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H ARG IR ERIEC X 35 TMS-19-Q OFRKA#E

ATEZ WARZ - IMH—%-BEEA
BB SR e B A PR AR At

F~r e 714 FRUEDE TMS-19-Q:GC S 2\ THRAIRH 21T/ -72E 25, KD L5
TiERE B,

D EERARBUR : BAEEEIRGE 57 flic TMS-19-Q-GC $£%, 1H 600mg o5 L
5 LR RIMEBD 2 GBI L7z 85 Flic oW THRIK R R Lict 25, Ex) 21 fl, H% 21
Bl, ==H%50, \LH8HIT, HLHRIL 76.4% Tho1lco EDEF SHAD S L 6 Flik, 1Bk
EAZEEBEHIT, 50625 Pseudomonas 3 XU Proteus n R SN AFIFERRZHSITH - 12,

2) MEFHRE  hEAOSBEEICIE GNB 2% Abh, FOMOFEELHIL GPC AR
oSt 7, GPC £BRckITAHEERIL 80% LRBIFIAHRMTSH 120 S. aureus, Stre-
ptococcus iZxt+5H TMS-19-Q o MIC @ ¥ — 7 (2 & %42 0.39ug/ml 124 b, Erythromycin
(EM) Zi3%4% 4 DD, Josamycin (JM), Midecamycin (MDM) X DB BAETH » 720
X512, TMS-19-Q AR ARG EG & WO BEA RIS his, Bz~ 7 5 51 FitEEofm
PEHE N T % S.pyogenes 33 LU S.pneumoniae © EM B IZx L, TMS-19-Q 13 B iF
EMEN R LI

3) BIEA : ThooBKEMAD S b, 1HICEL, MR, ESOhich, AFESHEFicHy
S UARH L O REBFRIIARBE TH » 1oo BEIKREERH 1L S-GOT, S-GPT, BUN ¥k X U [FREEE
DBEELANEZ LG, F4PlIcBHLRICCTE e -1,

D EDgERD D, TMS-19-Q (X E SRRSO BEE 2 © o 5E O RRYE D R 5 B e K7 &
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Bbhits,

TMS-19-Q (z macrolide FHT4#|T» % Kitasamy-
cin (LLF LM) o—m 5 Th 5 LM Ay o 3" firic pro-
pionyl E %A L7z H¥ A M macrolide ZIEHTH
Bo VI A7 b 7 2k fth © macrolide #IEH| & FAIEE
T, 77 sB#E (GPC) 7 7 21K (GNB) o —1,

HSWE, ~1=277X=7, $XU77:ic7hECH
HAO%XAL, TFREEELTEEXH0 TS LY

FEA TR I Fy v ER A7 2T LTLRGEED
HHETHENRLERATHBY,

Lmd, —i& o macrolide #EE L T 4 HIED
AT D, [EFD macrolide BIKHIZ 7oy = = — 7 /¢
A FL, ok, TMS-19-Q-GC g RIXoE T
4, BIFIZEA92# ~ THpi 74 X, macrolide FIEH| D
RKEMBEATHS MIRD A7y 2 RIELIENRT
WHTH O, FEROFEROYREL THRS LRI
TEhEVbRTW D,

4, bhb iz, TMS-19-Q-GC % * g ka1 {F
At oterz, (LREPTFR BIRKER Rtk W
MEEA S 75 & OB AIEGE BRI RECBIL AL, #
FomRuBk, bz, MESEMELMNL, MEF
kst b EE Lo THE T 5,

I. x¢ E

MEFIS7 5 A X DAEFI58 £ 1 B ¥ TizBY3 % Jhkbe
HRARERIE A ZL Lo RYERE 57 Sl iR e L
Too TOWRIL, SHEFELTH, BhELaMYE
80, SMESNEELRIO, E@lf, SRR 14
O, 1GHERIRERAMEMET O, SHRE 10 f, *
LU THITH D, = DR Aspergillus
DEEINICEMEIRRELD 10l E, M EBREY &
DFLA 2R D 1 DIDE 2 Bl BRI L, AT OB
& EIFROBETHIERL) 55 FEBF TT7c » 7 (Table
1-1~1-3),

ERNT 12 50D T4 B E TR, FHERIT 33.9
+14. 6 5%, FRIE T 30 5K 18 FI & R £ o tcs
HERNEEE 25 B, “ik 30 BITH 7o

IL XH, s&UERSHE

TMS-19-Q-GC §&i, 1ggsic TMS-19-Q % 100
mg EFTHEEHARETH S,

BERIL1A 600mg &L, HAR3EICHEIREDR
17

RS, StHRELTIE 4~13 B, FH80H,
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4.190mg TH 7o

III. fE K &8 =

&%:a:Tﬁﬁm&as%%ﬁ 3HH, 5HEH,
HIUTHBIRAREARROBELET A L5z L,

a) 5H¢Ek,mﬁ*ﬁﬁ“&i By
(1) |
(2) BREWK:HHB HH, Hm
(3) fRIEAEIR « SKhE, EXERERED Rk, E&E. 5
I, ﬁ&%ﬁ PE WA DL -
b) AtEElaE fﬁf’f"lf‘ﬁfk:a.&%’%f;c
(1) {4
(2) BEREER : Mk, #aam, 0, 3E, 5
(3) {BFEREIK : SARGEZEA, FIE, MEHE, k1o
IR - dn, R
(4) X#Bd - 5aiii o Bilimizens L OEE
FH - MER LT Y » — 2 — AEDZFHHEIZ

DT Lic,
o) BtEmbkre, SMEMEAKR L
(1) i

(2) BIEEWR : WHIUE, HTHE
(3) fELER : i, BIE BE
IV. ¥ & & &

B paE, KTROBMEL, REL, BlERE
OFEE, FRHL LRERBMEC L OERL, 500
Ladieffi L7z TCS —x — ML, Rikdk - T
DFEE, A Fa by, POBECI VMBS ¥ EE
L, Dl ilsic LaRR Rk, #4+Faly b0
HME AT L, HRRGERRE . v 2 —~ BT L
720 MO M, [FE, MIC O JEXHR i & B Rt
vz =2 TER Lz, MIC O BIEZH AL EFIE
EAREHE UCEMR L, SEEE s 10°CFU/ml &
L7

V. BE&E, &LUEIER

ARG A, FRigAetRzE L LT S-GOT, S-GPT,
Al-P, YV ©y, BigHElE L LT BUN, MiF7
V7 F =V, —BfEgEEE L L T~E SR EY, T b
79 v b, FRILER, M/ME, BmE, SOEROESR 6
h, RMELLTCREA, Ryevy s -7y, KL
TRETCPR b PUE Lo
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T MBICE VEIFRORELF =, 7 Lic,

VI 2 B # %
EERARDHIER, EREZER &0 B TER O H
2k Y, ER, B, 0B, MmO 4 BT

Lo

VII. B8 & K #&

Pl Br gl B4 — 3% L T Table 1-1~1-3 {2} L

F .
2o

DAL 28 7 G T2 S epidermidis pi508f 2
nrz2 4, S.pneumom’ae D10, XU E coli, P.
aevuginosa, S.salivarius O 3FE I VEEE 7 11
DEt AP ERNE L, S. aureus O 24, I LU P
P.vettgerii, Peptococcus asaccharoly-

ticus O I EES 72 1 OIDEE 3 Filn 2% T

jnconstans,

Z,:)’)T‘;o "”)fJf’i‘ I —j—jl.i_;géﬁ 3 EL/LV_J\\_H:: ff_’ﬁﬂ”ﬁ
LTHE D, EZMED HD S aureus oS i L

7 /))ZJ%’J“""”“’HAJ TH -T2, FAERE 30 H, B
FUNI6 B LG E TR DO HE 2o TE D,
BEEGITOMRL S H LD TH -7

1R A MG 8 Tl REZEDH D S epi-
deymidis HyBEE - 1HID lkﬁb%%ﬁ*aﬂub > 3{1, 47y
Klebsiella,
Rz D

O 7T HlL, Pseudomonas, Proteus,
fitte S.epidermidis 7z &> TMS-19-Q (ZIEFR
HEA S RT, SRS I DT,
S EE% 3PIT L, W3l Pseudomonas i
SEEER TV DIZL b b, FX20l, Frh16 L
Ll IEERS bR TE Y, HEHD LFITLHYT
Hoto
SiEEN
Hxh1HIT,
LRHHIT
L S.epidermidis DVRAE DS A,
S. epidermidis,

WEgs 13 BTk, ERT O BRhs o, e
Arhas 92.3% L BIF R E ST,
12 S.sanguis I @ TMS-19-Q [t H
HEH T S
H.influe-

aureus, S. pneumoniae,

nzae o KAV BEE LT,
BBl AR BB TLENEEA R 2B D
i, %;b 1, %f)l 7 9 & 25l i“”(}}%ﬁiégé‘bp)h.f;o "

SHEN3FIE VSR, 5 H 22 GNB S RE&
DEEER L b b TR TH - EERE
7

v Ebkge 9Py, Exh3H, 56, A1
THIE 88.9% T, W|MEHHlH LI H.influenzae »:
mEEX .

S pIRETR S T BT, ERh 3O R 3B,
lfFJ”ﬁxbi 85. 7"/ ”fomw

LRI R R G YE 55 PlaE &5

N~

, #HEzh 21
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Table 2 Clinical effect classified by type of disease
— T
No. of | | ) Efficacy
Diagnosis Excellent Good Fair Poor
1 cases rate(%)
Acute otitis
7 i 4 3 57.1
media | |
Chronic otitis media ‘
| 8 1 1 6 12.5
(acute exacerbation) i |
Acute otitis externa : |
‘ 4 2 2 | 100.0
‘Otofuruncle ‘
Acute sinusitis | 13 7 5 [ 1 92.3
: | |
Chronic sinusitis ‘ ‘ |
7 », 1 6 ‘ 100.0
(acute exacerbation) ’ |
w I
Acute tonsillitis ‘ 9 3 5 1 88.9
|
Acute
. 7 3 3 1 85.7
pharyngolaryngitis
Total 5 21 21 5 8 76.4
Bl A% 21 Bl, B G, 8 HIT, BHE VL ssasis

76.4% T»H -t (Table 2),

¥z, TMS-19-Q-GC S LA iR TR A
w&h, HE HHENBED ORI - ERN 8 FlE %
nTEH, Cefaclor (CCL), Amoxicillin (AMPC),
Ampicillin(ABPC), Dicloxacillin (MDIPC) &#|®D B-
lactam REFN B E IR T\Wi: 3H TIXLB0FL,
Minocycline (MINO) #¢ & Tix#%%), Fradiomycin
(FRM) #EFITIILRBYDORMTH » oo FIREH
EZHTHIe 3FTLES2H, FH1HTHY, WHE
EHELHBI 8 PIeBr F LoD LEZ3H, B 40,
PREH LB, FEHR 87.5% LENIHEERFETH-
7o

BlfFAz, EFES3HBRED - BHL LA,
BEY ML T ZOBRIBERERL, F# L ORRES
AL & D LIeWEHRED 1 fIARD bR
T Eh ot

FEPRIRA (I3 Table 3 1RT &6 DT, “AFILBAR
HaHrmrd Lhlw” UEo 2% EFAIL S-GOT, S-
GPT, BUN, ¥ X OU'HEBROBED EEN £ 1H58D
bhice 3 &, ARIBERSEECST2E8IHE
NEDLRIE o T,

EEANSME L, Tabled wiRT kb T, hELD
513 Pseudomonas (18.2%), Proteus (18.2%) &
» GNB nHEBHMERC RS h, BigkFEREH
WEF T LT OERA 54.5% EFHLLExR HDT T,
BIAGER TR EL L Rich, Hinfluenzae % ER<
GNB 2 3#: (10.7%) &47s<, S.aureus, S.epider-
midis, S.pneumoniae 7t & D GPC A ERX (60.7%)
CHBEX R, H.influenzae H 4%k (14.3%) #HEEXh
7oo AR, TEREELR T GPC At 81.8% L K¥
wEw, Fofiut H influenzae 2 2 (kA BES Wi iD
Tt ¥ien o oo AHEMRMRERZ TIXANHER 5 Bk 4 Bk}
S. pneumoniae ThH - 1o

SEEEINEE SR, 3 JOREREIFI Table 5,6
wET Y51, S aureus \XEIBKES, StERHkL W
BERATIIRREELL, 2AEHTH -2, FERT
AT CEER R b B bhith -, 2B TOH
BT 66.7% L 2REVERTH - 1en, BERHRIT
75.0% (UF [ ) PEBERSE LT T ORMT
Btz S. epidermidis XRE LT HRKER 75.0%
(75.0%), SIMEEsT12 100% (83.3%) &, el
WRIEMNB LR, 2ETH LR 88.9% (80.0%) &
BIFTERE T » oo S. preumoniae (I 2HRMAEL, B
WEED 90.0% LBIFTHY, GPC &HTIRHAR
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Table 3 Changes in laboratory test results

Relation to the drug

Item No. of cases

Definite Probable Possible Subtotal | Probably not | Definitely not
S-GOT 42 1 | 1 (2.4%)
S-GPT 42 1 1 (2.4%)
Al-P 40 ;
T-Bil. 39 | 1
BUN 39 1 1 (2.6%)
S-Cr. 38
RBC 45
Hb 45
Ht 45 :
Platelet 45 | 1
WBC 45
Eosino. 43 1 1 (2.3%)
Baso. 43
Neutro. 43
Lymph. 43 ‘
Mono. 43
ar- 37 1

80.0%, BRHE 81.1% ThH - 1o TMS-19-Q 1= 3.13~
6.25ug/ml ®» MIC #5R L7 H.influenzae 13, ElIR
fegTOBELE 83.3% (83.3%) LBIiFlisRHET
Hoteo M TLEWEIBELIES2, FLO 72 H
influenzae B THEEI K TH bH, EP 2 1% AMPC
EHHIT TMS-19-Q-GC fxoBEIZ L HELHEALE
WL, EH7 TRENELLBY LERRPRIBLH
Tkh, EEbHDLERTH -1, TMS-19-Q I EZ
ERE > GNB i3 Proteus 33.3% (33.3%),

Pseudomonas 42.9% (57.1%), Klebsiella 75.0%
(75.0%) &L Klebsiella LJAHIEVBBETH > 7o
GNB ALK DY, MOEKLRATHE S L TE

b, ZOREHEX TMS-19-Q.GC ZOBEEDHR LI
EXT ot EHRRERZHEY TR LICRKER,
thE%, BIBEAX VABESh 83.3% LEVIHERT
B o7, EERZEL 50.0% LIEL, £HRMEkRER
ERERI L REXRED L, BEEEORRET
DOUWTIEEERIN D foh s,

FEHELOEERSEERY N2, S aureus 23 ¥k, Stre-
ptococcus 28 ¥k (S.pneumoniae 13 %%, S.pyogenes 7
Bk, ZOffi8H) T macrolide RHUEHR & O HE
FORE: & T 78 » 720 S aureus (Fig.1) Tix TMS-
19-Q (¥ 0.39ug/ml Iz RZH E—7 #HL, EM o
0.10ug/ml X b % %A%, JM, MDM o 0.78 ug/ml X
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Table 7 MIC of TMS-19-Q and other macrolides against Streptococcus sp.

Organisms MIC 105 CFU/ml
TMS-19-Q M MDM EM
S. preumoniae 0.20 0.39 0.39 0.10
S. preumoniae 0.20 0.39 0.78 0.05
S. pneumoniae 0.20 0.39 0.78 0.10
S. pneumoniae 0.20 0.39 0.78 0.10
S. pneumoniae 0.20 0.39 0.78 0.10
S. prneumoniae 0.20 0.39 0.78 0.20
S. pneumoniae 0.39 0.39 0.78 0.10
S. pneumoniae 0.39 0.78 0.78 0.10
S. pneumoniae 0.39 0.78 0.78 0.20
S. pneumoniae 0.39 0.78 0.78 0.20
S. prneumoniae 0.39 0.78 0.78 25
S. pneumoniae 0.39 0.78 1.56 0.20
S. prnewmoniae 0.78 0.78 0.78 0.20
S. pyogenes 0.20 0.39 0.78 0.10
S. pyogenes 0.20 0.39 0.78 0.10
S. pyogenes 0.39 0.78 0.78 0.10
S. pyogenes 0.39 0.78 0.78 0.20
S. pyogenes 0.39 0.78 1.56 0.20
S. pyogenes 0.78 >100 >100 >100
S. pyogenes 0.78 0.78 1.56 0.20
8- Streptococcus group G 0.78 0.78 1.56 0.20
- Streptococcus group G 1.56 1.56 3.13 0.39
8- Streptococcus group G 3.13 3.13 3.13 0.39
8- Streptococcus group G 3.13 3.13 6.25 1.56
Fig.1 Susceptibility of S.aureus 23 strains Fig.2 Correlogram between TMS-19-Q and EM
(%) 108 CFU/ml (;ug/ml) S.aureus 23 strains
100~ =100F
50F
25} .
12.5¢ o
50l i — TMS-19-Q :f: 6.25-
/'// - if\;m 5 3.13- ¢
i —EM £ 1.56f
/ 0.78" . .
0.39Fe 83 e o
B R ERS VA 1 0.201ews oee .
MIC (yz/ml) 0,10+
TMS19-Q 7 10 2 1 21 008/ o
JM 6 11 1 5 <0.050.100.200.39 0.78 1.56 3.136.25 12,5 25 (;Og/;n}l:(;
MDM 5 11 2 5 EM
EM | 4 9 2 8
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Fig.3 Correlogram between TMS-19-Q and EM

Streptococcus 28 strains

(pg/ml)
=100F

AA' \‘ ‘rh»‘ -A.\_ 1 ?—lyl_ 1 |
S0.050.100.200.3 07156 3.136.2512.5 25 50 2100
(ug/ml)
EM

h R2RoBE 5 T\, 100 ug/ml L F O EEm L EM
TiL 34.8%, JM 21.7%, MDM 21.7% &b bhic
A5, TMS-19-Q Tix£#k 25ug/ml T & BEMERE
FRDHLRT, THECOWTIRROEF & & - &
BxBELT 5 Z &M FER X hiz, Streptococcus
(Table 7) T4 S.aureus LRAFEDOHEENEDN, HE
7743 EM>TMS-19-Q>JM>MDM 0 JETH b, it D
HTix TMS-19-Q AiMh D FHNT in R B LT i,
TMS-19-Q & EM DRRZFHARBIZ R LAbDst Fig
2, 3THbh, BREUBECEVTIZ EM 202578,

EM SEMmME-ET TMS-19-Q 228 X itk & /R & 7o\ Bk
NERDBZ ENRDLRI,

IX. % ES

FE4E, macrolide THEEDHEMAERTHS L\ bh
THD, MEHLL, JEREXFRERERED 1979 F
EEEkD EM MitE S. aureus % 74.2%, Lincomycin
(LCM) ittt 55.1% 3 BRD SR EBE LTV 5,
LaL, =%, MY, HErBaBERRELy & -
1980 EHMERE T, EM fitt: S. aureus it 25.0%,
LCM Ml 21.0% Thotcb#HELTE DY, macro-
lide itk S. aureus DY BESREITHRERRIC I b, Mhic
DREIANIEIDD DD ENIBNL B, SEDIRI
D g Tt EM Tid 34.8%, TMS-19-Q Tt
13.0% O WEELZHHhTE Y, HADFKRITHEL
BAETH » 1o INEHL DRI KERBEORERZR T
Hb, BB, AREBEF LD OSBRI KE Y
=2— P HDTWDBLEEZONBEN, bhbhd k5
BRI D SR BYFERZ DMK O RRZH &0, 2
O BRHEYRCTA DTNV L HEIRT, £

B%, P/ macrolide FIM MG &L 705 DX, ARRp
ERBENETHY, ThODEBEL VHEEIRAEOR
MRIZ, HBR, SITbhhbhORBE-D Tk
nEEZ B, R macrolide FAFHSTHIETE 3
TENEZOLNRB, Lk TMS-19-Q Tit EM i
HBO—MbEHTHY, LTOMERIT 13.0% L&
{, o BH AR, Cephalexin (CEX), AMPC ;=
HEXTLEVIER & Ebhicd - o,

S.pyogenes TR\ ThH, /MNEH LN 29.0%, HAY
% 23.0% © EM fiEx®ELTV58, bhbho
BT 7 B 1 BRI EM iR BD bhicie T ¥,
Lad, Ok TMS-19-Q i BSEHE R L /b
BEH 522 S.pneumoniae © EM Mo HEYHE
L, SHENT25THA5 L FH LT3, bhb
ADOBRBE TS 1#k EM MEED?RD b h i, bhbh
DY, B S.pyogenes LFKE, TMS-19-Q it
REMFRLTE D, 4% macrolide fiikEoHma
SX N T\ B, S.pyogenes, S.pneumoniae ® EM
it B TMS-19-Q 2R Mt & R & fe &V 5 3EH
WCHIRD HHERVB ORI,

&[E, TMS-19-Q-GC g%, HEH ARRERIRE
YSEICER LT, S.aureus, S.epidermidis, S.pneu-
moniae IR ENBRICHMINEIRLER, ZHRHK
%, SHIEELTIY, ThFh 95.0%, 88.9%, 85.7%
DEVCERAELR, ZhbOREECK LTiRE—
BIREL LTHRpREATESDO TR W & Bbh
%o Linl, TMS-19-Q % HE I/l GNB »
BRI ohES, BB hEAatERT
T EDEBHRIMEL, ThbOEBRTIE, REIMFAR
FEBLICETOFERIEE LbWEEL DR,

EIfFRE LT 16 (RER 1.75%) CEL, B
— AR RS b D AT, BIRGEEMBRFE b, S-GOT,
S-GPT, BUN, % I O\FEERO—@H0OBRE LA’ E
1B 4 Pl B B icie+ ¥4, TMS-19-Q-GC §
ZEEMDOEVERITH Y, AR PLIEL, SBER
PIEDIRBIE L LTH LI-EH L Bbhic,

b4 ik
1) % 31 mAXRLCEREFESRS, FERY/RYY
AN, TMS-19-Q, KPR, 1983
2) /MEF B, ME & NE BT AERRE
DEEEZ M OBUR &4k, B REK 39(1)
: 121~134, 1981
3) HA #—: ERSMEK O Lincomycink & &

vt Macrolide Fiz 5t 3 % & 52 #o Jpn.J. Anti-
biot. 34(3) : 419~424, 1981
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CLINICAL STUDIES ON TMS-19-Q IN THE
FIELD OF OTORHINOLARYNGOLOGY

Hirovukt Zusuo, Kensur Yamamoro, Hitome KoBayAsHI
and MAsATo SHIRAKURA

Department of Otorhinolaryngology, Kanto Rosai Hospital

The clinical effects of a new macrolide antibiotic, TMS-19-Q, were examined and the following
results were obtained.

1) Clinical effects : TMS-19-Q-GC tablet, 600mg/day, was orally administered to 57 cases of infec-
tions in otorhinolaryngological field, and the clinical effects were examined in 55 cases except for 2
cases.

The results obtained were excellent in 21 cases, good in 21 cases, fair in 5 cases and poor in 8 cases,
and an efficacy rate was 76.4%. Six of 8 non-effective cases were acute exacerbation of chronic otitis
media, from 5 cases of whom Pseudomonas and Proteus were detected to which this drug has no
activity.

2) Bacteriological effects : GNB was detected in many of the clinical isolates from otitis media,
whereas GPC was frequently isolated from other diseases. The disapperance rate in all the strains of
GPC was as high as 80%. The peak level of MIC of TMS-19-Q against both S.aureus and Streptococ-
cus was 0.39 ug/ml, i.e., the antibacterial activities of this drug were superior to JM and MDM and
slightly inferior to EM.

It was found that TMS-19-Q had a interesting characteristic of the lowest resistant rate. In parti-
cular, TMS-19-Q showed the excellent antibacterial activities against S.pyogenes and S.pneumoniae
which are EM-resistant bacteria and against which an increase in macrolide resistant bacteria has
been indicated.

3) Side effects . As with side effects, nausea and vomiting were observed in 1 case but these symp-
toms were disappeared without interruption of medication and the causal relationship to this drug was
unknown. Laboratory examination revealed no abnormal findings except for slight increase in S-GOT,
S-GPT, BUN and eosinocytes which were found in each one case.

From the results of the present study, TMS-19-Q seemed to be useful for treatment of mild or
moderate infections in otorhinolaryngological field.



