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TMS-19-Q OF ARG BHIRC 31T 5 ERN 72 b BRI BRE

ATHEZ - BHERE - % BEA
AEBMLKFEF BT AEEH HE

E2H %
BT RAEH AIRRA

TMS-19-Q DOFAIRGERIEIRIC JsvT % KB O W BERIRE 2772\, TROBREXBL,

1) $EDH : BIRDEED Staphylococcus aureus 17 #Rizxt LT, Josamycin, Erythromycin,
Midecamycin, Leucomycin As, Leucomycin A; & iZISRIZEDHENEZR LI,

2) MAHAEE : 2IEK 600mg RS, 60 MRCEMESHREIC— 7271, LTOER

0.86 ug/g TH -1

3) KRB - BARGREIRELIE 19 flicxt LTEME LARRKREEE, E286, BS540,
2B 4H, EZH2HT, FHRIL 68.4% ThHh-1
4 BEIfEA : BfFALEAC RV TEBDbhiEh o1

TMS-19-Q 2 ~7 r 54 FRAEWEF 2+ <1 >
vo—RHThBrA a4y Ay o 3 fIRLFEN
w7 a =it LTE S hic#HA 4k 3'-propionylleu-
comycin Ag (Fig.1) ©, EHEDO~<7 v 51 FREALEY
BrAEfge, T/ 7 2BEERCH LT, Bhill
HrETHRARBRTH D, HRkDO<7n 71 FRHA
Bk, FARER X HERH BRI h, FEk
20N BCIFBENE LR, TOBEKNHE A
NEEEhTWBY,

4H, RATEARGEHERERIEC ST 5 TMS-
19-Q o XM - EERORF TV, ETOoORELH
1D THET 50

Fig.1 Chemical structure of TMS-19-Q
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LM A7 5 8 4
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lin (CEZ) & Hlesst Lic,

Eagkkieat3 5 MIC (3 Tablel /RT X 5,
o< s 854 FRAENE LRABRIC 7 7 ABIEREN
I ER BN R RS, 75 AREEERCIE
LALHBEH R RS0 - 1o E1, BRSED S
aureus 17 ¥ (Fig.2) x4+ % MIC i%, O. 39 ug/ml
LT 13 # (76%) »REMIEShich, 3.18ug/ml
3 XU 6.25ug/ml i FRFR 1T, 25ug/ml I
32 B L RS EOMEEEY RTHL SRS h, HE
1%, JM, EM, MDM Li3igRZLEX bh 5D,
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Fig.3 Correlogram between TMS-19-Q and JM
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Table 2 Tonsil and plasma levels of TMS-19-Q (600 mg p.o. in fasting)
Case | Age _ B.W. i Time Concentration
No. | (9 e | (min,) Plasma (ug/ml) | Tonsil (xg/g)
I 30 M 5 30 0.56 <0.03
2 L 36 M 74 30 0.44 i <0.04
3. 2 Mo 79 45 2.35 ; 0.49 B
4. 37 M 6 | o4 0.13 | <0.10
5. 2 M 66 | 60 0.76 0.7
6. 12 F ST R ) 1.28 1.01
7. 19 F 54 90 0.70 0.85
8. 6 | M 55 90 0.71 0.25
9. 12 F 46 120 0.53 0.32
10. 16 M 65 120 0.80 0.53
11. M 70 240 0.14 | 0.13

100 ug/ml Ll EDEEmRMEREERICIZED AT, o
Dz Eir JM, EM, MDM & ® Correlogram (Fig. 3,
4, 5) HLILDVCHD I ENTEL, ThHDFER
MHRT, S aureus TR LTI, fid<ses4 &
BFREOTEGEE X R TH, —FORIC kLT,
JM, EM, MDM (0% A xR 3, Zo 8Lk
WCTARIOHENIMED 3K ED LOMEERT
72
II. OERHESABITRE

NERKBEY B E LTABILICEE 11 BICH L,
TEANFBF THD TMS-19-Q-GC $% 600mg * 72k
HE R 5%, 304, 604, 904r, 1204, 240702 H
ERERBE L, RRCEmIL, RAGEENRES LT
MIEFRELYRE Lico B LLREE, ~~Y v X
¢ D.F.P. (Diisopropylfluorophosphate in Isopropa-
nol) #Mnx, €L+ 4 XL, £DLFEL CHCN (=
TihtH#BfE L U, MIEL RROAERITL -1 BE

W24t Micrococcus luteus ATCC 9341 * Fi\ -, Agar
well D Bioassay 1= THllE L7, Standard curve g
Bt MmEER & LT 90% Human plasma %, % /-
#HeA & LT 1/15 M Phosphate buffer solution pH 6.5
w1,

FOR N Table 2 1277 L foo AF| 600mg ZEfgEKT
ZO5% 30 o fE 2 01 FHMmEE 0.50 ug/ml, bk
<0.04 ug/g, 45 HEFHMYE 1. 24 ug/ml, FFdk 0.25
uglg, 60 /HEFHMmYE 1. 02 ug/ml, FEdk 0.86 ng/g,
90 /HEF#MmEE 0. 71 ug/ml, Rk 0.55ug/g, 120 7
¥ M4E 0. 67 ug/ml, Rk 0.43ug/g, 240 /7 fE M}k

Fig.6 Tonsil and plasma levels of TMS-19-Q
(600mg p.u. in fasting)

(ug/g ml)
3+

2+ o — Tonsil level

x --- Plasma level

0.14 ug/ml, FHk 0.13ug/g TH » fo Thb DK
¥RT L0 Fig 6 Th 2 A, MmFFRED -
7{E% 45 KT, L 24pg/ml XRL, LB AT
60 HEIC BHIA%MBTO ©— 7fE 0.86ug/g XAD
Fro LT, MIEHEER X O RIMEBABEXTOR
L, BELREAT VA RBRICHS X O IBbh
Fro HARA Y MEEWTORELDENH DY, KHO
AP~ D BT DBHER TR D & LM TE T

L. B K R &

BHMS7TETAIVRAEIZAE TRAHBHIAFE
3R, EAETRBBE O B AERRS SRR N, =134
Bt E% 1B, BB PERSHHEE A, B
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Table 4 Clinical results B ) o
Excellent Good j;a; i Vl’oor Total
Acute suppurative otitis media 1
! Chronic suppurative otitis media R
(Acute exacerbation) 2 1 3
Acute otitis externa 1 1
Acute tonsillitis 3 1 8
Acute sinusitis 2 )
Chronic sinusitis ) B - o
(Acute exacerﬁatidn) 2 1 3
Suppuration of maxillary cyst 1 1
Total 8 4 2 19

HREER LG, SMEEEREkE 6, SMEIRkEL2
0, BRI ErEA S EE 34, FIEERLIBE 1 flo
&5 19 flicowvT, TMS-19-Q-GC S B\ EEKrH
HufTlc ot BEREDOERT 16~695 T, 510461
wOBTHY, HEFIVCARIX1H 600mg »ERR
Fogs L, BB 3~21 HRITH -7 %
BEYF2OWTIE, BPDRTROKEETRE -1,

CER EFHEER S HE E CRELERSHERL, BT
REELVWHERADRICH D,

HE : EFHREH 6 HE T oREERAEEL, B
RowERLAbhicb o,

2REY  FHBREHE T BB CEROBERELV
K RORERADRI S Do HBUIL6 HEETIE
SRR, LT b ROBES TS Tl D Do

&5 BEIR S EOERSERE T, BIROBE
A bR H D,

BEFOEE L Table 3 IR L,

19 AIDERREE Y FEB A —#ET % &, Table4 i@
TTEREYTHD, SHEEFATR1GIEES, 84
LI R f S TR 3B CILER 2, ERHL1HI&
DEBeH bR ERKCIIROCEERECN, SJWNEE
&Im@%%ﬁ%f%oto%ﬁﬁ%%sﬂ@m%%3
Gl, BF 44, HH1HITEYE 87.5% & EiFn
BB CTH 1o BlAIEKRRE TIIRMERIRNEL 2 Al
BB, BRI Rk S HEERE 3 AIER 261, &
14, LETEACIRE 1 IER DI, Thbo

BREXRET D L, EH8H, FH56, LLHFH4
B, EH2HT, BYHRIL 68.4% Tholo D5
B, —RICHEYE D PIIRERE B Tl s Toh RIF7e
B R DR < W iBt B BIE K St RS CER
EHTE LB ICEAI O\ CEREA2 LR T %,

£ No. 17 46 i%, Bk, TREE AR XS %EH
%0

Wen AT vEBESHD, 7 B L b EEIA
¥HLB Loty VY MY VEETREEFERAR

Fig. 7 Case No. 17, 46y. 0., Sinusitis
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46 y. 0., Sinusitis

Fig.8 Case No.17,

CEAEBEYRD - Fig D, LHERENCCBRLY
25 B % BB L, Peptostreptococcus inter me-
dius (I B Lo £H 600mg/H % 7 BIIKS L,
FERIHEL, BERHkLE (Fig8), ik, FH&
Bes 35 &% o MIC 4% 0. 20 ug/m! (108 CFU/ml)
THoto

BIfF R LEASCED LT, BREECOWTH
AR L% LBON D REEDERMIIED bhith -
o .
Iv. % =

CBEO< 7 851 FRIAEHERFORINC K\ TE
GE LD, BAECKTHHAEINLO E THERDE
R T 55 E 5 D CRRREIED B » oo L LiL
b, SEBAR S hAF 77 = 54 VA TMS-19-Q-GC
FRRRSERHTH Y, BHEELSTL, ThbDS
DIERSEIND SOLHEIRDY,
BATREERRE L BERDBED S. aureus WWHT B AH]
OFE % JM, EM, MDM, LMA;, LMA,, CEZ @
Th &R Lico ZORBIIRI Lick o, B
BT, D=7 e 54 VRAEDE LFEE 774
B REHCIEhcHEN Y R EAS A bR B
ROEED S, aureus 17 #RTIL, 138k (76%) 7 0.39
pg/ml LFCREF BHIEIN 2 Fi, D ~s7e5
1 FREEHETIL 100 ug/ml BLE O EETER b 3
BEDORID, KFIZ A bOMc IR LIRS
F, FEEOHBEEEYELTE D, FFO— 2D

L BiRice MOMWMC VTR LT ewn, 7
FMlds LU 7 7 SRR DL C L i ~
RIA VROVEWE L ZERSEONEI BT LED
hay,

35 R MALEPI 1T 12\ T, AR H% 800mg 2 22iis
e L, ORI OV TR LA, mig
FRRED €~ 71k 45 ARIcH D, 1L 24ug/ml ¥R,
ek { i 60 ki, FHEMABTO €~ 28
0.86ug/g RABDLIIERD <7 = 51 FREAI L,
PP ifas MRt ms = ECE f, i TMS-19-
QGC M HIB LT s h, ®E LB EOND X
Bt okl EORMTHH EELBR, ZOMHIZEL
TLHERD~ 7 v 74 FHICEN, BhTvbLELL
it

HRIRGEHEURARRAE 19 B AT BRI, ¥
%84, HH5H, CHYAG, EH2HIT, HHR
i1 68.4% TH W HHBORAEIGERAD L 5, FHIO
PN 5 5 BB EC L RIFRRES S S h
5o ftk, SEORES, BHECBEFERENT,
Pseudomonas aeruginosa HEHXhi-b DI EHE
PEB LRI, B EEEIAES CRINEI TSR
THORBLRLHEMCE ¥ & - EMD X 5Kk, M
BT & BER S & DIIC# vy TDOBD L DL Y
HHZ LRI, BTHL, ﬁ%@ﬁ@ﬁ&#@%ﬁt
BFXbssDEEZLRD,

EIfFR 2 EMIC TS HRT, $HL%E®@%EK
BRAMDORZE S B bhioh -,
iR, H3EReT - ARRENEOERC LD, 7
7 ABHERERPED BRENER ShTw 22, FAR
IERHRIRE, MRHEIRE Rich, BAEL Ry 7 o5
EROBHRIE, fdo X shFm L VEBEEYR
TEE <7 v 4 FRIEWHETHHAFOFREIKR
EH/FEEhB,

by i3

1) % 13 BERLERELLRE, FRY v HYY
AW, TMS-19-Q, KB, 1983

2) MICREEHFITEFEL  BRNEFELRE
(MIC) HIFE®RBHET w2\ Ty Chemotherapy
29 : 76~79, 1981

3) EEBE H4EYEOBRIBEHEAE FaH
50 : 10, 815-825, 1979

4 B, i S BERT Xs JogLR
MR EASERER I W+ 5 9,3 -diacetyl-mi-
decamycin (MOM)" o 2} ¢ {ff : Chemotherapy
31(4) : 411-433, 1983
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LABORATORY AND CLINICAL STUDIES ON TMS-19-Q IN
OTORHINOLARYNGOLOGICAL FIELD

Harujt KivosHita, SHunkicur Basa and Yosurto Mor:

Department of Otorhinolaryngology, Medical School, Nagoya City University

Tsutomu HaTtano
Department of Otorhinolaryngology, Toyohashi Municipal Hospital

From the laboratory and clinical studies on TMS-19-Q, the following results were obtained.

1) Antibacterial activity

The antibacterial activity of TMS-19-Q was compared with those of josamycin, erythromycin, mide-
camycin, leucomycin A;, leucomycin A;, cefazolin against 17 strains of S.aureus.

TMS-19-Q had the same antibacterial activity as the other macrolides.

2) Tissue concentration

The peak of palatine tonsil level was 0.86 ug/g at 60 minutes after 600mg p.o. in fasting.

3) Clinical results

TMS-19-Q was used clinically in 19 cases of various infections in otorhinolaryngological field.

The results were excellent in 8 cases, good in 5 cases, fair in 4 cases and poor in 2 cases. Its
effectiveness rate was 68.4%.

4) Adverse reaction

No adverse reactions were observed in any cases.



