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F~7 e 74 FRPUAER TMS-19-Q i o T, Ky, BRAOBEHLY TRV, RORELBL,

D ES

Mi~1 277 X< IR DB Mycoplasma pneumoniae (M. pneumoniae) 50 i1z O \»
To MICRJIELIcE A, AH|D MIC i3 0.015ug/ml iz € — 7 23k bh, Josamycin (JM),
Oleandomycin (OL) X hfER T\ 72y %72, M. pneumoniae o5t T2 AFIOREMEI %) B % 3
REATHEN L, BRELFEAILLHECE, BENDENLLRI, KIZ, ~AAX -2k
LRBHI~A 277 ABRYFECHTHERFAOHRERA BRI Lick 25, 3HEB X HIPERERD
L, 6~10 BERITIE, BEAEHRLT, MMV IM X b dak hBERRENB LRI,

VA I T AED  HBRFED Legionella pneumophila 50 ¥zt 2 AFID in vitro
BE&HE L& &5, Erythromycin (EM) &RZDIMBEHIED bhtc,

— I T BT BB BERR Streptococcus pneumoniae, Streptococcus pyogenes,
Staphylococcus epidermidis, Streptococcus faecalis \=xb3+5%AK|D MIC 11, IM X hEh,
EM LR%ETH >0

2) fRAEhE

EFBA 6 filic TMS-19-Q-0 £ (LIFO$) &, TMS-19-Q-GC §& (LU TG CH) DERFR
600mg %, 7w At — R THEROHEE L, TOomMPBEYRIE L, RENFEER, WTh
OHFBEL 30 HkicBbh, TOFEHEE, 04T 0.5ug/ml, GC §&T 1.8ug/ml &, GC §T
#1 3.5 fEOWENBORT, BERET S 40 GC & 600mg XL LIcBEo REERNBE
T 1 ~4FEOMlice— 272360, FOFHREFRNEBE L 0.21ug/ml 2R L1, RPi
6 B5H] F Tz £ 3.3% MHEE S i,
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MR ERERIE 29 Pl xfgus GC 4 200mg % 1 A 3[], 4~19 ARIEABEX T -1 L 25
% 10 B, B 15 6, LLEH20, BYH200KENBON, TOFHTIL 86.2% TH-

7o BUERIZE « BRANRILDFR & Ursb izre d, BERBE(ED 75

2o

TMS-19-Q 12 <7 = 5 4 VR4 HE Kitasamycin
O—R5 Tdh % Leucomycin Ay o 3" fi7 & {L2¥9 iz
e €A - fb L TH S h - FEgk 3-propionyl-
leucomycin A; T, HFMERA A TH LIRS R
716 RBR~ 7= 74 FREERTH D, E€KkD 16 B8
~7r 74 Ptk ED»B-Z &, ko< e
FA Nt —Hicat LT B 2 ME 2 R+
L, BIRAER L TRREhL TP BEEN S o
E, &b, BACEEERELY LD Ltk hRE
TEMTTLREBT2BACIRI L&, ke
PAEAFOEEE LTETFORD, 40, i, RIEH
T A ERL, RO VNCEIKAIBIE R TR, LW X
POMAEBLOT, B ET 5,

I 2 @8y & &t

1. =4 2735 X~FH

a) HEN

) FEBFE M pneumoniae » FH 3 & U Mac
&, BEGRGFOBEERSEE 50 #a B\ 72, PPLO agar
IZRACEEAS 0.5ug/ml X b EERAFIZ/S X 5 KH
BN B A RS, Zhuz 108cells/ml o B i% % 0
Z TOFEFEORTBEMETIZBE Lz, MHBLL
T, EM, JM, OL #F\,, REEDIRIELITIS -1,

2) KERAT : RIS MIC 12, W Fhokk
1IZT4H [ Ufi T 0.03ug/ml #7531, EM (0.007 ug/
ml) 121345 A, OL (0.05~0.12ug/ml) X DiBh
T too BRERBE 50 MRz % Ao MIC i, 0.0035
ug/ml X9 0.06 ug/ml ORLZ/HAFL, FD E— 71T

RHHRILh -

0.015ug/ml T - 725 EM (2 0.007 ug/ml, JM (%
0.03 ug/ml, OL (% 0.06 ug/ml iz A E—27%KFL,
AENL EM ic3gs 400 JM, OL L h1~2%R
TR %~ Ltz (Fig 1),

b) FEHEMEIRS

1) FEEBHE : M pneumoniae (it THAFIDEE
Iz R A BB P THERT L7z AFI% 0. 015 ug/ml
I 1ug/ml £ TH9PEE LD X 5 2hmL7z PPLO
broth # 6 HEIRESETE L, FERICHEERZE L1,

2) EBEA: TORF K Fig 2 12/R L7, 0.015
ug/ml  MIC LIFOWEETIE, MHEo & ieh byt
Lo RFME,BOR2 (5 BE2 LGRS
o AL TRFALET), 0.03 ug/ml o MIC jEELL 1
TIXHECC LEEENRRSEL LR, ZhbiteH
Hio s U TR DM [ e 2t 72

o) FE <A 277 X REYSEC T D ERER

1) EEFHE : M pneumoniae Mac #k% 10%cells/
ml 10 /GRS X 7 38K Silian golden ha-
mster {2 % 4 B H X O AK 6mg/1 T, LU IM
6mg/1 ML E Oty L, BEEANCHGP B8 & % JE
L, F8~A 275 XvRYSECHT 5 B R 2R
L7

2)  EEAREG : Fig 32 Lick i, WEERELL
C3HALOMAEEEES L, 10 BEI2 JM T
10%cells/ml, A#|T 10'cells/ml F T4 L, TMS-19-
QITkuVT IM X hERIHERDELE ORI,

2. LA FIIIHTAINEN

Fig.1 Antimycoplasma effect of macrolides against 50 isolated strains (10%cells/ml)
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Fig. 2 Inhibitory curves of M. pneumoniae

Fig. 4-2 Sensitivity distribution of L. pneumo-
against TMS-19-Q (FH strain, MIC:

phila 50 strains (108cells/ml)
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Fig.3 Viable count of M. pneumoniae in lung ( ! —JM
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Susceptibility of S.pneumoniae against
various antibiotics (47 strains)
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Fig.6-2 Susceptibility of S. pyogenes against

various antibiotics (54 strains)
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Fig. 6-3 Susceptibility of S.epidermidis against

various antibiotics (27 strains)
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Fig.6-4 Susceptibility of

S. faecalis against
various antibiotics (27 strains)
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3. —HAIECH T AIEN

1) KB : S.pneumoniae 47 £, S. pyogenes 54
¥k, S.epidermidis 27 ¥k, S. faecalis 27 ¥Ri=2\ T,
EM 200 JM ziflds LT, ZOMEN R L1z,
FFT AR bFEEEF SO B ¥ 8V Heart infusion
agar % vy, 10% 25 LU 10%cells/ml o ERIEFETE
BeA T8 - 70

2) KB - FEOERME BRI T 5 A K &
EM s X0 JM o MIC flER#E% Fig.6 =R L7,
S. pneumoniae (Zxt3 HAF|D MIC (% 0.39 ug/ml Ll
TT, JM LR, EM LERI%ETH -7, S.pyo-
genes x4 T5AFK|D MIC (% 0.2ug/ml iz &€ — 27 A
Hb, IM XhERTWIA, EM L0 4E550ENTS
5 12o S.epidermidis \xt L TIL, —EAFNCT A
bz, MIC 80 (3 1.56ug/ml Tah b, JM,
EM X bR T\ 7oo ¥ 72, S. faecalis =% LTIL 1.56
ugmlize—27%4KF L, JM, EM X R Ty 7,

II. & A & &

a) IMRRER X0 RSl

D FEBRFE : 0%k L8 TMS-19-Q 1 @12 7F
L7z GC g A 6 xR E LT, M 600mg
I wAF— A —HRICTHEREEL, 1/4, 1/2, 1, 2, 4
F IV 6 R ECMA Ty, BRI 5% 0~
2 5fE], 2~ 4 BERTES Z U4 ~ 6 BRI BRI D R A 4
TR L 7o, MARIEEE, JRAPIEEL Agar well (£ TRl
B LT8R E & LT Micrococcus luteus ATCC 9341,
JWFE R B B YU« 1-2-(1)-0-1 (pH 6.5) #{f
Bl
Rep RS2 0.1IM Y R (pH 7.0) & L.
T{ERL L7

%) TS - TMS-19-Q (Xehfl~ BT <1275
LB, BN LEGZICEES RV, oh
VAR A TR m L 7oA A 7 A 5 % it S B AR &
HMMPEED 7 Y FHBBTE D, #Fi1%. Fig7 -
ALTZL 502, O GCHELLICRLEHIMBHEET
ZMAYREED € — 7 him bR, OFETIL 0~2ug/ml, 7
#) 0.54g/ml, GC $:Ti: 1.5~3.5ug/ml, 4y 1.8
ug/ml DL, GCHEETIZOHEL H B\ M1kl
LRI, ¥, ORTIEAZEIZLL 5 Y+
DRMFEE 02 RLIcEN 28AbRDcxf L, GC
FETIXLf 1.5ug/ml LI EDRE LRGN BOR1,
ReRE % Fig. 8 (2R L7, 25 % 6 BERIE £ Tz
#)3 % mEIRE i,

b)  WEIEAIRBATIRE

1) B RS X Je % 4 412 G C i 600

PREEMARY, MpREREC R e P E R A,

Fig.7-1 Plasma concentrations of TMS-19-Q

(rg/ml) Mean value of 6 volunteers.
oF 600mg/man p.o. in fasted
¢ TMS-19-Q-GC tab.
oTMS-19-Q-0 tab.
1.——
(] Z ) T
00.51 2 4 6
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Fig. 7-2 Plasma concentrations of TMS-19-Q

600mg man p.o.in fasted
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Fig.8 Urinary excretion of TMS-19-Q

600mg man p.o.in fasted
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PEOEUEMBITIROSE LAY vEEBER Y AL
TYER L7co

2) FEERRIEE : Fig 9 w0 L7 51, MEIENBBITIE
Eov— 273 1FEE, 3MEE, 4REBCADLR,
0.12~0.38 ug/ml DfET, RKHC RPE L fc lipiEED
#71/2 OBHERBITIRE "B b h i, L&, @ikEd
L, 6HSRIH, 7HREIES XU 8KRIA & ClT2fiReE
0% LT,

. B KM H R

1) ARAEG, #EHERIOEREE B 57 F£4
B iRHn 58 4£1 % CItBIBAYSE 2 Afts XU
HERBE L Uiz 29 FEBIDO MER B R YSE 2 X & & L1,
KBREMDOHFRIE—HE LT Table 1 2R L 72, Mk
28 B, tMRE T REMMELIANT, Bk 12 6, &

Fig.9 Plasma and sputum concentration of

TMS-19-Q
1.0 600mg head n=4
EEO.
G5
_;'TEO.
Cx
52
c 0.
S g

0 1 2 3 4 5 6 7 s 0°m
10,05 0,341 0.38 10.17 10,07 0.0 — | — |

WAL | 376 1605 | 51|30 62 5735 238144
ok 10231005 [0.14 [0.15 [0.09 [0.08 [ 008 | — | — | —
19.8 | 6.8 | 9.9 9.0 [10.7 6.2 | 8.6 155 4.0 456

L T = [ —foa1lo12 008 007 ST— 1 —
1842203870328 11963 | 5. 0 |30

v1 jorfoas(os| — [ — 012] — [ — [ =] —
26 10|17 10 a3 e a1 o
QMean 10,08 [0.09 |0.21 0.16 ] 0.09]0.09 | 0.04 [0.01] — | —

Upper column:concentration in sputum{ug/g)
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Fig. 10 Laboratory findings before and after
administration of TMS-19-Q
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Fig. 11 Laboratory findings before and after
administration of TMS-19-Q
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Fig. 12 Laboratory findings before and after
administration of TMS-19-Q
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Laboratory and clinical studies on TMS-19-Q, a new macrolide antibiotic, were carried out and the
results were as follows

1) Antimicrobial activity

The minimal inhibitory concentrations (MICs) of TMS-19-Q against 50 clinical isolates of Mycoplas-
ma pneumoniae M. pneumoniae) ranged from 0.0035 to 0.06 ug/ml. The peak MIC of TMS-19-Q was
0.015 zg,ml, which was superior to those of josamycin (JM) and oleandomycin (OL). The growth in-
hibitory effect of TMS-19-Q against M. pncumoniae in test tube revealed bactericidal activity in the
concentration of 0.5 and 1.0xg/ml.

In the treatment of hamster experimentally infected with M. preumoniae the viable organisms in the
lungs decreased to 10%cells/ml on the 3rd day. On the 10th day of drug trecatment, 80% (8 out of 10)
of the hamsters receiving TMS-19-Q showed no viable M. pneumoniae cells upon the culture of their
lungs.

The antimicrobial activity of TMS-19-Q against 50 strains of Legionella pneumophila was almost
same as that of erythromycin (EM).
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The MICs of TMS-19-Q against 155 clinical isolates (Streptococcus pneumoniae 47, Streptococcus
pyogenes 54, Streptococcus faecalis 27 and Staphylococcus epidermidis 27) were compared with those
of JM and EM. The antibacterial activity of TMS-19-Q was superior to that of JM and was almost
equal to that of EM.

2) Absorption and excretion in humans

The average peak plasma level of TMS-19-Q in six healthy adult volunteers after single oral dosage
of 600mg with TMS-19-Q-O tablet was 0.5ug/ml; while same dosage of TMS-19-Q with GC tablet
to same volunteers yielded an average peak plasma level of 1.8 zg/ml.

When TMS-19-Q-GC tablet (600mg) was given to four patients with chronic respiratory tract infec-
tions, the peak sputum level was 0.38 ug/ml and the urinary excretion rate was about 3% on average.

3) Clinical evaluation and adverse reaction

Twenty-nine patients with respiratory tract infections were treated with TMS-19-Q-GC tablet at
daily dose of 600mg for 4 to 19 days. In clinical response of 29 patients, excellent was 10, good
was 15, fair was 2, poor was 2. Over all efficacy rate was 86.22. Neither side effects nor changes
in laboratory data attributable to the drug were observed in these patients.



