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RU 28965(LLF RU ¢M)iX 75 X, vEN-21 %
F7#HICBWTHR SN FLVWEOR 270514 FRR
EYRThHbDH, ZFZL) R0/ ADINMDY
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em(F39172.3 em)(Table 1)iZ RU 150 mg( 1 #2) % R
MBS ICEORS L, b ()RS & URBHER %
Atz AEBIE L LT IM 400 mg(200 mg §8 X 2) 245 L,
yo R —N—ETRE L7z, RILIZA, 154, 304,
1BEM, 1.5BEME, 2 BRI, 3BEM, 4 BEM, 6 BEM,
SESMICITV A L LTHV, #RIRIZ0~288M, 2~4B%
M, 4~6B%MG, 6~8BFMIZIT 572,

EWREORER, RU, IMIREE & LT Micro-
coccus Iuteus ATCC 93418k % RV & MR T4 T 1 R 2 i
TV, EHIIRSEE T+ X2 FEM(BK) AV,
EAERIE T - VB LU pH 8.0 ) ~ BRIEMR K
PHAVTHERLA:. 28, RRZOBERTIONICHR
LTHlE L7
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19865£ 4 A L D1986%E 9 A E CICXB LA RAEDE
1681122 T RU DR RDORET £ 1T o 720 EPIZE
HREkES A, BHEREIRIN, BHEAEXIR2HT
Horzo EWIT20~63E(FH44.08)T, B8H, &8
FTHolo EAIRNREET, PHESH, $IESH
THhols

EF x5 &Iz 1 5200~300 mg THhH -7z 100 mgX
22 5 4, 100 mgX 3] 8 4, 150 mgX2[8] 3 FTH -
Poo HSHIMI24~BHMT, AHMSH, 5SHM3H
THM 461, SHM1BITH -7z, BEERIXGKIZ2.4
gThol,

HFHE B AR ERBRREFE L A7z, HEH
FHFRE, SOIFRR G ERAE 2 O TR T 72 13HIA 2
T7EVRHEL7-BOHREAT, BWiHK, BAK ©
ZRICHTTHE L., REBKRDRIEEENHR L
BREEROREB LGS THEL, &8, A%, PH
%, EHOIBRTHEL,

ZEAMERBOBERICOWVWTIR, FFICLsERBDbN
DERFREICRBEBZET A LIS, &b, 56
HTOWRE, FERE, BRERELT-7
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MBS AB T 6 812 RU 150 mg 43 & UF JM 400 mg #210
HE5HOMAIRES L URPHMIZOVT Table 2, 3
R L2 &7, MARENTEHMDLY Y Fig. 212,
ERNEMWIT A -y —% T LO/Ml% Table 4I27RL
7o MAPRAEIX, RUTIREHOL -2 20MIZH -
T5.7 ug/ml TH o720 4.6~6.9 ug/ml DIWAH D, W
ATIR2EMICE-2DH5 000 3FTHo7:. 3B
MICE—2DH24DM3FH-T, 6HITFHTIIS.]
ug/ml TH o7z, 6KM3.3 ug/ml, 8BEMZ.6 ug/ml
E RN L T/, RN M IZE -2
A% 1 BEM T0.42~1.05 yg/ml, F390.70 ug/ml Th >
7oo 3BEMTO0.39 ug/ml TH o 724, 4 BEMILLEKIZH
ERFAELUT L% 57, Fig. 2Thbbhb L2, A
DMFREIRKE2ZNH ), BRFROESLFHTRIN
KELGERNBOON:, CORKELNHB LN XKL
JI%¥8/8F 2= 85— 1%, RU Tit Cmax (34.75~6.17
ug/ml TH395.44 ug/ml, Tmax 1.41~2.96 hr, F39
2.06 hr TdhH o7 T12433.29~5.25 hr, F3494.26 hr,
AUC 1235.72~57.34 ug/ml * hr, F3948.53 ug/ml - hr
TdH o7 IM X6 H|FT Cmax 0.66 xg/ml, Tmax
1.09 hr, Tw20.82hr, AUC1.61ug/ml*hr T, W¥Th
b RUICBNRTEBOT/PHEIVWETH o2 TROHDER
IXRTB OB, MBOBPUIKELZDH B Z L DK
T2 BETH 5,

Rep kit i, RU T2 FHR S REHO~285/113.8
ug/ml, 2~4F§M15.8 ug/ml, 4~6B5MH29.1 ug/ml, 6
~8B§M128.6 ug/ml &, 8HFM E THEMRE\ IRE % #
FLTW ., 8HMIE TOHMEII3.7~14.2% T, F
¥7.7% Th o720 IM I130~285H146.8 ug/m! L B R
PR LR LA L, 8 BEM  ToOHE®Id
2.5%THo7,

Table 1 List of 6 male volunteers

Volunteer Age B.W. (kg) Hight (cm)
A 25 60 172
B 20 72 179
C 23 58 166
D 35 80 177
E 22 58 170
F 21 70 170
Mean 24.3 66.3 172.3
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Table 2 Plasma concentration of RU 28965 and Josamycin in 6 healthy male volunteers
after oral administration
Plasma concentration ( ug/ml)
Drug Case 0 0. 25 0.5 1 1.5 2 3 4 6 8 ()
A N.D. 1.1 3.4 4.3 4.5 5.0 5.4 5.1 3.6 2.9
B N.D. 1.3 4.0 4.3 4.7 5.8 6.2 4.4 3.3 2.6
C N.D. N.D. 2.5 3.0 3.7 4.6 5.7 4.6 3.6 2.7
D N.D. N.D. 3.2 5.3 6.3 6.9 4.8 4.4 3.9 3.1
RU 28965 E N.D. N.D. 2.4 4.3 5.3 6.8 4.7 3.8 2.8 2.5
150mg F N.D. N.D. 2.8 4.3 4.6 5.2 3.7 2.9 2.6 1.9
Mean 0.4 3.1 4.3 4.9 5.7 5.1 4.2 3.3 2.6
1 - t t t t t t t + t
S.D. 0.62 0. 61 0.73 0.88 0.96 0.88 0.76 0.51 0.41
A N.D. N.D. 0.41 0. 66 0.51 0.50 0.42 N.D. N.D. N.D.
B N.D. N.D. 0.43 0.42 0.43 0.46 0.44 N.D. N.D. ND.
C N.D. 0.30 0.44 0.58 0.47 0.47 0.43 N.D. N.D. N.D.
_ D N.D. N.D. 0.56 1.05 0.55 0.38 0.38 N.D. N.D. ND.
Josamyein | o N.D. ND. 0.20 0.71 0.84 0.54 0.47 ND. ND. ND.
400mg F N.D. N.D. 0.42 0.76 0.44 0.27 0.20 N.D. N.D. N.D.
Mean 0.05 0.41 0.70 0.54 0.44 0.39
t - + t t + t t - - -
S.D. 0.12 0.12 0.21 0.15 0.10 0.10
N.D. Not done

Table 3 Urinary excretion

of RU 28965 and Josamycin in healthy male volunteers after oral administration

Case

Item

RU 28965 150mg

Josamycin 400mg

0~2 | 2~4 4~6 6~8 0~8 (h) 0~2 2~4 4~6 | 6~8 0~8 (h)
Urine volume (ml) | 110 365 205 140 65 90 105 65
A | Concentration (pg/ml) | 18.0 10.5 14.6 12.5 |10.56 (7.0%) 35.0 11.5 5.8 4.0 | 4.18 (1.0%)
Recovery (mg) 1.98{ 3.83 2.99 1.75 2.28 1.04 | 0.61 0.26
Urine volume (ml) | 115 140 140 135 125 295 175 85
B | Concentration (ug/ml) | 15.0 [ 20.0 16.0 8.2 7.87 (5.2%) 10.0 5.7 3.0 3.0 | 3.71 (0.9%)
Recovery (mg) 1.73 2.80 2.24 1.11 1.25 1.68 0.53 0.26
Urine volume (ml) | 615 335 215 525 340 175 990 120
C | Concentration ( pg/ml) 3.6 10.0 15.7 4.1 |11.09 (7.4%) 10.0 10.0 8.2 2.7 6.21 (1.6%)
Recovery (mg) 2.21 3.35 3.38 2.15 3.40 1.75 0.74 0.32
Urine volume (m)) | 505 265 125 80 640 230 95 80
D | Concentration (ug/ml)| 4.9 | 21.5 | 65.0 | 63.0 [21.34 (14.2%)| 18.0 19.5 | 28.0 16.0 | 19.95 (5.0%)
Recovery (mg) 2.48 5.70 8.13 5.04 11.52 4.49 2.66 1.28
Urine volume (ml) | 30 170 90 55 50 95 85 90
E | Concentration (ug/ml) | 38.0 27.0 51.0 44.0 |12.74 (8.5%) |126.0 46.0 22.0 7.2 [13.19 (3.3%)
Recovery (mg) 1.14 4.59 4.59 2.42 6.30 4.37 1.87 0.65
Urine volume (ml) | 60 335 130 45 90 155 245 210
F | Concentration (ug/ml)| 3.0 6.0 12.5 | 40.0 | 5.62 (3.7%) 82.0 | 25.0 7.2 2.8 |13.61 (3.4%)
Recovery (mg) 0.18 2.01 1.63 1. 80 7.38 3.88 1.76 0.59
239 268 151 163 218 173 133 108
Urine volume (ml) * + + + + + + +
258 94 49 181 232 79 64 53
Mean 13.8 15.8 29.1 28.6 |11.54 (7.7%) 46.8 19.6 12.4 6.0 |10.14 (2.5%)
+ | Concentration (pg/ml) | £ * t t + + + + E +
SD. 13.5 8.16 | 22.8 23.8 | 5.43 47.3 14.7 10.1 5.2 | 6.48
1.62 | 3.71 3.83 2.38 5.35 | 2.87 1.36 | 0.55
Recovery (mg) + * t + + + + *
0.84 1.31 2.34 1.38 3.82 1.54 | 0.87 | 0.39




woL. 98¢ 8-4

CHEMOTHERAPY

219

Plasma concentration
i

Fig. 2 Mean plasma level of RU 28965 and Josamycin in healthy male volunteers
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Cross-over, n=§

Josamycin  400mg

RU 28965 150mg
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Table 4 Pharmacokinetic parameters for RU 28965 and Josamycin calculated by one-compartment model

from plasma concentration in 6 healthy male volunteers

- Ka Kel Tz Tmax Cmax Time lag AUC
Drug Case o7 ) (h) h) (pg/ml) ) ( g/l * by

A 0.97 0.13 5.25 2.38 5.31 0 54.99

B 0.87 0.19 3.66 2.20 5.65 0 45.56

c 0.55 0.21 3.29 2.96 5.08 0.14 57. 34

D 2.25 0.13 5.40 1.57 6.17 0.25 57.23

RU 28965 E 1.46 0.19 3.64 1.86 5.66 0.25 40.35

150mg F 2.55 0.16 4.3 1.41 4.75 0.25 35.72

Mean L4 0.17 4.26 2.06 5.44 0.15 48.53
+ + + + + + + +

SD. 0.80 0.03 0.89 0.57 0.50 0.12 9.33

A 1.49 0.81 0.86 114 0.64 0.24 1.64

B 1.28 0.70 0.99 1.24 0.49 0.20 1.45

c 1.04 0.70 0.99 112 0.55 0 1.79

) D 2.57 0.92 0.75 0.88 0.89 0.26 1.70

J°:;';;;'“ E 1.29 0.83 0.84 1.25 0.7 0.29 1.90

F 1.81 1.38 0.50 0.89 0.67 0.26 1.16

‘ Mean 1.58 0.89 0.82 1.09 0.66 0.21 1.61
+ + ‘+ + + + + +

SD. 0.55 0.25 0.18 0.16 0.14 0.11 0.27
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2, R

4 DEFOBE% Table 5IR LA, 70, BKZ)
R T LB LD Table 615, MEFHHIRET LD
7:b D% Table IR L7 MEFTAHAD L, 166D
weH, HMOMT, 10%DHEYETH -7, 12,
ERBcAD L, SHRAMRATIRSHTRSHL LEYT
boto SRODEFIZVTAL 1 H200 mg DR 56
Tholz. BEABTXKTIZIBT 1 61ER, 8OIHR,
BUREERTIZ 2R 2B L CAMTH 72,

37, MEEOYRIIOFBUIEABB SN, S. aureus
5 ¥kid SHEt LK%, S.meumoniae 1 BRIZIHK, H. infl-
uenzae 4 WRI3 2 BRIHK, 2HRABTH -0, WIHEARR
100% TH o720 FIZS. aureus DFIITXTAMREL
OFC, 1 200 mg {5 CERMIC, £ L THEEN
b BWRRARD 57,

BERRIALALRY, BRENROBEKREME
Table 8IZ/R L7=Af, EHRGFICLALBDNLERKR
FERFREOLN LR D o7

O * "
RU O E 7112 EM E RSN ETH L5, RIHRC,
nPEELRL, FBPMORV bR TWn5Y, K4
DT> LBERABFI2 & 5 RU DEBHEEORS OE

PIRYARDEMIC BT S, RU 150 mg 4 T Cmax 5.44
wug/ml &% D, IM400 mg 5 DA I H~T Cmax A
8.5 DM R % 18720 RU O Ti2 134.26 hr DIXMT,
Thr &0 ) HED ITBRNTHVA, Shid4 OmRETH
SHMITTHY, 24RM T TOMYM LT M ED
MOEIZE 1270 ELOND, M D Ti2130.82 hr
Thh, RUDEHIEHTEMN -7, AUC I3 RU 48.53
zg/ml < hr (23t LT, IM1.61 ug/ml - hr DRERTH D,
RUIZIM D30MEERL, &5612, H5REF L 5HL80
BISHBL, KELZRINOENBDH LN,

CDTED, EDL ) ICEHERMRIIKET ADFERI
REKDHHFTH A,

D08 33 MR AE L2 T A BRI RO RN S b, FH 1
H200~300 mg %2~ 3[R 512 & h 1661166 A¢
AHULT, LrbEIER, BRREMBREG@ZEOON
Lholo ¥iS, 1 H200mg X5 TS. aureus I2L B2
MR R S FUCEBIERL S L 1L, TOWRNMLEEL
THFEEDHEHMHE TV L EEbN A,

HHBEL L UBRRERDOREF DR, 6, FHIZE
DRPHDRNC L L), HRDT 70T 4 FRIAEY
KiH®LT, LVERARTHOHRIRTELHH
HOHLERKTHLLELLNI,

Table 6 Clinical effect of RU 28965

. . Clinical effect Efficacy rate
Diagnosis Total -
Excellent Good Fair Poor (%)
Acute tonsillitis 5 5 100
Acute bronchitis 9 1 100
Chronic bronchitis 2 100
Total 16 6 10 0 0 100
. Table 7 Bacteriological effect of RU 28965
. : Bacteriological effect
Organism Total -
Eradicated Replaced Unchanged Unknown
S. aureus 5 5]
S. pneumoniae 1 1
Single infection p
H. influenzae 4 2
Total 10 8 0 0
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X L Vo RU 28965, M, 1987
1) #35E AF({LEREFIRE, HE RIY LA

PHARMACOKINETICS AND CLINICAL RESULTS OF RU 28965

AKIRA SAITO
College of Medical Technology, Hokkaido University

YasuMicHl KaTo, EINOSUKE ODAGAKI and MASAHIDE SHINOHARA
Second Department of Internal Medicine, School of Medicine, Hokkaido University

Masumi ToMizawa
Sapporo Hokushin Hospital

IcHIRO NAKAYAMA
Sapporo Tetsudo Hospital

KiyosHr Sato
Clinical Laboratories, Hokkaido University Hospital

- We investigated the pharmacokinetics of RU 28965(RU). a new macrolide antibiotic, in six healthy male volunteers af-
ter oral administration of 150 mg in the fasting state by the cross-over method with josamycin(JM), 400 mg, as a refer-
ence drug. In the 6 volunteers, mean Tmax was 2.06 h, Cmax 5.44 xg/ml, T2 4.26 h and AUC 48.53 ug/ml-h. On the
other hand, those of JM were 1.09 h, 0.66 xg/ml, 0.82 h, and 1.61 .g/ml-h, respectively. The urine excretion rate of RU
for 0~8h was 7.7% and of JM, 2.5%.

Sixteen patients with respiratory infection(acute bronchitis 9, chronic bronchitis 2, acute tonsillitis 5)were given RU at
a daily dose of 200~300 mg divided in 2~ 3 doses for 4—~8 days.

Results revealed that RU was markedly effective in 6 and effective in 10 cases. No side-effects or abnormal laboratory

findings were observed.



