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Table 1 Summary of healthy male volunteers

Case No. Age (yrs.) Height (cm) Weight (kg)
1 22 180.2 71.1
2 22 168.9 69.6
3 22 172.6 77.1
4 22 165.8 60.4
5 20 167.5 73.1
6 21 176.9 75.4
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Table 2 Plasma levels of RU 28965 and MOM in healthy volunteers, cross-over (n=6)

Plasma levels ( x«g/ml)
Drug Case No. ™555 0.5 1 "2 3 4 6 8 (h)
1 2.64 3.86 6.48 7.05 6.09 5.27 4.93 3.55
2 2.06 4.37 4.40 7.36 7.15 6.53 4.94 4.09
RU 28965 3 3.46 5.27 4.77 5.00 4.43 3.96 3.09 2.4
4 1.77 4.69 4.43 3.94 4.12 3.67 2.93 2.18
150 mg 5 2.06 5.64 4.74 4.96 4.18 4.15 3.09 2.88
6 N.D. 1.41 2.51 2.59 2.7 2.59 2.28 1.48
MeantS.E. | 2.001£0.47 | 4.21%£0.62 | 4.56+0.52 | 5.151£0.74 | 4.79+0.64 | 4.36£0.56 | 3.54+0.46 | 2.7740.39
1 0.41 1.52 0.54 0.34 N.D. N.D. N.D N.D.
2 N.D. N.D. N.D. N.D. N.D. N.D. N.D. N.D.
MOM 3 0.38 1.19 0.64 0.33 0.22 N.D. N.D. N.D.
4 0.29 2.61 1.03 0.50 0.34 0.23 N.D. N.D.
600 mg 5 N.D. 2.32 2.32 0.95 0.44 0.31 N.D. N.D.
6 N.D. 0.41 1.67 0.37 0.20 N.D. N.D. N.D.
Mean*S.E. | 0.1810.08 | 1.34+0.42 { 1.03+£0.34 | 0.4210.13 | 0.20£0.07 | 0.0910.06 - -

N.D.: Not detected

Fig. 1 Plasma levels of RU 28965 and MOM in healthy volunteers (n=6)
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Table 3 Pharmacokinetic parameters for RU 28965 and MOM calculated by one-compartment open model from

plasma levels following a single oral administration in fasting healthy male volunteers

Time lag | Ty/2

Ka Kel Cmax Tmax AUC
Drug CeNo oy | ) | ) () | Cugrmt) | ) | Cugrmi-n)

1| 168 | 011 | 0.04 | 617 | 6.82 | 1.76 | 73.65
2 0.67 0.16 0. 4.25 7.10 2.68 68.65
RU 28965 3 10.31 0.10 0.15 7.09 5.31 0.61 56.86
4 15.38 0.09 0.22 7.70 4.70 0.56 53.86
150 mg 5 11.41 0.09 0.15 7.84 5.31 0.58 62.35
6 2.13 0.09 0.25 7.94 2.85 1.82 37.43
Mean - 0.11 0.14 6.83 5.35 1.34 58.80

1 12.50 1.22 0.22 0.57 1.30 0.43 1.37

2 -— - — —_— — — p—

MOM 3 8.55 0.89 0.14 0.78 1.08 0.44 1.58
4 12.01 0.92 0.23 0.75 2.01 0.46 2.69

600 mg 5 4.83 0.86 0.25 0.81 2.60 0.69 4.41
6 1.86 1.29 0.28 0.54 1.23 0.92 2.19

Mean . 1.04 0.22 0.69 1.64 0.59 2.45
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Fig. 2 Urinary excretion of RU 28965 and MOM in healthy volunteers (Cross-over)
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Table 4 Urinary excretion of RU 28965 and MOM in healthy volunteers, cross-over (n=6)
0~2 2~4 4~6 6—~8 8~10 0~10 (h)
Drug Case No. | Level Recovery | Level Recovery | Level Recovery | Level Recovery | Level Recovery | Level Recovery
(pug/ml) (mg) | (mg/ml) (mg) |(pug/ml) (mg) |(pug/ml) (mg) {(pg/m) (mg) |(pug/ml) (mg)
1 35.4 2.6 28.3 2.7 21.8 1.4 17.1 1.2 10.4 1.0 8.9 5.9
2 15.1 1.5 18.9 4.5 33.2 2.2 3.9 1.5 14.3 1.0 10.7 7.1
RU 28965 3 13.5 3.6 9.1 4.0 12.9 1.9 6.2 1.5 4.2 1.3 12.3 8.2
4 33.5 1.2 34.8 1.4 26.4 1.2 7.1 0.9 6.1 0.3 5.0 3.3
5 27.2 0.8 21.0 2.1 14.2 1.3 7.5 1.0 8.4 1.3 6.5 4.3
150 mg 6 1.8 0.6 126 0.5 105 0.9 49 0.1 4.0 0.7 2.8 1.9
Mean 22.8 1.7 20.8 2.5 19.8 1.5 7.8 1.0 7.9 0.9 7.7 5.1
+ S.E. +4.3 0.5 +3.9 0.6 +3.6 0.2 +1.9 0.2 +1.6 0.2 +1.5 *1.0
1 182.0 12.2 25.4 2.1 21.0 1.2 8.2 1.1 8.0 0.7 17.3 2.9
2 33.8 2.4 15.8 2.1 13.1 1.2 1.8 0.9 5.7 0.4 7.0 1.2
MOM 3 42.0 4.5 12.6 4.4 12.6 1.2 9.0 1.4 4.9 0.9 12.4 2.1
4 159.0 6.5 23.6 1.3 15.5 0.9 9.8 0.6 3.9 0.3 9.6 1.6
S 129.0 11.6 12.2 1.7 10.7 1.4 16.5 1.6 6.2 0.7 17.0 2.8
600 mg 6 18.9 1.9 54.4 5.6 23.4 2.2 25.8 1.9 7.7 0.6 12.2 2.0
Mean 94.1 6.5 24.0 2.9 16.1 1.4 11.9 1.3 6.1 0.6 12.6 2.1
+ S.E. | £29.0 +1.8 +6.5 +0.7 2.1 %0.2 +3.4 0.2 +0.6 0.1 +1.7 0.3
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Table 6 Clinical effect of RU 28965

Diagnosis Total Clinical Effect Efficacy rate

: Excellent Good Fair Poor (%)
Laryngopharyngitis 1 1 100
Acute tonsillitis 1 1 0
Acute bronchitis 5 5 100
Pneumonia 1 1 100

Chronic bronchitis 3 2 1 66.7

Total 11 0 9 1 1 81.8

Table 7 Bacteriological gffect of RU 28965

o . . Bacteriological effect
rganism Total
) Eradicated Replaced | Unchanged | Unknown

A - a 1
Single group J -Streptococcus sp 1
. . S. aureus 3 2 1
infection X

H. influenzae 1 1

Total 5 3 0 1 1




291

CHEMOTHERAPY

36 &§-4

vaL.

&8t | — [60 [0 | s2 | a | &1 | =] 2 8 3 2l 0 U [ oon vee |eev] vu 8vv T
g6t | — ot fzo | ve| st | wm | - ¢ 22 9 8 0 U | ooz vee |zzv| om Sv 21053g
o6t | — |60 [so | 81| w2 | &2 | =] » € 99 0 I 9 | oome 062 |9W]| 6%l 1£5 wuy [
ovi | — [0 |vo | oz| &t | o1 | -] ¢ 1€ ) z 1 0 | ooes vez | Lsv| 0T 8K 210508
ot [ — [so [so | st ] s a | -] o 99 1 0 T | oomy 862 |668| 9°€l vey =y [
ovt | — |o1 |90 | 61| 9 | -] s 1z 29 z 0 v | oo 0w |sov| ser oev asoppg

-1 -1 =-71-= o8 | 12 | e | —| ov v 9 1 s | oors 808 |9%e| 611 S0 AP
- -1 -1- z6 | 1€ [ ;2 | - 9 % W 1 0 g | oote zee  |uee| s g6e a1059g
681 [ — [60 |20 | 98| w | & | —| 1 0 w L 0 T | oose veE  |c6e| 0l 98¢ =y
vet | — ot fso | e8| 6 | o | —-| 2 8 29 8 0 1| ooss v9E  [0'6e| v v6e asopg |
691 | — |60 | — vo | ot | ot | —| ¢ & 9 8 0 z | ooeL 666 |0s| Tl 60¥ =y
vot | - |60 | - 69 | ot | oz | —| e 55 8 0 z | ooert vee |oev| zm 65v asopg | °
vet | — |60 |80 | 12| & | 02 | =] 1 8 % ¥ 0 T | o009 vz |ew]| g 98¥ 2y
961 | — |60 [0 | 99| 81 | v | —| 1 i 65 12 0 z | oosor viz  [Lev| v 98¥ asopg | °
oz | - [so [so | zi | v w| -] 1 v ) 9 T € | ooo 09 |62e| Lol oev sy |
ozt | - [0 |vo | z1| 6 2t | -] 81 9 2 0 0 | ooz rge [ose| v 15 a105g
— | -1 =-71= 68| 61 | @2 | —| 6 w ov v 0 € | oo6p vie  |sev| vl 95v =y

- | -] - {- e9 | u | 2 | - u | w o z 0 0 | oow sze |ew| 8 ¥8y aropog | £
vet | — ot [eo [ e8| st | ¢ | =] = | = - - - | = T oou 9El |0Tv| 62t 09% AR
o | — Jo1 |80 | 98| ¢ | w | -| - | - - - = - | oom I ARR 69% a105g
ves | o |16 [ 2o |see | 8 | o1 | =] = | = - - FI S - -1 = = 2y
18| o |vfoo |ste| a | w | -] ¢ 62 05 €1 1 s | oose U6 [z'61| v9 802 aopg | !
(/3m) | () | (o) | amy | () | () | () |om)| (%) | (%) M: )1 (%) | (%) [uan | uusotx) | (%) | (o/m) (£9m/,01 X )

‘sBag ‘sqey : )

NNE | 0D | 30-S | vl | 41V | 149-S |109-S| Ld| ouow | ydukq s oseg | owseg | ogm | swepeld | @ | am o8a N

onnay

§968¢2 NY J0 uonENISIUTWPE I3 pue J10feq SSuIpuly Alojeroqe] g aqeg



292

CHEMOTHERAPY SEPT. 1988

X o 17 2 RIEMR, 1LERENFT 20 8]

1) #5350 A A{LEMEFEIRE, HRI VHRI T4 BIM(LER &, WKPALE), 156~165, %
Vo RU 28965, @, 1987 H®/E, 1986

2) WKEARR:<w 04 FRIEEWRE) v a<

BASIC AND CLINICAL STUDIES ON RU 28965

KonyA SHiBA, ATSUSHI SAITO, JINGORO SHIMADA, MASANOBU Kall,
SHINICHIRO OKUDA, SEu Horl and TADASHI MiYAHARA
Second Department of Internal Medicine, School of Medicine, Jikei University

Fumio MaTtsumoto, Iwao Sakural and TosHio Hojo
Dept. of Internal Medicine, Kanagawa Prefectural School of Nursing and Hygiene Hospital

Y asusHi UEDA
School of Medicine, Jikei University

We performed basic and clinical studies on RU 28965, a new macrolide antibiotic, and obtained the following results.

1. Absorption and excretion

RU 28965(150 mg)and MOM (600 mg)were compared by cross-over method for their concentrations in blood and ex
cretion in urine after single p.o. administration to healthy adult volunteers. The maximum blood concentration of RU
28965 and MOM was 5.15 xg/ml{(2h)and 1.34 »g/ml(30 min), respectively, which decreased with time. The half-life was

6.83h for RU 28965 and 0.69h for MOM. The urinary recovery rate up to 8h after p.o. administration was 5.1% for RU
28965 and 2.1% for MOM.

2. Clinical results

RU 28965 was given to 1 case each of laryngopharyngitis, acute tonsillitis and pneumonia, 5 cases of acute bronchitis
and 3 of chronic bronchitis, a total of 11 cases of respiratory infection. Results were 9 good cases, 1 fair and 1 poor case.
No noteworthy side-effects or abnormal laboratory findings attributable to RU 28965 were observed.



