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TMS-19-Q «« Bd + % B %

mE OBH-MEBERE-AIIEX ENBE
devgE KRB 2 P

BEREAE
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HLIE 38 A e PR
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FAg PR

TMS-19-Q 1L\~ 27 v 54 FRIWAEWEA TH Do BIKRITEED S. aureus 26 #rizxb+% MIC
(%, 10° $EETFXT 6.25ug/ml ATz fil, €— 2713 <£0.20ug/ml Th- to, 10° £HT
¥, 0.39ug/ml LIF &, 12.5~50ug/ml OfBHED % — v R Lt JBE L Josamycin
(JM), Midecamycin (MDM), Erythromycin (EM) X hBh T\ 7o RBHD LM A; & M
ZEETA2IMENIED LN, BERABTF 64 TMS-19-Q-GC £z 300mg 2R N L
LIERNBIRESR &7 M. luteus ATCC 9341 X REHE &5 WBFERT + A 7 ETHE LKA
BRI, MAERT 15 4 0.73ug/ml, 30 4 2.334g/ml, 1E5RS 1.50 #g/ml, 2E5RY 0.33 ug/ml
T, ¥=22300ThHoTco FHERMRIZ 6T TTEY 3.3% Thoto, Ioks, S.pyogenes
Cook *BREHELTHIEBRCIAHMEETOENEDL M -H, THIIRBWCHT 5 ETH
DEEEZEZLNIS,

FRIRAUg, TMS-19-Q-GC g T 66, TMS-19-Q-O T 28 @0 RYAEC 1 A 600mg #
b, 1~14 BEITIT RV, ZT0HEEX A, GCEREMAEL R 1A, MEEMAIH, <127
FA=MMK2HT, WITRIER, HEIVIEDTH-7o OFIL, 74.1% DEHRTH > 10 El
fEA GCHETEBEE 16, OHTRELD, BHEZ2M1EZD ORI, ks, BRREMBR
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WX APNZERED LRI,

TMS-19-Q i3, w7 a54 VRHAEYE * 24~ 1
YDA THB el awL vy Ay o 3 k(b
ANz 7 e 4 = 1 fb L TH b h - F#E ik, 3'-propionyl-
leucomycin Ay T, HFMERRNSETHER SR LHT
Lv 16 RR~7 8 71 FRUEWE TH D, LOHE
X% Figl CFRd+, ZHOHEIL, {ko<7s7r5

Fig.1 Chemical structure of TMS-19-Q
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1 FREEWBECHEN, 77 ABHEE, BIHE <1
277 X=RET, 1~2FRFLREYRL, v
CARTRF RSN ZF - LRREEETTEVD
h oy KEN 2T Staphylococcus aureus &5+
HE S, TMS-19-Q.GC % 300mg ZspgsE AR5
%o thBIRE, TMS-19-Q-GC %3 X vt TMS-19-Q-0
BT X AR O WTREE o0 TRET
%o
I. # &

TMS-19-Q DFEBHIFE, HEHe2>V Tk TMS-
19-Q E#, 4ABkic o\Tiz TMS-19-Q-GC &,
FEERL 2 > T ik TMS-19-Q-GC k¥ & O TMS-
19-Q-0 fEx 7z TMS-19-Q.0 §rit stk HOMH
WS kO BEL LSERIT, BRBER X B
h %25, TMS-19-Q-GC iy, ;BAHF L HEEY
pH I TEeNIZER T 20T, JFRmEC L 5HE
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Pk, BELEBVPBEONE LD TH S,

1. HEN

FepR o HED Staphylococcus aureus 26 FRiZ->\TH
KeEEFEs BRI, TMS-19-Q © MIC %
EEERE 105/ml X0 10%/ml CTHIE L, HBIEHA
L LT Josamycin (JM), Midecamycin (MDM), Ery-
thromycin (EM) & TMS-19-Q o@D —>TH
% Leucomycin A; (LM Ap) iz DWW TLHE L1, 72
¥, WBEE S LT S aureus 209P H 72,

2. HRRERE

6 ZOREFBHABTF volunteer—Ff 20~32 %, F
¥ 22.8 ¥, 1FE 50~78kg, ¥ 66.5kg, Hk 165
~178cm, 5 170.5cm (Table 1)—i= TMS-19-Q-
GC % 300mg % REAZEERFCENEE L, NIHEES
LORARER A 7o, FRILITAT, 1547, 3074, 1RERE,
2BERE, 4R, 6 BERENICATIRV, ERFRIL 0~2 BER,
2~4 BEfE, 4~6 BERIICIT 70 - 7o,

BEHNBEDORIEL, Micrococcus luteus ATCC 9341
HEREHE s T 2B T « R 7k & Streptococcus
pyogenes Coox B BEEH L THEBETIT L » 72
Ex 7 4 A 7T, RREMT 4 A 7 B &P pH
7.0 #HV, BBEX HIA £ CGEFF) pH 7.2 o3¢
FIMERE 10% HIML TR, MEgEmiEs my, &
RS MAEARRTIER L, K pH7.0 0 ) vEEREE
WTI0RBHRML, BEMBD T ORBEKR TIER L1,
¥, M. luteus ATCC 9341 £ Fl\~ 5 Agar
well IETLPIE L7 (RRIE R ERERAP T T

Tl »1)2,

3. ERIRBUAR
19804 10 B X » 1982 £ 9 A ¥ T L LIcRYYE
BEZ 34 FlicouvT, TMS-19-Q-0 435 X v° TMS-19-

Q-GC ZEDERDROBETE1T L - 720 GC FEIHRE
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Table 1 List of 6 male volunteers
Volunteers Age B.W.(kg) Hight(cm)
1 32 78 177
2 24 63 167
3 21 72 178
4 20 78 171
5 20 50 165
6 20 58 165
Mean 22.8 66.5 170.5

DLDTHH 1982 £ 3 AUMICAV- B, EMIZ6H
Th ot O, Rbkss 10, MHIEL 6§, BERE
%6 1761 (GC g2 1 61D, MBEMAh% 5 6l (GC g2 361D,
<M 277 X=fligs50l (GC gE26) THD, Fhpix
18~75 KTy 44.5 7T, B 15 4 (GC $g4 G,

#Z 19 fl (GC g2 TH -1,

FEH OB EIT 1E 200mg 1 @ 3[E 600mg # A
&L, 1E 400mg 1 H 3@ 1,200mg DFEFH 1 F
Hoteo EMMIZ1~14 BT, 7HBEI#EOL DS
Mot BENE 14 AT, BESKRES5EEL 842 TH
-7

PHRHEE, HEFODRELEEERDR TR, &
H¥M R I L O REFRELIE LD T, VR E /IZIHE
A7 7L OBHLCEOMERY AT, EHKL BB,
BAE, BT/ THE L, BEKRIZ, A
B¥EHHR L M EERDOHR L ¢ THEL, %,
R, LRBER, ERHO 4EETHE LI,

AFEAFRDOENERICOWTIL, AT LD E8Bbh
DEERETBEECHERRT S XL 510 L, kREdE
ki s mEHiE (RBC, Hb, Ht, WBC, M),
Frigreti (GOT, GPT, Al-P, T-Bil), BhaeH®
(BUN, Cr.) ®177g»7,

Table 2 Susceptibility of 26 strains of Staphylococcus aureus to macrolides

MIC (ug/ml)

Antibiotics
=0.20| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100| 209P
o 10° 12 1 3 7 1 =0.20

I'NS-19-

S-1%-Q 10° 7 4 4 10 1 =0.20
I 10° 10 2 2 1 11 0.39
' 10¢ 9 2 2 13 0.78
10° 10 1 14 0.39
LM A, 10° 4 7 15 0.39
10° 12 1 11 2 0.78
MDM 100 6 5 15 0.78
EAl 10¢ 6 1 2 1 1 14 =0.20
- 10 2 5 2 16 0.39
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Fig. 2 Susceptibility of 26 strains of S.aureus
inoculum size 10°® c.p. m.

S.aurcus 26 strains

0 1 I 1 1 1 1 1 1 1
=0.20 0.78 3.13 12.5 50 >100

MIC (ug/ml)

I1. # £ 3

1. JiEN

3% Table 2 3 L O° Fig. 2 1z/R L7z, TMS-19-Q
o MIC 1 10%/ml T 6.25ug/ml LT HAGL,
<0.20ug/ml i €= 2 1B 72, 108/ml EETIE, <
0.20 ug/ml & 25ug/ml iz € — 7253 B ZAEMED A
Lt S.aureus 209P ikt LTI, WThi <
0.20ug/ml THot, ZORKFHT IJM, MDM X b 1
~ 2 EENBETH » 1o EM L, REEMRRICITEM

L7 MIC %/R L7, WHESRDFHEU @B bhis,

S.aureus 209P iz xt+ % MIC 4, TMS-19-Q »'&
L/hx ¢, 108/ml gEfEC, JM 1% 0.39 ug/ml, MDM
0.78 ug/ml, EM <0.20 ug/ml &\ 5H#ET, RKS
ek D A & LT, TMS-19-Q o R#@mD — > T
5% LM A ik JM LR MIC % /RL T\,

2. HAHDIE

A B F 6 41 TMS-19-Q-GC % 300mg &0
BE#HOMEPRES L O RP PR OWT, 3fEDLE
WERIRIETC X D ERBE X RIE Licr, ThZhic
2O\ T Table 3[R L 7oe ¥ 7, MUERIRREDEH(E
DI#ih Fig 3 12k Ui, MAEPERETIE, F4 A7
T 30 4y A5 0.57~3.80 ug/ml, 5 2.33 ug/ml T
C— 7 THote BRBETIRE L 304 T 0.92~5. 20
ug/ml, ¥4 2.87 ug/ml T~ 7 TH -tz LAKHIR
L, 4BRITE, MREE &S CMERREATZ -
7o TORBUTIXBAENEDBR, 1HEicEY— %
TTLDOLH -t F 1, WIEEOEL BREED
TMS-19-Q + X O £ DR xt 3 5 EEZM D EN Y
WhRIFLTEEDEE 2 5 t, Agar well 3T
TR X D RS A, 30 T 0.20~1. 48 ug/ml,
P 0.82ug/ml & — 7R R, WERRE,S IV

Fig.3 Mean plasma concentration of 6 male

volunteers after TMS-19-Q-GC tab. 300
mg oral administration in fasting states,
comparative with 3 assay method

AUC
{ug-hr m)
2.68+1.07

—o— M. lulcus Disc method

w
f=3
T

. ~—==S.pyoyencs Cook Vertical method 3.0140.99
f —e—2Alutcus

n=6)

Agar well method 1.17:0.45

— — o o
o
T

(=3

Plasma concentration( g/ /ml)

Timelhr.)

b, AR, 6B TLMERMEDL DN D71 B
ADBREHBICOVTE, KHESE L RBOBEEY R
Ltco 3HOPERDFHfE%R Lzl oA Fig3 T
HHH, Agar well LT X B L DONEEETH-1o M
WP BETERE (AUC) X5 4 A7 2.68ug hr/ml,
FEEE 3.0l ug-hr/ml, Agar well 3= 1.17 ug-hr/ml
LREHRT L DENRED LRI,

FRepBEMELY, FRAPBEIRECLBESRDY, T
NOPIEETY 2B T THERL &L, T4 AZET
9.5~48 ug/ml, E#y 27.8ug/ml, BEE T 4.2~
pg/ml, ¥y 14.4 pg/ml, Agar well 3T 3.8~31.5
upg/ml, EHg 14.6 ug/ml TH 72, ZRERCLDE
FoEMNED ORI, MFEPEE LT LTWRVWD
2, RBMOLUEOELHEL TV 5 LEBbhb, R
PEILRIL 6 BRI ¥ TT, BPEEDOFHTARDLE, Ty
A 7T 3.3%, EEET 1.7%, Agar well kT 1.6
%THot,

3. FEPRRCHE

B2 DIEFOREES Table 4-1 35 X ¢ Table 4-2 12
RU7oo ZMBICERDEY ¥ &by D% Tables
IZR LT, GC & ORI N T TR Lico RIEEFITA
5 & GCERit 6 BITER 46, B2 LHRRL 100
YBTH 1 OFHE 28HITERSH, AR 126, ©F
B2 6, ®H56, BT HHRE 415 T
Botce fods, WO 1BNLEIEAD 2 1 ADAKTH
IELPBITH - 120 HEBHITIX GCgRIZ, 2HAEL
% 1 GICEL, MEIR3mTED 20, HH10
<4 275 X~k 2PEEH1H, BHILVTHh
L XUHBIE R L, 05ETE, FERID SV AHAEL
% 16 GICER 20, HHIB, oh 16, i
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Table 5 Summary of clinical effect
Clinical effect Effective
Diagnosis Total rate
Excellent Good Fair Poor Unknown (%)
Tonsillitis
T (1) (1) (100.0)
aryngitis (2) (2) (1) (1) (6) ( 80.0)
. 1 1 100.0
Acute b hit -
cute bronchitis (2) (9) (1) (4) (16) ( 68.8)
. . 2 1 3 100.0
Bacterial pneumonia .
' (1) (1) (2) ( 50.0)
. 1 1 . 2 100.0
Mycoplasmal pneumonia 1 .
(2) (1) =i (3) (100.0)
4 2 ' 6 100.0
Total :
(8) (12) (2) (5) (1) (28) ( 74.1)
() I TMS-19-Q-O tab.
Table 6 Pathogen and bacteriological effect
Bacteriological effect
Organism - Total
) Eliminated | Reduced | Persisted | Unknown
S. aureus 1 (6) 1 (6)
S. pneumoniae (4) (4)
Streptococcus sp. 1 1
H. influenzae (2) (2)
K. pneumoniae (3) (3)
E. cloacae 1 1
{ Haemophilus sp. } 1 1
Streptococcus sp.
Total 1 (10) 1 (5) 2 4 (15)

() :TMS-19-Q-O tab.

7, BEHRIL 68.8% Tholeo EHD4HD5H 28]
ERBYERERICL B, BREEY H influenzae T
Botott, WTRATRET, *=v ) vREFIOHEAC
XoHE LI, D 201, BREEN K. pneumoniae
T3~ 4 BREO%ETHRET, Cephalexin (CEX) Off
BTEHTH-To REERNOMEFLILRY Table 6
1ZF Edtc, BREBEOHEINIEFA I A Teh » 7
S. aureus 7H(GC £ 16)), S.pneumoniae 4 HH%
&, o 2@E@EIVTh L ENE LK, Streptococcus
sp. D GC g&1@l&, H.influenzae2 ), K.pneumo-
niae 3L, VWThIBERETH -7, £ THERE
Licb o 19 fidk, BT 11 fIT, RED 2 Sk
WTHENARIL 64.7 % ThoTo

BifeA & LTI, EM 6 THERMTHRE (BE &#5#
), fEFl 24 THZ (6 BEHBETHREFIE 2 BER
), fEF 27 TLESE (1 BRETHRE LERESRL),
32 CHEE (1B 2~3E, BEMED D 4R
whhto, WThABEDLDTH -1, BEFIHEDOME

B @ % Table 7 1R L1, fEF 1T BUN ER

(18.5—25.2), FEF 5T RBC 4 (351 5 —287 7)),

Ht #§ (36.2%—29.5%), fEH 6 T GPT £R (16—

47), FEB 19 TIFMRER#ES (73-582), GOT EA02~

42) &, BEGEERET, 644 EMACRDLAL,
III. # %

TMS-19-Q ® S. aureus T HHEHERE L
2, %F@E Li JM, MDM, EM Ik h@EhiRETH
oo FroRBMO LM A, TH M L ABEDCHE
HER Ui E¥RRD S. aureus 209P 0 MIC A <
0.20 ug/ml T, HOBD LY XL, FERD<ImFA
FRIEWE X DBV RIS,

BEMABFIC LD TMS-19-Q-GC fnZEEkHED
B EHROANBIBORSTIE, MEHBC X5 REDS
s v ERBEDOLRI, Zhi, AF LR TREMHT
¥, FORBYWOARENIFREREC L HENDY, X0
WEBO b LEL BN B, BEOKRERED M. lutes
ATCC 9341 R\ o 7 4 A 7 B CRIRFS M -hlRE
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Table 7-1 Laboratory findings of 34 patients before and after TMS-19-Q treatment
Case |[RBC Eosino.| Baso. Lympho.| Mon. [S-GOT|S-GPT| Al-P
Hb | Ht | WBC i St S ; T-Bil.| BUN | S-Cr.
No. [ix10 %) | @ || | o [kaw| T i
QBB f0ziain) 300l 1 bo e fss s b3l |7 | 4o 18.5 | 0.9
A*| 323 |10.5|31.8] 4,500 5.4 0.5 3 45. 40.3 0 16 14 4.8 0.3 25.2 | 1.2
) B | 409 | 12.9|39.5| 9,300 1 0 22 49 23 5 21 14 10.0| 0.2 11.8 | 1.0
A | 412 | 13.0 39.4 10,200 2 1 23 41 33 0 20 14 11.0| 0.2 11.7 | 1.1
3 B | 420 | 14.01 40.2 | 11,200 1 0 6 73 18 2 22 12 204**| 0.5 13.0 | 0.8
A | 425 | 14.3]40.6, 6,600 2 0 5 57 32 4 28 14 160 0.4 14.0 | 0.9
A B | 430 | 13.9| 41.3 | 10,900 1 0 10 63 18 3 28 18 108**| 0.5 13.5 | 0.8
A | 443 | 14.0] 41.5] 7,500 2 0 5 58 30 5 3 21 124 0.5 12.0 | 0.8
5 B | 351 |12.6| 36.2| 11,900 0 C 19 72 8 1 105 48 2.7 2.3 17.8 |1 0.9
A | 287 | 10.0|29.5| 4,800 0 0 9 36 53 2 24 11 2.8 1.0 17.0 | 1.0
6 B | 473 | 13.6| 42.5| 12,500 4 1 5 55 32 3 18 16 8.1} 0.5 14.0 | 0.9
A | 502 | 14.9| 44.2| 6.600 1.4 0.9 3.2| 42. 49.5 2.1 31 47 9.1 0.4 11.3 ] 0.8
7 B | 402 | 12.5] 38 12,100 1 0 8 71 17 3 29 8 8.3] 0.8 | 32.6 | 1.56
A | 407 | 12.8] 38.5| 9,000 3 0 1 65 30 1 26 12 7.61 0.7 27.3 | 1.20
8 B | 468 | 15.0| 15.0| 13,300 1 1 2 65 26 5 42 30 5.6 0.7 13.3 | 0.92
A | 462 | 14.7 | 41.7 20,700 - - - - - 26 20 5.6/ 0.7 15.2 | 0.96
9 B | 476 | 14.4| 41.6| 8,600 1 2 0 61 33 3 19 6 4.9| 0.8 16.2 | 0.78
A | 481 | 14.2| 42.8| 7,300 0 1 0 59 35 5 23 11 5.1} 0.8 | 18.2 | 0.84
10 B | 466 | 14.6 | 41.6| 6,500 0 0 1 65 31 3 32 29 .71 0.8 17.0 | 0.82
A | 469 | 14.5] 41.0| 5,200 2 1 0 58 35 4 23 T4 7.31 0.8 17.5 | 1.06
1 B | 395 |11.3|34.6| 6,300 1 0 1 56 37 5 — - - - - -
A | 424 |12.1]36.2| 5,600 1 1 7 55 35 1 17 7 4.5 0.7 14.8 | 0.96
12 B | 411 [ 12.4|37.7| 7,300 0 0 6 66 22 6 14 7 4.9 0.7 20.4 | 0.71
A | 400 | 12.037.3]| 4,500 0 0 2 56 39 3 9 10 6.7 0.7 18.4 | 0.69
13 B | 423 | 13.8] 40.6| 9,800 2 0 2 53 33 10 29 19 5.8 0.6 11.3 | 0.95
A | 432 114.0|41.0| 9,200 0 1 4 49 37 9 19 11 5.5| 0.7 15.7 | 0.92
1 B | 464 | 14.7] 44.1| 9,200 0 0 2 75 15 8 - - - — - -
A | 494 [ 15.3| 47.6| 8.600 - - - - - — 18 7 5.71 0.6 22.0 | 0.97
15 B | 446 | 13.5]39.9| 6,500 2 1 5 49 38 4 13 5 7.21 0.8 13.0 | 0.82
A | 465 | 14.2| 41.9| 6,700 0 0 1 60 32 7 15 7 7.21 0.8 11.6 | 0.84
16 B | 429 | 13.3]39.6| 9.600 3 1 0 59 33 4 — — - - -
A | 434 | 13.3|41.2| 5,100 — - - — — - 17 8 10.7] 0.7 15.0 | 1.00
17 B | 423 | 12.5]|37.4| 8.700 1 0 0 76 22 1 11 6 6.7] 0.8 21.3 | 1.00
A | 440 [ 12.7]39.1| 7,300 0 0 1 65 26 8 20 11 7.8 0.8 17.7 | 1.23
18 B | 510 | 16.2| 48.1| 9.700 3 1 1 70 21 4 — - - - - -
A - - - 7,000 — - - - - - 16 8 6.6 0.8 11.0 | 0.88
19 B | 500 | 14.8 | 43.7| 7,300 1 1 0 61 35 2 12 8 4.8| 0.6 - —
A | 516 | 14.9]45.2| 7,600 7 0 3 55 32 3 42 30 5.2 0.6 15.0 | 1.00
20 B | 476 | 12.4|37.2| 10,400 0 0 1 63 34 2 — - - - - -
A | 452 (11.9]36.2| 6,300 1 0 3 52 39 2 16 6 4.3 0.8 7.3 0.83

B* : Before treatment
A* : After treatment

*x

U1
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Table 7-2 Laboratory findings of 34 patients before and after TMS-19-Q treatment
Case | RBC Eosino.| Baso. Lympho.| Mon. |S-GOT|S-GPT| Al-P X
Hb | Ht | WBC St S T-Bil.| BUN |S-
No. |ix10%) %) | (%) H | m | W | O |kan| N|S-Cr.
21 B*| 455 | 13.0|40.7 | 5,200 2 1 1 58 34 4 10 8 5.4 — - -
A*| 489 | 14.5|43.4| 5,700 3 0 1 57 35 4 13 12 5.2 0.7 8.310.72
2 B | 501 | 15.5|45.8| 9,600 0 0 2 77 14 7 - - - - - -
A | 500 [15.1]45.2| 6,000 5 0 0 | 40 47 7 14 10 4.5| 0.8 | 12.6 | 0.84
- B | 462 | 13.8|39.8| 9,800 0 2 60 36 1 15 8 4.9 0.7 | 14.0 | 0.71
A | 438 |13.037.8| 6,800 1 2 0 | 58 37 1 15 8 5.1 — 16.2 | 0.78
2 B | 481 |15.6 | 43.5| 8,800 1 4 1 55 36 3 16 9 5.4 0.8 | 14.0 | 0.84
A | 486 | 15.3|43.8| 7,400 0 1 1 60 34 4 16 6 4.7 0.8 | 13.9 [ 0.80
o B | 432 | 13.8|40.6 | 8,000 2 1 0 | 58 36 3 25 20 7.8 0.8 | 14.3 | 0.85
A | 451 | 14.1|41.2| 8,100 4 1 0 | 56 39 0 28 15 7.9 0.8 | 16.9 | 0.80
2 B | 445 | 13.9]40.0| 9,000 0 0 3 58 33 6 21 19 6.6 0.8 | 15.7 | 0.90
A | 431 | 13.638.7 | 5,400 0 1 0 | 67 31 1 39 31 7.0 0.9 | 18.8 | 1.03
97 B | 455 | 11.7|36.1| 5,800 0 0 4 | 64 27 5 - - - - - -
A | 459 [11.7(35.9| 3,700 1 0 2 50 46 1 16 5 10.2| 0.7 | 11.4 | 0.85
28 B | 447 |13.7|39.5| 8,600 1 0 6 | 62 28 3 - - - - - -
A | 511 [15.4|45.4| 7,200 1 2 0 | 49 47 1 16 4 4.8 0.7 | 11.7 | 0.92
29 B | 429 | 13.239.5 10,900 2 0 1 80 16 1 18 10 - — - -
A | 409 |12.8(37.6| 4,700 7 0 1 52 40 0 10 9 8.9| 0.6 | 13.0 | 0.73
30 B | 379 {12.0]39.2| 7,900 2 0 5 60 31 2 26 8 5.7 1.0 | 32.4 | 2.71
A | 375 [12.036.7] 8,300 6 1 6 51 32 4 17 4 5.9 0.7 | 27.6 | 2.58
31 B | 452 | 13.540.0 | 10,700 1 0 10 | 67 19 3 25 28 | 196** | 0.6 | 10.0 | 0.8
A | 481 [14.6|40.7| 7,600 2 0 5 57 31 5 25 28 | 174 0.5 | 10.5 | 0.7
32 B | 488 |15.4 | 44.3| 6,700 3 0 1 57 36 3 25 21 50| 1.0 16.0 | 1.34
A | 489 [15.2[44.0| 7,200 5 3 3 45 37 7 26 20 5.9 0.9 | 14.0 | 1.08
13 B | 439 | 14.039.9| 6,200 1 0 38 61 26 4 18 21 | 157**| 0.6 | 11.0 | 0.7
A | 434 |14.1[40.5] 7,400 2 0 5 59 30 4 17 18 [ 170 0.5 | 11.2 | 0.7
34 B | 445 [ 14.340.1| 8,000 1 0 7 61 26 5 24 26 168** | 0.7 10.5 | 0.8
A | 460 | 14.6 | 40.5| 7,700 1 0 6 57 31 5 21 23 | 155 0.6 | 10.7 | 0.8

B* : Before treatment
A* I After treatment
KKk U/l

1% 2.33ug/ml HRL, RO =2rFA VRERHE
WELVEEEXRTIDEELONRS, TibbEnN
BEBRDOBIRDRIFIZIE > T B,

TMS-19-Q OREBERYFECK T 5 BRI EL 1 A
600mg L5 THRHRZ T -7 X UDHFERDOBK D
TMS-19-Q-0 g% fiV-T 28 fl, FDH BB I h i
TMS-19-Q-GC §&T 6 fithist L7z, GC e AV &
KJELZL LB, S 3H, <1 =275 X<fifidk2
PIE, TR LEL, BER LI, 05DAEHR74.1
B HART IVERBETH » 1285, O DL, Fo
ZIIPHT LB, B MEEmEETIE, S
auveus, S.pneumoniae T L EHHELTE Y, &

D 77 AGHERECH T 2B L R TRETH -
o
EIfERELC, RB, LHMH, [HTRE KES
LBREDLRID, WThLBETH-7. L L,
5 & IR ORES TIEFIE S 2 Shic, BR
WEEREE, AORERA, He gl F@mEkigs,
GOT L&, GPT +&, BUN LE 4fEMRHLA
7oo MEHEREL GCEREINTED - 10
TMS-19-Q 12\ C, WS, AT EEREH
COWTHERITI - 72y, AFIIF L= 27e T4 F
THAEMEE LT, EREDOHDEAILE 2 T,
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X i 2) BTHZE, fb: TMS-19-Q o &KPREN E &
1) % 31 MAKRCEREFLBE, FE VRO BIT BHHE 1. Bioassay i & B AKAIRE
4V, TMS-19-Q, 1983, KI% BI5E, Chemotherapy 32(S-6) : 70~79, 1984

STUDIES ON TMS-19-Q
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The antimicrobial activity of TMS-19-Q, a new macrolide antibiotic, was tested against 26 clinical
isolate strains of Staphylococcus aureus using plate dilution method.

The MICs of the drug were under 6.25ug/ml in all strains with inoculum size of 10® c.p.m., and
biphasic distribution both under 0.39 ug/ml and 12.5~50 ug/ml was shown with 10% c.p.m..

The activity of TMS-19-Q was superior to that of JM, MDM or EM as control drugs. The MICs
of LM A; which was a metabolite of TMS-19-Q was same as that of JM.

Pharmacokinetics of TMS-19-Q in 6 male volunteers after 300mg oral administration of TMS-19-Q-
GC tab. in fasting state were investigated. The peak plasma concentration was 2.33 zg/ml after 30
minutes and the urinary excretion rate was 3.3% within 6 hours after the drug administration assayed
by the dish plate method using M. luteus ATCC 9341 as the test organisms.

Six patients with respiratory tract infections were treated with TMS-19-Q-GC tab. and 28 patients
with TMS-19-Q-O tab., each 600mg daily dose except for 1 case. The clinical response of all GC tab.
treated patients were excellent and good, however, effective rate of O tab. treated patients was 74.1%.

Rash and gastrointestinal side effects were observed in 4 cases and abnormal laboratory findings
were observed in 4 cases.



