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(1) S.pneumoniae (Fig.1, Fig.2 33 X 0" Fig. 3)

AHlD MIC Hfiix, 0.05~0.39ug/ml 1w H —ig

WONTHR LT, SED 22 iy, 2HD~27=
T4 VRIMME L2 DR HDEERVHFEL, T0 28I
Erythromycin (EM) T 0.78 #g/ml, Josamycin (JM)
T 1.56~3.13 ug/ml, LM T 3.13~6.25ug/ml & 8§
LMD BRI TEL MIC xR Lich, TMS-
19-Q T 0.20 3 X 0.39ug/ml THIE/K LB U
MIC &R L7z 2HOMMEZ R &, HEN,

EM, TMS-19-Q, JM, LM o JEicfEhn, TMS-19-Q
DORHEWTHS LM A, 13 TMS-19-Q L 12isR%D

Fig. 1 Susceptibility of respiratory pathogenic
S. pneumoniae 22 strains
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Fig. 2 Susceptibility of respiratory pathogenic

S. pneumoniae 22 strains
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Fig.3 Correlation of susceptibility of S.pney-
moniae
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Fig.4 Susceptibility of respiratory pathogenic
S. aureus 20 strains
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(2) S.aureus (Fig. 4)

AF|o> MIC i3 0.2~3.13 ug/ml & >100 ug/ml ©
2HFTCHA L, SR & A R h i
EM, JM ¥ @k 2 o/ Tu 7245, EM >100
ug/ml, JM 100 ug/ml OFER 1 ok L, TMS-19-
Q it 3. 13 ug/ml DIEHH R L, BREHEILOVWT
DLIEH & i+ 5 & EM, TMS-19-Q, JM DJRT
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(3) B.catarrhalis (Fig.5)

KHID MIC 434ai% 0.10~0. 78 ug/ml 1 —Wpt D%



VOL. 32 S—6

S

Fig.5 Susceptibility of respiratory pathogenic
B. catarrhalis 26 strains
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Fig. 6 Susceptibility of respiratory pathogenic
H.influenzae 53 strains
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#RL, HiE/: EM, TMS-19-Q, JM, LM, Mide-
camycin (MDM) Dz Ty 7o, TMS-19-Q DY
BEHD 55, LM Ay 13AF & RIFRSEONEN %R
Lichy, LM V 2B S IE NS » T b,

(4) H.influenzae (Fig.6)

TMS-19-Q » MIC iz, 0.78ug/ml 1 ¥ fiid 3.13
~25ugiml THAEL, ¥— 271k 6.25ug/ml Th -7,
EM iz 1. 56~6. 25 ug/ml iz 4343 L, Lincomycin(LCM)
i 6.25~50 ug/ml LHLESINS > T\ 7o, ABPC i
0.2~1.56 ug/ml 5 L ¥ 6.25~25 ug/ml O RN TR
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Table 1 MICs of antibiotics against parent strains of
H. influenzae, their L-forms.and the revertants

Antibiotics Parent strains L-forms

o and revertants |
\BPC 0.1-25 s/ml” 1,000 prg/m)
CTX 0.013~0.05 pg/ml | >1,000 ug/ml
M 1.56~6.25 pg/ml 3.13 pg/ml
TXNS-19-Q 3.13--25 pg/ml 0.78 pg/ml
cp 0.39-6.25 ya/ml 0.39 ug/ml
LLCM 12.5--50 seg/ml i 12.5 pg/ml

.. . w
19.17 of strains tested were 2-lactamasc-
s
producers

i L, TiHEBE3NT B-lactamase FEAETH » 1o

2. PRGBSI H.influenzae © L B2 %3+ 5 L
[E=p))

Table 1 .z LB L, FOo@itis JU—ELMECL
RBRC R S RO MIC X & LTREL
T Whmthiam =~z X »T MIC (g2 R7ic b, MEk
(% B-lactamase pE4: D ABPC B TH - 7oh%, 185
FkTIX, B-lactamase PEAERER 4 » TRZFM L LIz 2 R
==} BD 5N,

TMS-19-Q 12, #ibks X @B o MIC 1
3.13~25ug/ml THo71:25, LEE D MIC 11 0.78
rg/ml THY, BRECEN, LEH G2 HED
FEELCER T,

EM (3, 1% 1.56~6.25ug/ml (=3 L LAE 3.13
ug/ml TEZMEDILIX7eh» 72, ABPC, CTX @ §-
7 7 2 nFhzoVT, LB >1,000 4g/ml TR
TR R o1,

3. MEREERR O MR EE

Table 2 |Z/R U7z X 5TfER] No. 11 @ 62 jhict,
{FE 41kg DEHLAERZLBET TMS-19-Q-GC %,
200mg ZERRRF RGO MMAYREEL, 30 Hikic©— 78
0.52ug/ml %7RL, LM%, 18 0.38ug/ml 2 K50
0.18 ug/ml LB L 7o MEHRFRBEE, 5B LU
PRRE 20 ZOREHUIBRIETEETH D, PR 80 kT
0.08 ug/ml, 2Bslf% 0.16 zg/ml, 3.5 T 0.12
pg/ml FIR Uty AREEFNL, S.preumoniae 1= X 54
PERTEIEGITH D, BAEICH TS MIC {EiX 0. 20 ug/
ml TH D, FENSHIMERREE LEZ 2 oftixeTF
Bz, BAEIBREIN, BROSBEZEDHTE-
o

4. BRIRAVEGT

KEITHEBRE XTI » 72 19 iEF%, TMS-19-Q.0 $¢
ZH5D 3FERE TMS-19-Q-GC 5D 16 fEGiz &
1, iE3E% Table 335 X U842, FEEREHRE % Table
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Table 2 Plasma and sputum levels of TMS-19-Q + GC tablet.
Case No.11, T.A..Female, 62 y.0., 41kg, Chronic bronchitis, rheumatoid arthritis
TMS-19-Q-GC tablet 200mg orally administered before meal
(ug/ml)
After administration
Before | 20 min. | 30 min. | 60 min. | 80 min. [ 120 min. | 210 min.
Plasma level 0 0.52 0.38 0.18
Sputum level 0 0.08 0.16 0.12
Table 3 Results of the treatment with TMS-19-Q-O tablet
Case | ,, B.W. . . Underlying | Bacteriological | MIC | Dose of TMS-19-Q|Clinical| Side
No. Name | Age | Sex (kg) Diagnosis disease effect (uzg/ml)| ‘mgXtimeXdays) | effect | effect
. S. aurcus(#)
A .
1 |Fo. |s6| F | ap |Acute  |Chronic | N.T. | 200x3%X7 | Good | (-)
: pharyngitis | bronchitis (=)
Acute Gallstone S. aureus(#) )
2 S.F.| 47 | F 48 ... |Hemolytic } N.T. 100X 3 X 7 | Excellent| (=)
tonsillitis anemia (=)
Chronic S. pneumoniae
— 7 7l —-—
3 |HK. | 8 | M 41 bronchitis (=) 1><1(Z /ml N.T. 100X 3 X 7 | Excellent| (=)
(=)

* I Not tested

5 BXU6iZthZhRT,

(1) BLER IVCHE¥EODE

BEEOHRTEh > RO 1HE, P aerugi-
nosa D LEIE® 5 - 7c 1 % R 17 ERADORKE L 20
HROBEBRMEFNREY Table 7 12iRk$, 17 fEFIF
14 PH E—ERY, IFANERERRT, HEEOEE
B3+ XT H. influenzae & S.pneumoniae O HEYE
Thotoo BWEINCHE L HEENBREY XD &, S
prneumoniae N 10 Bk e |D %L, TOTXTHKHFE
LETREI N, R\ T S.aureus & H.influenzae
DR A ABRTH DD, S aureus NI XTBEEINID
w3t LT, H.influenzae \¥ 4 Bfvh, SH:KE KIEMR
T S.pneumoniae * DEREHRD 1 kD Zh L L,
BHRESZRIEAD 3HRIIFRBEEBR LR L, Bz
H%ED 3R 2 kkiY, S pneumoniae b DEHEERYLT
»5HH, TMS-19-Q iz X b S.pneumoniae BRE I h
TSRO LN L, FOMDOEEEL, Strep-
tococcus pyogenes ¥ X O° B.catarrhalis % 1 #C
Hb, WTFhiFdHc L YREI L,

(2) MER%HH

RS RAY Table 8 wird, TMS-19-Q:0
S5O SEEG TIXES 2, H% 1 THHR 100%,
TMS-19-Q-GC £y 50 16 fEGITIE, E#1, Y
12, ©RER 1, EEh2 THEYHE 61% THH, £ 19
FEFITOERRIE 84% Tholo RRERE LUED
D 3FEMLTRC H.influenzae B\ KE & LTHEE
L, AEFEHY H influenzae HBE LIEATH
<10

(3) LBECHTHHBREOREA

P No.19, M.N., 73 #, &, BEEKELL B
& (B UIBRM2) Al

B 12 ERICEBRLTER D, FORBOBERII,
5 FRTA D, B, RO BB EM VTR Y,
EMEE U TR TS L 5Tt o ko KRR
THREYZFTE D, P H influenzae i X HHEE
KR L, D% P. aeruginosa R Lictn Yt
NS hIEABR Lico &M EH), Cefmenoxime
(CMX) & Cefsulodin (CFS) 0t B#& L& & T P
aeruginosa \34% LBBIRIER 3T 5 »5, KHES
Yeb+5 & 2~7 BT P.aeruginosa HH I LEK
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Table 7 Bacteriological response to
TMS-19-Q treatment
Species No- .Of Yo of Strmnsl - ;/;c(::riological
strains |- radicated| Persisting| cure

S. pneumoniac| 10 10 100 %
S. aurcus 4 4 100 7%
H. influenzae 4 1 3 25 %
S. pyogenes 1 1 100 %
B. calarrhalis 1 1 100 %

Total 20 17 3 85 %

FERVPBORET ALV S EXBR VIR LI, B

CMX & CFS 2 X 2 i@R%D 2 MOFHROERN L,

P.aeruginosa ® LB IRIE L1 7o EHIER 51k
LagEbht, £2T, #3EE

HERFE TERLAC

o CMX & CFS pfRmHEiz LD,

P.aeruginosa »:

B HHEEL, BRERIHEL S TIHET
TMS-19-Q-GC $%, 600mg/H, 4 3#5% 5 AR,
St WAMBORS XL LI, BOBHELEKE
FEIRWE O F IO\ TREX T2, 70 Bilichi:
STHEEOHEDOHE X DY, BREREEL AR
BEL7: (Fig. 7,

(4) EIfFR

&mEo TMS-19-Q # 54 19 flickvT, g
M EMEIERIEL RS T, FAFCRRETS EBbhs
e EHRE L2 BHBRhEn -1,

II1. # ®

B, WEE EFREROBRKRERD X¥12 8-77
2 LEINEDTE Y, FREBEBEEDHFICETHE
DELIIBAHETH 5, MK S ETERPESIVE
WREL S, BHMEOELHRBEAEL 77 ABHK
BTHH, Fruz Mycoplasma pneumoniae DF{ThH
MbsEVSHTHD, Lich-T, FIENOE,IL<

Table 8 Clinical response to TMS-19-Q treatment
] ) No. of No. with response of % f}f
Drug Diagnosis C satisfactory
ases | Excellent | Good | Fair | Poor | clinical response

Acute pharyngitis 1 1 100
Acute tonsillitis 1 1 100
O tablet Chronic bronchitis 1 1 100
Subtotal 3 2 1 100
Acute pharyngitis 1 1 100
Acute tonsillitis 1 1 100
Acute bronchitis 3 1 2 100
) Acute pneumonia 1 1 100
GC tablet | ¢ponic bronehitis 7 4 1 2 57
Chronic pulmonary emphysema 2 2 100
Chronic bronchiolitis 1 1 100
Subtotal 16 1 12 1 2 81.3
Total 19 3 13 1 2 84

Fig.7 TMS-19-Q treatment against L-form of P.aeruginosa

Case No.19, M. N, Female, 73y.o0., Chronic bronchiolitis, gastric cancer (operated)

1

X ll'I 1983 1710
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E %CMX +CF
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culture 107

S %
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CRP + -

100 52 60

i___

68

=) =6 EEEE
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ra54 FEICE »C, LRI DR RE AL
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FTOREID L 5, 1970 FRCED, BETRER
nEORIE LT, SHAPBEIELRTEVTY,
FERAEOHE 1A S. pneumoniae H% H.influen-
a6 CARE -T2 EMD, BRENC< 7754 I 7 4
HOERERYIEN T H 2 & Lle -1 —7, &R
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LABORATORY AND CLINICAL EVALUATION OF TMS-19-Q
IN RESPIRATORY INFECTIONS

Keizo Matsumoto, Yosuio Uzuka, Naoto Rikitomr, TsuvosHt NAGATAKE
Harumi Suisaipo, ATsusHi Takauasdi, Tomovuxr Harapa
and Kiwao WaTaNaBE

Department of Internal Medicine, Institute for Tropical
Medicine, Nagasaki University

TMS-19-Q, a new semisynthetic macrolide antibiotic, was invented in order to improve absorption
from intestine and antimicrobial activity against both sensitive and resistant strains to macrolide
antibiotics. Laboratory and clinical studies were performed on TMS-19-Q to evaluate its usefulness
in respiratory tract infection.

MICs of TMS-19-Q against Streptococcus pneumoniae, Branhamella catarrhalis and Haemophilus
influenzae, main respiratory pathogenic bacteria, showed monophasic distribution with ranged 0.05~
0.39#g/ml, 0.10~0.78 ug/ml, and 0.78~25ug/ml, respectively. However, against Staphylococcus
aureus, another main pathogen, biphasic distribution was observed with ranged 0.20~3. 13 ug/ml and
over 100 ug/ml, and higher MIC phase consisted of resistant strains. Antimicrobial activities of
TMS-19-Q against those four species were slightly inferior to EM, but TMS-19-Q inhibited growth of
some resistant strains to EM.

Concentrations in plasma and sputum were examined after the administration of TMS-19-Q-GC tablet
to one patient with chronic bronchitis. Maximum concentrations at the dose of 200mg before meal
were observed 0.52 zg/ml at 30 min. in plasma and 0.16 #g/ml at 120 min. in sputum.

Nineteen cases with respiratory tract infection were treated with daily doses of TMS-19-Q of 300~
600mg divided 3 times for 5~14 days. Clinical effects of 3 cases treated with TMS-19-Q.O tablet
were excellent in 2 and good in 1. Those of 16 cases treated with TMS-19-Q-GC tablet were excel-
lent in 1, good in 12, fair in 1 and poor in 2. From each 3 cases with dissatisfied clinical result,
Haemophilus influenzae was isolated as pathogenic bacteria.

No adverse reaction and abnormal laboratory finding was observed.

It was concluded that TMS-19-Q was an useful antibiotic for treatment of respiratory tract infec-
tion, especially acute one except for infection caused by Haemophilus influenzae as other macrolides.



