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CHEMOTHERAPY

TMS-19-Q-GC gz KrE Ry - ERR AR

EFHE-FRABL-ILUEZE B H K0 EoRRE
HHRFEFSOENFH

TMS-19-Q-GC gD R, BRI %7787

1) BELERART VT 47 5BERL, AFlL 400mg WIRX ¥, Mifidd L OMERFOEIT
BEER JIE Lo MBI, FIHET, 154 0.324g/ml, 304 1.15ug/ml, 60 4 0. 95ug/ml,
1204 0.46 ug/ml, 1807 0.28ug/ml 3 X' 2407 0.17 ug/ml TH H 30 H{EIZ peak */RL
720 MEERIREELT, 154 0.08ug/ml, 304 0.28ug/ml, 604 0.23ug/ml, 120 % 0.10ug/ml,
180 43 0.06 #g/ml 3 L UF 240 4> 0.02ug/ml TH b, 304fHIZ peak #/L, MIEHEEDH
1/4 THoto

2) TMS-19-Q-GC §e& N FEMALIBIEIRE D 21 TNC{ER Lo, &5, 600mg # 1 A&
L, 3EIATTANBEORE L, BEHEL2 8067 Bithico7e BIMES 1 FlxB
72 20 Plsh 15 BIDSEZITHERR 75% Th-1

MEOBRZIIMAER Y Y, HEEHDORBEAY BT T needle aspiration 12 X » TESR B
77> 720 20 B0 6 ;= needle aspiration #477c » TfEXFIIL, 3EMS 8FHE B X
i,

EIfERORBEA L, BREE CREEOIFBRME Y 1 ik bhich, K L OEEET

SEP. 1984

BT 10

TMS-19-Q 2, 16 AR~/ n 71 VRUEVHETS
% Kitasamycin » — K 4 T % % Leucomycin As o
FHKETHD, b 16 AR ~7 251 Fick~, HE
DL, MFBENELFEARZ L7 413,
IR, B, Mycoplasma, Legionella pneumo-
phila, Campylobacter = h#: &\ b T35,

R, AEFURCREER NS T2 RKBoF Atk
IUEREXERMCBRE TS L L L1z, KAoMmFE
X O R EE Y E Lo Tt TERET 5,

I # @ R B

1. KBk

BRI AET v T 4 7 54t L ((h&E 50~T72kg,
ERE 26~47 ), ZEBiFRIc TMS-19-Q-GC £t 400mg
7K 200ml L LicpRE e, 5% 154, 304,
6047, 12047, 180 735 X U 240 DM M1 2s X OWEiE %
L, ZOBTRELIE LI,

1) BnEF%

a) M

MK Sml % ~-2) v, 0.3M DFP (Diisopro-
pylfluorophosphate) 50l #fn%, 3,000r.p.m. T 10
ST ODEE L2 5o (il 2ml # IE#F T CH,CN 6
ml AT, 3,000r. p.m. T 10 2REO0BEL,
WETwEL23 D% 20% CH,CN £ 80ml 1/15M
Y VAR OET 0.5ml (2 THEM Ltk & L7

Ve

(Table 1),

b) MEW

BT Lo BAM A L, =@ 5ml% MeOH:
CH,CN (1:2) B&EM 15ml O R~ T#%, 3,000
r.p.m T, 10 AELEOHEE L 72D EFE*BETER
L, ZOWEE 20% CH,CN 44 1/15M v v
AT 0. 5ml T THEAR LRk & L7z (Table 1),

2) WMEE

1A%, MERE & 4, agar well #:T bioassay #177c»
oo WIEE & LT Micrococcus luteus ATCC 9341 %
{H/, HH B pisss « I-2-(1)-@-1 (7 + v 6g,
fifd==23g, =% A15g 7 FuhElg, %X 15¢g
#7KT 1,000ml & L pH % 6.5 123%) ¥HA\i, &
well 1238 A 80ul FEA, 37°C 18 Ryfss L1z,

2. R

A K 400mg LB iR EE L, SEHET, 15
4y 0.32ug/ml, 30 7 1.15ug/ml, 60 % 0.95ug/ml,
120 /> 0.46 ug/ml, 180 4 0.28 ug/ml, ¥ L T° 240
4y 0.17 ug/ml T 30 /Hiih: peak %7F Uiz, MERFIE
4, 154 0.08 ug/ml, 304 0.28 ug/ml, 6074 0.23
pg/ml, 1207 0.10ug/ml, 1804 0.06 ug/ml ¥ L O¥
240 7> 0.02ug/ml T 30 7rfE A peak # 7R L, 14
i EEDHKy 25% TH -1z (Fig 1),
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Table 1 Method
TMS-19-Q-GC 400mg
Blood (heparinized) Saliva
! |
i
‘ DFP
Centrifuge
———— MeOli : CII CN
(1:2)
Plasma
[
|
? CH:CN
e ——
l
Centrifuge
Evapolation
Bioassay
II. B& : B
Fig.1 Plasma and saliva levels of TMS-19-Q o iz— %:‘ ’*_ # \% T o
after oral administration of 400mg Lo MRS, 85T XU RHIEILE

MR, 1982 ET A6 10 B2 TD 47BNz, &
12 —e—Plasma concentration HBICETRRE DM 2 F 35 U e 1 R L e g B
c¥ 0 o Saliva concentration mAf&aoﬁﬁomﬂg.m%ﬁ&&;om.ﬁﬁ%
i n=5) BEAT Ol % ABIOEEH 21 BlTH o720 05 b
sz 4 Case 10 ZHIHFTA 10 SR T, ARDEHECH
£Z TG E LTRIML, 20 Lo o0 THH A7 -
S Co.6- oo PERNEBHE 13 Bl &1L 7 GITH -7 Mz 21
éc By D 68 iKiZdrtc o T B
2 o4 Beb-Jiidt, TMS-19-Q-GC &% 1[@ 200mg, &
5 0.2+ M3EDOEAZET, 26267 BMOBEMTS -
Z Feo HATIE LT, MORAEDE, H4H, HERA L0
S B R E— DEAINS, RTRADICRET 720 & 510, P ERTEC Mg

Time after administration(hr.)

(RBC, Hb, Ht, WBC, Hemogram, Platelet), FFi
Rt E (GOT, GPT, Al-P) & 5 U 2kt (BUN,

Mean valve S0 ug ml - Creatinine) o AfBE ARGz DU THZES [T - 70
Timaedrz&l(i:tmlinn*hr.‘)' 0.25] 0.5 ‘ 1 2 3 4 _ El]f’?fﬁ@ﬁ_g%{:’)k‘f(iy %%#U%E(i%*}é/w@\:
m“m”“““”m“f&%t&%:&%t&gtgﬁf&% L, BT UG LT check U, REOHE L %
sativa concentration [ §-8. 4 3. 03], 000] 0705 <03 | opvmamEs i,

FHE G2 L D EROROHE L, BADEARES
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Table 2 Classification of disease and therapeutic effect
Diagnosis Cases Excellent Good ! Poor
Periodontitis 9 1 6 2
Pericoronitis 7 5 2
|
Osteitis ! 4 3 1
l
Total 20 i 1 14 5

DHAEMEDRHEEED IR ERET X b, #53
RO G S E5HA R OAT SR TR LTHRD,
FEREE, 0.7 i ExES), 0.3 UTHEL, FO/RO
LOREHE LI, ¥72, BEL LTEBCEREDE

X DHIERER, B, RER, EHO 4 BT
I8 720

2. {FARK

Table 2 3 X ¢° Table 3 (Z7#T X 5 iz, HAMALL
T, 9B 70l (FER1GEET), SlEEL T
70561, FETE, 401F3FIEREHEIR,
&5t 20 GIhBERBUL 15 GlLieh 75% DEBHRTH
kel f;o

BEMFERGIT A D &, HEFIRES 20 AL LT,
BEBIFER IEFITH Y, BHFIL100% TH -1,
BERIFEAL 15 E 5 19 AL o T, 3R,
B2 EGIT, BARRIL 67% ThHo1o BWERTFEAN
14 BT L DT, 14 EGIF, BZh 10 fEGITEL
it 71% TH -1z (Table 4),

FAZERE X b needle aspiration % 6 fEFIZT7cLy, 3
FEGID SMEN DS, 8HHTH » 7 (Table 5),

PR, REFIZOWTHENS,

fEGl 6 R K,

1982 £8 A7 HX h, 7 %M, 8A 11 HX bl
PHEEY, BA, YBwz, TMS-19-Q-GC g 600mg/
day 4 3, 3 BRI Lico BEREME, 15 &, 3 H
BOFERE, 4mEY, FEARIK 0.27 TEHHTH-
2o

B 16 e RE s,

1983 F 9 AERL H, 8EEmuxE 2, HEWCT, 9
B10H X » 98 12H %, Amoxicillin (AMPC) 750
mg/day 3 HM#R & S hio 2, fERE, BHeT9 A 13
A4ft %22, TMS-19-Q-GC %t 600mg/day 4 3, 3
ARG LR L, ZEREEA 13 &, 3 H
BOFFRLE HT, FEALX 0.62 THEHTH - oo

EB 20 T,

19828 A 12 H X b, 4IMAFERERMB, 8 A7 H

LR, WAFEM, Frr-—- oo TMS-19-Q.
GC £ 600mg/day 4 3, 3 BRI E L o RERMFER
%20 &, 3HBEOFARXT AT, FAHIX 035 &

DEBTH o DEEREEIL, a-Streptococcus 2 ¥
L P.magnus 18kThH 1o MIC 1 Table 6 iz7x 3
X 51z, a-Streptococcus 0.10, 0.0125ug/ml P. ma-
gnus 6.25ug/ml (103cells/ml) T % » 72 = » P.
magnus ¥, Josamycin(JM)100 ug/ml, Midecamycin
(MDM), Erythromycin(EM) >100 zg/m1(108cells/ml)
L, o= 7 e 74 FRIRIEEMRETH- o

EB 21 PR

1981 £8 AKL Y, ERTHOER R L BB
DIRTLIE, 1982 £9 A1 EX4BwE, HAFIH,
N v —oExfriewy, TMS-19-Q.GC £ 600mg/day 4
3, 5 HEIRRG Lo, ®EMEFRZ, 23 5, 3HEDOH
AL 10 B h, FERHZ 0.43 THEHMTH 10 &
W B 1, a-Streptococcus, E.lentum, Bacteroides
sp., P. parvulus T - 72, MIC (10%cells/ml) i3,
Table 6 "+ X 5, £hih, 0.0125 1.56, 0.05
B XU 0.39ug/ml TH o1,

SETHEE I D B

fEf) 8 BRI/ K,

TMS-19-Q-GC % 600mg/day 4 3, 3 HEI# & L
too BERIFEAR, 114, 3HEZOFERE8 HEkh,
SEAHIT 0.73 TERE L, HBYEOEHT X 5 HE
i, RRBERT, HUEER, ZEEMRE LI, U, &
EEREBER Lo MBERERMR 2R v Tix, WBC
11,900/mm? » 5 3 A Hiz 7,100/mm? & 3FE L T\ 12,

EF 9 BEMERRK,

CTIZER s L O BR A X/ & L TkE, TMS-19-Q-
GC %t 600mg/day % 3, 2 HM#ZE, ®’EHFESQR,
13 =, $3RHDOESE 16 H&inh, FEAHE 1.23
Lie BB E I8 o 1o

TMS-19-Q-GC gz % % 3 M A DIk L, % Tala-
mpicillin (TAPC) 750mg/day 4 3, 3 A5 T8
EBrAbhts,
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Table 4 Points from criteria before administration of

TAI5-19-Q Table 5 Isolated organisms
Point) - Ex .
( % Excellent Organisms Strain
11 ~ > ° © Good
a-Streptococcis 3
12 5 e e ® Poor
13 c - 5 ° Bacillus sp. 1
14 o) P. magnus 1
15 o7 E. lentiwom 1
16 o} .
Bacteroides sp. 1
17 o
P. parvulus 1
18
19 Total 8
20 o)
21
22
23 C
Table 6 Antibacterial activity against clinical isolates
MIC (gg’/ml) 10" cells/ml
Species T T ;
TMS-19-Q M ’ MDM I EN | ABPC CEX
Case =1 | ‘
Luevithi, sp. 0.20 0.39 0.20 | 0.0 0.05 12.5
|
Case 220
a-Strcplococcus | 0.10 0.20 0.20 0.05 0.10 0.20
a-Streplococeits ! 0.0125 0.0125 =0.0063 =0.0063 =0.0063 <0.0063
|
P.magnus 1 6.25 100 >100 >100 0.39 12.5
Case =21 ‘ ‘
|
a-Streptococcus ‘ 0.0125 0.025 0.025 0.025 0.025 0.78
‘ f
E. lentim I 1.56 6.25 L 125 1.56 0.39 12.5
Bacteroides sp. ‘ 0.05 0.05 | 039 039 | 6.25 0.78
| | |
| i
P. parvulus ‘ 0.39 039 | 1.5 | o R 12.5
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JEBI 15 g R %,

BHERFS 12 &, 3HEOFFEAIR 10 fEhkh,
AKX 0.8 LA hER L Lico TIREOERITLS
HETIE, 2B THY, FHEEME, 5 8B iT
s, WRALTE L, MEHREN H 2w T,
WBC 7,600/mm3 » 55 H Bz, 6,000/mm?® iz 7c »
Tuio ¥72, FEBROBEMSENLA LR, KEL
OEEITHTH - o

fEG 17 R %,

RERZES 12 &, 3HEOFMIZIAT, AL
0.75 TEH LIt otco FREDERIZ X 5 HETIL,
SRHHTH Y, BEEMEE, UEHELIR LI,

fEB) 18 T,

REMFES 17 5, 3AHKOFML 17 85T, Fak
» 1.0, TMS-19-Q-GC %t 300mg %4 3, 3 ARIZLEL
toms, B 3BEHEO#X b TAPC 750mg 4 3, 5
RS, L#EHREEZT LI,

3. ®IfEm

TMS-19-Q-GC ey 51z X 2 BIFEA L 21 fEPRz R\
THB BRI -0 AFIREE L 17 PITER IR
LA A R LAy, 1o\ TEREOFREE
Hi% CRFE OBEIRE) &R LMY, AFIE
BEnr % LEISRDBEFILED SN » 72 (Table
7%

I11. # b

AR AES VT 4 7 5%z L, TMS-19-Q-GC

% 400mg A PIRX Y, M 35 X O EIRRE & J
B Lic, FHIHEIT, Flg 11z TL’_I‘BZ_. Mt X
O, MREEREERL X Bz 30 /At peak THH, WHIT
BB A b, @ﬁ*fﬁimm¢&gwﬁ2ﬁé
THoTs

ORI EOR AL, MRS OMEY T
75 LPEMEEREANS 57.1% % dith Peptococcus, Pepto-
streptococcus, a-Streptococcus OBEHE FVEW
HRTW5, &, a-Streptococcus O TMS-19-Q 1=
135 MIC 12, m%mymlf,ou)%foQM%
(ng/ml) T3 -7, MIC &iiEdids & UMETIREREED
Zoh WML IR LT AR B k, AR T, 4 RERIE
2% 0.17 pg/ml TH H, MIC ML EDEEZ > Tl 70

§¢pg@@2@/@@ﬁ¢¢W1z,2ﬁ@@ﬁ
0.10ug/ml TH b, MIC LLEXF->T7 fEAE
EBPEREO SO 75 ABIEE S L UIRRIEE D
MIC 13 Table 8 ® X 5im750, thbXh, HLED
ﬁﬁcxbfﬁmﬁﬁoghaGMMmes%ﬂU
&,VaA%ﬁﬁ%mﬂLf.ﬁmfﬁackymb&

P
Zo

Table 8  Antibacterial spectrum of TMS-19-Q

10%cells 'ml
MIC(ug 'ml) TMS-19-Q

S. aurcus 209P-JC 0.20

S. aurcus MS 353 0.39

S. aureus SMITH 0.39

S. aurcis TERAJIMA 0.20

S. epidermidis Sp-al 1 0.39

P. indolius M17 0. 1<() -
P. indolius M18 0.39

P. magius 0241 0.241
D.oprerofii 0444 =0.05

I fragilis ATCC 25285 N =0.05 N

.ol ATCC 29327 =0.05

TMS-19-Q (%, fitED@ET
LRI S TEBERBLTWA EWbRT V5, &M,
FEG] 20 X D BEEXMArs Pomagnus 1%, JM, MDM,
EM o MIC (103cells/ml) (x\~Fhd 100ug/ml L E
TH -tz ke, TMS-19-Q (% 6. 25 ug/ml & ZZ 2t
A REERS) 57 72, Clindamycin(CLDM) DL
Kt = BS54 FRIEIZRRD, ZOEREEL~-
resA FEAUT, MELEITDEVHRATV S,
L EE LIEBTERD, FEFIL R X00191x, TMS-19-
Q-GC ity 531z CLDM THEYZT, WThi®E
PERD LNTeh - TERIT B B AL, TMS-19-Q-GC #
EIZ X DEIEMED ORI SIREKRE

EEIREVRE T, DREFUS(LIEME B 20 Pliz({ERA L,

WGE%X%G F oS PIDEHIESIZ S VT,
sz 51z, BERIFESES 14 SUTOBRER
4ﬁ¢%<uoh;osﬁm05%@ﬂ~ZEéh_
20T, b0 3ENIMEERIC L DEEROUEY AT

HDO=r7e T4 FE L

WE,
ok oz, AL, MEAACL, BERANCD BREF
neERAESR, KA X AEIEAS JUBEKEEHESE

%1, BEOHEBEEAN 1FIIAs 2 HRNTIZED
HRF, DEEFROBEL L, RO IR
Lffmfﬁékxbhmo

o35, MeRifEE LIETREERT OV T, BiREd T
ﬁ?%%f*b. ¥, BHEECOVLTORENL, i
AREAFHEE D L O L H b THRERSET TRk -
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T b, 3) MEo®FET, HZEEX » needle aspiration T

Iv. £ & 5} o TEBLRLEHBTs 2o 20 Fld 6 flic

1) BEREAEBRART VT 4 75481, TMS-19-Q- needle aspiration # {77z CTHMEREFEIL, 3%EGld
GC g% 400 mg AR X, MEEFE JOEBERFOBT b 8BS BE I hto

BEYE L, miFhs X UEEHEE & $IT305E 3 Bk
i@ peak /KL, FHET, mEHEER 115 gg/ml, 1) %% 31 EHREYEEESELRE, FRY VRUY
b s 0. 28 ug/ml TH - Fo 4V, TMS-19-Q, KR, 1983

EERCRIBIE, MIERREDK) 1/4 TH o1 2 W E ATEH, B B, EARKE: &

. R Xt 3 2 MEME O R RFIEEHIT D
-19-Q-« rie A =) iz ©
2) TMS-19-Q-GC e N R (LIRIELRE 21 Tl o EEFE 101) : 120~160, 1982

ERLI, B7@E 60mg 1 REEL, 3HIEH 3 MIREE, FHEAN, EAHEE, toRKS,

FTRIMEARS Lo Z5HRIZ, 28257 ACD A—i, H B—, AFSHE: BRHCBT2EO
footeo BIFIR 75% Thotoo BIFAIZALRES T TRAE»H A 2 BIRO E#], Dental

Diamond #¥F|& (866 5) : 12~35

720

FUNDAMENTAL AND CLINICAL STUDIES ON TMS-19-Q-GC TABLET

Axiniro Kaneko, KEenji MoriHaNA, YosHio YAMADA
Tomova Tovoura and Jiro Sasaki
Department of Oral Surgery, Tokai University, School of Medicine

The basic and clinical studies on TMS-19-Q-.GC tablet were conducted.

1) Five healthy volunteers were administered 400mg/man of this drug by oral route and the
concentrations in plasma and saliva were determined. The mean concentrations in plarma in each
determination were as follows : 0.32 #g/ml at 15min, 1.15ug/ml at 30 min, 0.95ug/ml at 60 min, 0.46
ug/ml at 120 min, 0.28 zg/ml at 180 min and 0.17 ug/ml at 240 min. The peak concentration was obta-
ined at 30 min. The mean concentrations in saliva were as follows : 0. 08 ug/ml at 15min, 0.28ug/ml
at 30 min, 0.23 zg/ml at 60min, 0.10ug/ml at 120 min, 0.06 ug/ml at 180 min and 0. 02 u«g/ml at 240
min. The peak concentration was obtained at 30 min, which was about one-fourth of the concentration
in plasma.

2) TMS-19-Q.GC tablet was administered to 21 patients with infections in the field of oral surgery.
A daily dose of 600mg was orally administered, divided into three times before every meal for 2 to 7
days. The results obtained were excellent in 1 case, good in 14 cases, poor in 5 cases and not deter-
mined in 1 case, effective rate being thus 75%.

The bacterial examination was performed on occlusive pus of 6 cases by needle aspiration to avoid
contamination of other bacteria, 8 strains were detected in 3 cases.

Neither side effects nor abnormal changes in clinical examination were observed except for slightly
elevation of eosinocyte in 1 case.



