | 11.8 | 36.0 | 7,800 1 19 15 196 5 0.8
Y 510 12.9 | 38.5 | 6.000| O 13 7 204 6 0.8
. B 506 | 15.5 | 46.5 |10.500| 4.5 | 18 13 159 15 1.1
? A - - - - _ _ _
. B 409 | 15.5 | 45.1 | 3.300| 0 46 43 324 71 0.9
) A - — - - - - - S -
i
5 B 398 | 11.6 | 35.2 | 6,700 2 51 35 220 14 0.9
A 405 | 12.5 | 38.2 | 7.600] 0O 38 21 218 11 0.9
6 B 474 | 13.8 | 42.1 | 16,600 2 19 5 172 11 0.9
A 463 | 13.6 | 41.6 | 8.400| O 21 5 178 8 0.8
R B 384 | 13.5 | 41.1 | 2,90 0 140 142 354 31 1.5
' A — - - 2,900 0 92 | 154 - 15 0.9
8 B 482 | 15.3 | 46.1 | 7.900| 0 24 9 196 9 0.9
A 476 | 15.1 | 45.2 | 6,900| 1 - - - -
o B 446 | 12.9 | 39.5 | 6,200 2 15 10 123 10 0.8
A 465 | 13.8 | 40.7 | 5.500| 2 18 10 162 12 0.8
B 536 | 17.4 | 50.2 | 8,000 4 33 33 361 20 1.1
10 A 485 | 15.5 | 45.2 | 5.000| 5 24 18 279 12 1.0
B 407 | 13.6 | 29.2 |17.700| 0.5 | 20 11 164 7 0.7
H A 424 13.5 | 40.3 | 6,800| 1 - - - -
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COREMINY), SHSTERE L TERARS 2K
Lichs, ABZBEX i » 2 OREHEL (POp 55.3
mmHg, PCO, 40.2mmHg), E&RER & BEAT R —
Hed, KABRECHRIE Lich o, LK, BARRE
Blico TD#%, AT VEUMBE 7 A D HBE XK
U, BB & 0B 2R fo s, KH R RHE 2
LERA L o

EH 11 28 X, %o

SRk TAK, 1E 200mg % 3ERAR, BL
FIVEREELTHIE, BRHAE» BRI LI

EIEA L LT RO X 52 1 BlicEifEmR, Mol
GlzEL, EBHRRDT, ok, BERREEIZOVTR
KEE B S EBbh b BE R RS Ieh »1z(Table
3)0

II1. EREOVICHSE

LM o #FHkT, HEEERRSHTHEI AL
TMS-19-Q iz o\ THERER), BRIRIIBE 21770 - 10

Rz oW TIE, RS BED S aureus 26 #k
D in vitro ORBEEZHIIHBE Licfio<7r 714 FR
LAk, TMS-19-Q THZ#tED MIC %/R L, &%
Ptk & MERRIC 2 A7

TMS-19-Q @ MIC (3 26 ¥k 21 £k»5 1. 56 pg/ml
UFT, 561428 0.39ug/ml wh o1, T hzft
FlE kT2 &, EM X h &g o550 EM T
100 ug/ml ko ftkET, TMS-19-Q wwxf LT 1.56
ug/ml, JM, LM iz 50uxg/ml, MOM iz 25ug/ml ©
MIC &\ 58D 1 8kD » 7o LIXHAERE

1 USIZEB T TMS-19-Q-0 $Ent 7 D BB &

h, PHiC X 5 RO YEY Vs < LIcHBEH (GC
50 MRARINT, T IRBE LEMRTNTHES
AuvicdboThb,

#E 11 fich, HRHUEOFRENL 9 BIDO K EELSE
THBHD, BHRELKAPIEM% 1D S Fliehs
THEHDVIEFRRR L OFEEEY £ d o4k
KEXRD 2 GRCITES), BHEKEZ RO ZIMHEL
PAP D% 1 fliciz R BAHORBETH - 1

BIfEFA & LT 11 fildh, PAP o 1 fIic#5 18/,
MR R Sk LTk, SHRBHZD 14 1E 200
mg *HR3IEETEDL, BEHEZRLTFELL,

FERBREBCIIARIC LS L Bhh 2T bxRblen
o'f;o

LlED X 5z, TMS-19-Q (¥ S. aureus i“xf+ 5
MIC 7, EM UAD =27 v 54 FRFAER I hEhi
BtR R LT,

(L2 BEFSBETORERFERTIE Fusobacterium
% Bacteroides =3 EM % JM X vEhit{iEHY
Lol Eh, LabEFE I 0T, (LD XH
TMS-19-Q (28T B A MED Fiidinw & ShT
Kb, 5%, =7e 74 FRALHLE LTEELNEY
EHBHLDEBPbRh 5,

X [
1) TMS-19-Q %8, HEMERA2H, 1980
2) ## 31 B AXRCEREESRE, FE v ROV
AWV, TMS-19-Q, KR, 1983

3) B/NFHE LR (MIC) g : Chemotherapy
23:1~2, 1975
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LABORATORY AND CLINICAL STUDIES ON TMS-19-Q

Yuruko Orkamoto, Keico MaeHarRA, MuNeTo YOSHIOKA
and Yuse Iipa

First Department of Internal Medicine, Kansai Medical University

Hirosur Orkuso and Yosuiniro Uepa

Rakusai New Town Hospital, Kansai Medical University

TMS-19-Q, a newly developed leucomycin derivative, was studied on its antibacterial activity in
vitro, as well as on its clinical effectiveness. The results obtained were as follows :

1) MIC of TMS-19-Q against S. aureus strains isolated from human infection foci : Twenty-six S.
aureus strains could be divided into two groups according to their sensitivities to the drug, i.e,
sensitive (MIC<1.56 ug/ml) strains (66%) and resistant (MIC=50ug/ml) ones (34%). The sensitivity
pattern of those strains against the drug was similar to that against erythromycin (EM), although
one strain highly resistant to EM was sensitive to TMS-19-Q. The latter was found to be more
active against those strains than josamycin, acetyl-midecamycin and leucomycin.

2) Clinical trials : Eleven patients of RTI were administered with TMS-19-Q-GC tablets (200mg x
3/day). In two of the patients the therapy was discontinued due to feeling of abdominal fullness or
due to nausea and vomiting. Among the other nine patients, the treatment was effective in seven
(acute bronchitis 4, pneumonia 1, PAP 1 and acute exacerbation of chronic bronchitis 1). The rema-
ining two cases of acute bronchitis having underlying diseases could not respond to the therapy.

Laboratory data of those patients showed no abnormal changes attributable to the drug administra-
tion.

These results obtained suggest the usefulness of the drug in the clinic.



