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Hpe st Bt RIc Bi1F 5 TMS-19-Q-GC g o E 5 f9ER /K BIBF 58

Hofd- -HE R K

£ X

M ORM-PR B BHES
WRERFEFH OB BERE

FHLLBISREZ A TMS-19-Q i3, =7 = 74 FRAAWE TS ), SEAEARFRIZST2
HRAKELET A 20, HED - PEE - oEE8BTY - BRERZTL -7

BEHREERR D MED 5 b, Ttk 7 7 AR 5 23 Hhicxt 32 MIC (3, Erythromycin
(EM) LREEHRVLIL1ERES DS, Josamycin (JM), Midecamycin (MDM) X H 1~2
mENT\ o, AFIORBHTHS Leucomycin V. (LM V) 1, JM, MDM LEEEL L%

1~ 2% - T\ 7,

AFID OB ESE~DOBITHIL, AT 30 i 400mg &5 1, BA% 60 Homif, wrEs IO

TE I LRE L7, M 0.4~1.5ug/ml,

<0.33uglg TH -7,

WL <0.11~1.62ug/g, SAFIL 75 KT

OfEREYE 16 iU, E#50, B8 BITHEDR 81% ThH-1H
BIfEE & LT, BAHRRERN1IFICEDSR7, BEPILICTERMTHE LI, 72, 101
2 S-GPT o E#A»HbHh, #E5FRIEIZTIEFITE L,

PEX Y, ARAUIPEELT O R RERRRAES],

CLDTELEATHHLEEZLN D,

FLLBFE S h: TMS-19-Q 12, =7 = 54 FRHL
£ ¥E T H 5D Kitasamycin o—f % o Leucomycin Ag
OIM As) @ 3" fix 7 e A=At LTHELRLFH
®wTHbh, BEEO~7 254 VRIEWE & R, IF
S 7 7 LGIERE, HAHE, 4277 AR IV
LEBECHEAS 7 5 22FT5Lubh T30,

SEbhbiig, BEABFIER ST % B Atk e
THY, PUHNRP, miEs X O nEARBTE, E
RBBXATIR 5 1o D THEET B,

I. &%

1. #MEESE

(1) HENH

MEHRFRIKHEED 5 b, Stk 7 7 25w 5
23 Bz R T, BUNEFIEEE UT MIO 2z
Lico QUEF B BRIz gL,
103CFU/ml » 10°CFU/ml ;2o\ TfT7s » 7o AFRIE
# & LT, Erythromycin (EM), Josamycin (JM),
Midecamycin (MDM), Leucomycin V (LM V) #

F-
[P

(2) MARIREE s & U5 R R AP

D BEHREIURENE

OB ML % 7 407, £ 30 77, TMS-19-Q-GC
Jer 400mg $ry L, £r'70h 60 SO & UG
H, ERERE AL L, ARPIIES XU R

HBHE, PFHEERTHELT, THAVD

&% BIE LT,

i) BEERER

KFENL, ARO=AF S -z TREI NS L,
Table 1 © X 5 :zipmE#ic 0. 3M Diisopropylfluoro-
phosphate (LLF DFP) T/Au¥ L /=%, 3,000rpm 10
SRELEOSEE L 2o 2ml % CH,CN (7 b=1+Y
) 6ml I, L2 B AT Lice 20K,
%632 3,000rpm 10 75 O HEL, £ O LR EER

Table 1 Bioassay method of plasma concentration of TMS-19-Q

(Heparinized) blood 5ml
added 0.3 M DFP Solu* (501 2 drops)
| (As soon as possible to stop the metabolic reaction of
TMS-19-Q)
} centrifuged at 3,000rpm for 10 min.
Supernatant (plasma) -2 ml

add 2 ml plasma drop-wise to 6 ml CH,CN
with continual stirring

| keep for 10~15 min. at room temperature

} centrifuged at 3,000 rpm for 10 min.
Supernatant

| evaporated in vacuo

} dissolved into 20% CH,CN in M/15 phosphate buffer
(pH 6.5)

Bioassay by agar well method
Micrococcus luteus ATCC 9341
* Diisopropylfluorophosphate
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B U7 EL Uz ozl 1/15M U v FRia @i
pH 6.5 iz fz L,
ATCC 9341 % #5Eg & + 5 Agar well ETHRITELT
oot WP D MIELL, IR LA@miz 2 x /7 —
NEMZFESFAPL, FOLFEYBEZE L
%, 20% 7=t = VRN 1/15M Y v Rk (pH
6.5) \ZIEME L, Agar well BETHIE U, FHEdEHT,
M4ETix 0.3M DFP /Rhnif A%t X hiFR L, @
BTIL 20% T b= YA BN J15M VU L EREE T
(pH 6.5) %M\ 72, 7e B850, B PSS - 1-2-(1)
-1 AT,

2. B

(1) HEh

105CFU/ml M58 2, Fig 1~3 2R+ L350 THS
75, 103CFU/ml Tix, +XTOEANZHTHE (100
ug/ml<) #7317z, Staphylococcus auveus, Strepto-

xR khz Micrococcus luteus

coccus faecalis, Staphylococcus epidermidis (Z3s5\ -
T, 108CFU/ml ©=o» TMS-19-Q o MIC (% 0.78 ug/
ml iz — 772 @o b, KRIOR#HTHD LMV
i3, JM, MDM rE&BEL LX1~2%% > Tl ro,
Ffo = Df, Streptococcus spp. O 1 £EI: & #EHNZ
M L, Streptococcus pyogenes 18k TiL,
EM tREES L1 ERES D2, IM,MDM X )
1~ 2 EREEN T HENZ R L,

(2) MAPEERT OEAGNEE

Table 2 =277+ X 5.2, MA4ETiE 602 0.4~1.5ug/
ml, 65% 0.44 ug/mlTH -~ 72, WP TIiL 607 <0.11
~1.62 ug/g, 65 /» <0.30ug/g, 75 4 <O0.86 ug/g,
85 7 <0.40ug/g TH 7, FAEIX 75 <0.33ug/g

Fig.1 Sensitivity distribution of clinical isolates

(%) Inoculum size 10° CFU/ml S.aurcus
100%
s0- /.
{ B [MS 19 Q
AN
v JM
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o LMV

P S R TN TR S N |
<0.050.10 U,IZ(] 039078 1.5 3.136.25 12,5 25 S0 100 >100,
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mstod [1] T1f3]1 1]2] 09
EM | 1a] | 4|9
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Fig.2 Sensitivity distribution of clinical isolates

(77) Inoculum size 10'CFU/ml  S.faccalis
100%

aTMS-19-Q
a N

e J\M

oMDM
aLMV

L 1 1 1 1 1 AL ye L 1 L
£0.050.100.200.390.78 1.56 3.13 6,25 12.5 25 50 100 >100

Tota
TMS19Q] | 151 7
EM 611 7
M 611 7
MDM 1]6 7
LMV 151 | 17

Fig. 3 Sensitivity distribution of clinical isolates

(7)) Inoculum size 10°CFU 'ml S.epidermidis

l v/
501
aTMS-19-Q
AENM
o JM
o MDM
aLM V
| L ! n 1 L 1 1
<0.050.100.200.390.75 1.5 3.136.2312.5 25 50 100 200
TMs19Q 13 1 5
EM 1/2 ! ! >
IM 2]2 1] 5
MDM 1 3 | 1] 5
LMV [2]2] | 1] 5

TH ot ®MEEHIL, W T 60 /> <0.18~4.05, 65
7 <0.68, 754 <0.91, FAFIX 7545 T <0.73 TH

Fa
276

II. B k& & 5

1. #EM%

MRANS7T4ES A7BETS8 HF7 A Tt UM EZL L
FEBED S L, hEELTORRER 16 Haxtf s L
TG U7tzs FEAOMER L Table3 TRL7-X 5 TH
b, BHT4, LHEOSRT, ERHX 2 M~82TH -
o

2. EAIB LOBETE

(# A%z TMS-19-Q-GC §& 7T,
Q % 100mg EHT 2,

1§56 TMS-19-
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Table 2 Plasma and tissues levels of T\S-19-Q

Case | Tissue Ti.mc C'oncentmtions in Concentrrations in 'I‘igsue/l’]usma

(min.) | tissues( ug/g) plasma ( ug/ml) ratio
1 Gingiva 60 <0.11 0.61 <0.18
2 Gingiva 60 0.21 1.50 0.67
3 Gingiva 60 1.62 0.40 4.05
4 Gingiva 60 0.61 0.70 0.87
5 Gingiva 60 0.51 0.90 0.57
6 Gingiva 65 <0.30 0.44 <0.68
7 Gingiva 75 <0.86 0.45° <1.91
7 Bone 75 <0.33 0.45" <0.73
4 Gingiva 85 0.40

Dosage : 400 mg (po)
Method : Ager well method

Test organism : Micrococcus luleus ATCC 9341

* : concentration after 60 min.

BEE, AF1H 600mg, &FT 30 £ 3EHLE &
L, #EMME3EV LB E L, E-6EHEH
WA o T

3. WHRHELE

AFIDOZHRFIEELEL, REFEEC ST HUENER
BUELEEFELECI V TREIh ABEKRTME
(Table 4) WHEUTTIR -7 SHTEHBDR TS
FREDOHRHER LURLMZ Ik LIESICHIE -
SEm L, BEERAYEAMEHE Lic, SR X 58RHE
13, B5BABRBO R AR TREROET AL T
BohlcHERICLD, FD (£0.3), AR (<0.7)
@) (20.7) & L7

FHREHE, B, BE, OB, EXHO 4B
T, FRAMkOER, FEFHCHEE WE EFTETH
B, A, FEEITARMED 5B E L,

4. [HEAB

#FERAREL Table 3 TRT X 52, SEHETI160
2B ER), 8HNHERTERE 62.5% TH-1,
THRECHAHETIY, 16 Fih 5 FINER, 8GI»HER
THRE 81.3% THH, HEHELHLABHECHILY
DE LRI, MEBEE X6 AIKTL, 3FICHIED
LT, FEMR T Tix Haemophilus influenzae, a-
Streptococcus THZE) & HIE, FEFI 14 TLL B-Strepto-
coccus THL), HEFI16 TX Klebsiella pneumoniae
TEHLHEI N, MEDHERDHEIIES 14 TH
FL, 3AKIZIEDLRICASHETHEE LY,

5. BIfEM

FEGI 8 THBMARREL T o, &SPk hilsk
L7zo E7:, FEGI1 TIXAREAOBIFR L IMETE
Mo tens, ABEERE R I, RN, {FR%CmK
WEZET Lk R Table 5 TR Ut 1M 4%
4, ofEf] 12 TiX, S-GOT 84—138, S-GPT 69—117,

Al-P 1175196 & ER L, # 51 1 »AEIER 2L,
AEC I DIDERIEx e otc, Fio, fER9 T,
—BAiz S-GPT 31-52 L EH L7, skt X hIE
T Lcs
II1. #= =

A&, LM Ay @ 3'-fix7eet=niftds L
CXhEVHAEALEVIIFEERXRT L b TWw
ZDLZ)O

OEFERO BB R\ TE, BERAEYRETS
ZEREEETHD, BAEL —BTHEELVOBREE
DEFTLOVHEELT VD, L, xRN X 5 L
SHUEETaD 77 ABHE, KHRIEED 57.3% *dh
HBEvbh, 2BLUEOEEREN L EBRTL
5o KM, &M S aureus DL, LHBEHED 3.5
% EEVELBRTED, 0O LI SHEXEYDR
HERIE-FH LTV D, ¥/, FE 10 ERISRERE
D70% L7 ABHERERY EAE LBARRLET,
T EL, FREEE T S viridans, S. pyogenes,
S.aureus 75 £ T, RSB T2 Peptostreptococcus,
Veillonella 75 £ THH ERNT VB, LAt T, =
NHODEIERILMENEEIRINDHIT T, BE,
BEBAR7 b5 L% FTH B-lactam RILEMHMHE, K\
T=7e 54 VRMUEME SR EREMUTHS, L
ML S, ThHDOIEFNTR L THELX SR L
ML TETLARRY, S, #H Ly B-lactam Rk
WEHBH I~ 7 w54 FRFAEMENDEh TV 5,
AENL, o= 7m o4 FRIUEHE T LT L2
—MOBEZ L ENRIMENERT &b, MIC itk
WT4, JM, MDM X hBh iR a7, S aureus
» MIC © v — 7% 108CFU/ml T 0. 78 ug/ml, JM,
MDM »% 0.78~3.13 ug/ml TZ H, ¥ t- Cephalexin
(CEX) mHW LTLERHENY T Lie L L
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Table 5-1 Laboratory findings in patients before and after administration of

TMS-19-Q
Peripheral blood
RBC(x10) Hb(g/dl) Ht(7)  |Platelet! x10* WEBC
Case
B* A* B A B A B A B A
1 438 | 403 | 14.9 | 14.1 | 45.5 | 41.0 | 29.0 | 5,600 4.500
2 406 | 377 | 11.8 | 11.6 | 38.0 | 35.5  12.0 | 13.4 | 4,900 5,200
3 412 | 402 | 13.5 41.0 | 40.0 w4‘2551mwwrﬂw
4 305 | 326 | 10.1 | 11.0 | 31.0 | 32.0 | 22.5 | 31.7 | 7,900 11,000
5 | 389 | 383 | 13.3 | 13.7 | 40.5 | 39.5 186 | 18.8 | 9.300' 6.400
6 522 | 450 | 15.6 | 14.2 | 48.0 | 42.5 | 18.7 | 21.0 | 9.600 5.900
7 414 | 423 | 11.3 | 12,5 | 38.0 | 41.0  11.6 | 21.7 | 5.000 6.900
8 647 | 466 | 14.2 | 14.0 | 39.5 | 43.0 | 7.1 , 24.8 18.800 5,200
9 486 | 552 | 16.6 | 17.6 | 47.0 | 53.0 walzu71&wW75m
10 | 487 | 524 | 16.1 | 16.4 | 45.5 | 48.5 | 21.4 | 27.9 | 7.600| 5.200
11 | 450 13.7 125 143 5.500
12 | 417 | 458 | 13.1 | 14.3 | 385 | 42.0 | 10.3 | 12.5 | 4,900 4.300
13 | 576 | 514 | 16.2 | 14.3 | 48.5 | 43.0 | 26.2  23.4 6.900 | 6.100
14 | 497 | 493 | 156 | 152 465 450 | 203 | 32.2 12,400 7.900
15 | 436 | 424 | 13.9 | 13.8 u5!405 19.0 | 19.1 | 5,800 4.200
16 | 456 | 428 | 14.8 | 13.7 | 42.5 | 40.0 | 13.9  27.4 (10.100| 6.300
*B  Before treatment
“A D After treatment
Table 5-2 Laboratory findings in patients before
and after administration of TMS-19-Q
Liver function
Renal function
[ s-cot | os-6pT AP | T-Bi BUN S-Cr.
e T U T s A B a2 B A B lalB]aA
1‘ i 15 | 29 78 0.8 19 1.0
2 17 m; 13 u‘ 53 53 0.4 |04 |11 |11 | 0.8 0.9
30017 W1 16l 60 (03 (0.3 117 115 0.9 0.9
4 U w‘ 9 9 | 113 {112 /0.2 10.2 | 9 9 |1.0 1.0
5,017 0 27 9 14 i 65 | 60 0.5 05 25 |21 |14 15
6 | 21 16 17 ‘ 20 0 97 | 87 (0.6 |0.4 (11 |11 | 1.0 | 1.0
71 S99 | 7178 ‘ 0.45 [ 0.55 [11.8 | 19.1 | 1.0 | 0.8
8 |2 | 16| 17 13| s 87 (03 (02 [15 |20 058 038
9 |19 | 20 | 31 | 52| st 83 06 05 17 |13 |10 } 1.1
100 1129 | 18 | 25 73 82 0.6 0.5 14 11 L1l
1115 22010 15 54 55 0.4 (04 28 21 i 1.6 1.0
2 s |13 se | 117 719 ‘ 0.4 l0d4 10 9 0807
3020, 20 2 23| 10 65 09 07 2 19 09 0.9
o118 23 39120 13 05 (02 1312 L0 11
15 | 23 | 22015 17 | 48 47 06 (05 20 123 1.0 |11
20 | 15 1 12 | 12§ a4y 105 10.3 11 9 11.0 0.9
I R N Lot ERN S
25, AALTAEPTREIS R, LM A;, LM ViZZHL TRA Lo MIC 13, AFHMID 1~28E S\
L, FRFS 1 R§RsIE o il E AH, LMA%[AIV@K hfvéo
3 1:2:30EAETHEY, LM A; DHENLS A4ETE T B LT, EREGRER R DT Te D R IRE S
- LM 3z
iﬁ‘lﬁf‘e’«;/‘pof_ﬁ), KHL DHI 1~ 2 ERELD M< reh, TORDUEMALT Lo 2Bbhd b

nTuwb, LMViX, 56z LM A, "I)]_Ngﬁk.jj
o rrh, EREOWEHDIARL VEGEFEZ O,
sriramis b, AAL LM A, LMV o fbsge 1:2:3

¥ h,
‘(Jz t'g{

U S Aol YU R L X BT
Hhht, chLI=7 e I4 VRINE

W5, —HAz, DHRIEY S5

DA ND - 7205,
RELL ED b D LR
PO EE D
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BADHAMBEOBTREFEMKIIENTEL, Tk
B 7 — ) v 7ERDB EVHRBNTY, BERTIE,
Fmz MIC U EDEEXRLTVWS EBbhb,

SENEONL, BEL2H, BEZKLLIGIT, 5 HEM
35 & % Tlx, MDM, Lincomycin (LCM) &%) T,
=r7m 4 FitEYEL Bbhic, EIEM4BBERT
1%, B-lactam ZPIEMHE I LTLERTELET, F
fiBRER & o7, EF 13 BES&IZHELTL A
B-lactam RIAEHEICK LT RIEE T, BREFME
EBEEERLTVA, ThHEDEGIZH LTUL, BEE
DORTIETE D - 720 BICEEZIS VLTS, 2k
DEVWEEIFEETAEACS D L Bbni, 1HIC
K. pneumoniae D\ BEH I NIEGTIL, HEO EEH:
Bohry, HEEBITESE LTt s, f-lactam Rif
EMBEZERELIE ZAERHIZHEE LI, 2oz kX
b, K. pneumoniae 7BIE LT\ 72 BERLETIL o
mEBbhi, 3ABRHTETIIENTH 727, 5HME
HETHYDOHEBADEADS H Y, ERHE LEEH
TEIIMTIL Y DENRZBNT, L L, ThODEMXE
EEREINTOLIGETEP D CTRET 2 &, ERHE
DEBERIL 75% L7 h, 1MEF—HLIBERE LR -1

BEAHREY RO N1 FIE, KE#EEHIFICTHE
£L, TOMEBLBFRIED ORI -1, BERE
FHIZHEWT 101z S-GPT 0 E&Fpin D, AFIMFFTER
CTREEND Z L xE2 DL, ERES S U TESF
Gl EFFEBY 2B A L, HEZES IRk
bisnEEZ D, RS VWL SR TV A FBIRES
3, IBBFITH S TMS-19-Q.0 $£Ti2 1 FIEd bt
Py, SEEE LB TH A TMS-19-Q-GC £ Tl
LRI H 5T,

DEDZ & Xy, RFERNZ, REELTOOMER
HIEDH DV NFIEORLETFI & LTREANC{EAL
SHMEMBELEEL LR D,

IvVv. ¥ & )

TMS-19-Q @ b fE/RIEIRIZ 351 A E08AY, BEREY
BEt R Tl > R, UToE#RY 5B,

1 TMS-19-Q O i, FEKE 7T LBEE
BILT JM, MDM X h 1 ~2%FEhAHEILTL
EM tRABEHLZ VX1 ERESDIIHENTTH » 1

2) 400mg FRA# 60 A% D M 4F A i ik 0.40~

1L.50ug/ml TH b, WABEL <0.11~1.624g/g,
SEE 75 HET <0.33ug/g TH-1
3) AEARHEROFEELUTORIESSE 16 iz
18 600mg 5Ll h, EZSH, FH8H, <
RHEH2 G, EHLATEHDR 81% TH-T1,
) BEAHERIAXGRGCTESKREFAIESHH
7‘&7)‘01}:0
5 Enz & Xbh, TMS-19-Q-GC iz ofEstft
FERD FREELT ORYES L O MRS T BB
CAVWAZ LD TEZERTHD E-RINTS
X 58
1) % 31 EERLFEREFERE, FEI VRO
LV, TMS-19-Q, 1983
2)  SakakiBaRa, H. et al.: Acyl derivatives of 16-
membered macrolides. J. Antibiotics 34 . 1001
~1018, 1981
3) BAE{LFE@EEF¥E MIC /NEAL  B/NRERLE
BE (MIC) WEE, BRICFEFREFLEESRD
H 3T, Chemotherapy 29 : 76, 1981
4) HEREZ, tkARRE: BRE» DA LBRROKE
¥, Fuvar AL Y= F 66:12~17, 1981
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FUNDAMENTAL AND CLINICAL STUDIES ON TMS-19-Q-GC
TABLET IN THE FIELD OF ORAL SURGERY

Masarumr Tacuchl, Ryoyr Nansa, Harumitsu Tsutou,
Yosuinisa Minami, Kaoru Nakao
and KEeixicHr SHimADA
Department of Oral Surgery, Kobe University, School of Medicine

Fundamental and clinical studies on TMS-19-Q were conducted in the field of oral surgery, and the
following results were obtained.

1) The antibacterial activity of TMS-19-Q was 1 to 2 dilution superior to jos:mycin and mideca-
mycin against aerobic gram-positive bacteria and was similar or 1 dilution inferio.' to erythromycin.

2) TMS-19-Q concentrations in the tissues after administration of 400mg in the patients were 0. 40
to 1. 50 ug/ml in plasma, <0.11 to 1.62ug/g in gingiva at 60 min. and <0.33 xg/g in mandibular bone
at 75 min..

3) A daily dose of 600mg was administered to 16 patients with mild or moderate infections in the
field of oral surgery, and the results obtained were excellent in 5 cases, good in 8 cases, fair in 2
cases and poor in 1 case. The overall efficacy rate was 81%.

4) No serious side effects were noted except for 1 case of gastric discomfort.

5) From these results, it is considered that TMS-19-Q may be positively used in the treatment of
mild or moderate infections or in the prevention of postoperative infections in the field of oral surgery.



