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RU 289655 DIEMNIIRE % W & Az § A 7o I U A Y) 882 & 44 RIC LT, WX, CH KU
T B BT ML 72,

1. AERNIEG s CWIL S R, 100, 150, 300(150 mg X 2) M I¥600(150 mg X 4)mg §%5-v»
FHIZE VT 4K G %1~ 285 TRS MU TRIEIZEL, FOTHIZENEFN4.06, 5.78, 7.23K%
0°10.22 ug/ml T, F7:, AUC fliid £ #h49.54, 75.31, 105.19M Tf155.90 g » hr/ml TH > 72,
300, 600 mg % 5B CIXIEMIEH AR RO LN/ b DD, 2w iZi3FH L 7: dose response Af
Mons, F7o, 0—48KHDIRPHEME I ENEFNG6.76, 7.79, 7.88MUB.21% Th 72,

2. BERMEE 1 OE5 & THAH150mg L) 2024 L (EM), Ya#=24> (JM)DEKIZE
115 1 AR THH400 mg 25128V T, EEMEPREMFAUCEEXRELI-EZA, ThE
HEM 4.3 R U736, IM D495 R U19. 145 Tdh - 72,

3. RERFIS0 mg ¥ HET0TE ICHBE KIS L, ZMHG ERELET A, EHBIE
WTEWIMEFRE LRI B RSN,

4. BKHEE 1 D5 ETHH150mg ¥ 1 H 20, 1SHBERRYY Lz 2 h, MttidEsns
nih o7,

5. HPLC{&IZ& 1), 300 mg X GREDMEHF K VIRF DKM IZOVTHRE Lz, FOFR, Mm%
FUICRKREAEDOATHBYIEZD OGN L h o7, T2, KRBT S -3 RU 28111, RU
39001, RU 44981 UFRU 451790 4 FETH 1, FhEh O Bkl (4885 M % ) 134% 5 8 10.92,

1.22, 0.14 %R 1¥0.06% T 7=,

RU 28965 (9- (0- (2- Methoxyethoxy) methyl) oxime)
erythromycin)tt, 75 v X, Wt - 2275748

WTHESNIZBR~ 707 4 FREGHIAWH T,

FoHEXIE Fig. 1IZRTHE)THAE,

AERIL) 207, Ly LGB ANY P L%
RL, imvitnJTEN G ) 20~ 2 A2I3F% L <,
77 LGTEE, WAMER, Mycoplasma %, Legionella g,
Chiamydia 18- BIF 2 BREME LR L7

EBREIZ BT LRI, oA, REROPERICHT S
BFFE2 128V T, RU 289651 K &f 2 WX M & Mgk #81T
MERL, F&LTERICHH SN, —EIBIFERZ
ZIIHIEDHRIN TV D,

4al, FHESIZRU 2896512 D W TR AL &
L, B, KHROBEICET 2R 5T -7-DTED

W e HET 5,

I.XBAH &

1. ¥%

BBRE ILIRBHAY 7884 T, FEih20~26(F1521.6
+1.3(SD.))#&, &E158~181(171.7+4.8)cm, {KES]
~83(62.616.5)kg Tdh -7

HEREIRRDHILVER LTSN LDIRE
L, RRiZkLH, ABROBY - W7, EHES, &1fE
FAREBOME, BERL2EIOVWTESLEBAERT-
DHLIZHEEIZL ARFXHB THEMIISML /2 volun
teer Th b,

2. fEHEH

AZEH X RU 289650100 13150 mg(Hfli) ¥ &4 T
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Fig. 1 Chemical structure of RU 28965
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oo oML,

3. bR

INERHR S % Table 112/ L 72,
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T, M M OTR M D ¥ % TLC/Bioautography
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ERUHPLCIEIZE DT - 720

4. {5 HE

Study I ~IV 4, HEHS (2B DT,
HEMBOYRBERLEL, 39 7MKL EBHIZHE
KR IRA 34, H5 4 BIN%KICBRERLE,

Study V~VORKEOHEBWORF T, KHI304r i
REBELICENEIy 7T-HoKE ELIZIRASET,
$7:, ZEPEBEICOWVTIE Study [~V EHEHUZ L 72

Study I ~WiZdH > Tiz 1 AINOKRERMESL 70
A —N—iEICEDEEL 7,

Sutud IO KRG 2BV Tid, HEEY & b HIRM
0 RUHRAIB0OFIZT » T—HDKkE L LIZIRASE
ATS

5. RPN ik

1 3 o B OFBR P i O SE IR RTERY (CTEV ATALEE ® L
7=1%, Micrococcus luteus ATCC 9341 % HEi & LT, H
MEHMAREL-2-(D)-Q-i D EHCHES »
TEIZENITo7

RU 28965 % UL 4 00 i HE il 2 1 ATV B » THTV,
IS8 R IR D FREA LA R U A DAERRA AL & M~
72

2) TLC/Bioautography i£

MAERURE TV TR 7V THHL, H#
KRBT, OOV LIZEBRL, YA YL
TLC 7L — b (Merck)IZA#H v b L7z, 700FKNA/
FOZFALT I(9:1)TCHEMEK, B. subtilis ATCC
6633 KBRW & LT/AAHF—bTSF7714—%4To1

I. & E 3

1. Dose response

RU 289655t dose response ¥ & 5 RARIZBWVT, 4
LOMERND T %1 812 BB S A% %100,
150, 300K U°600 mg M 4 G RIZDOVTIT o720 &i%
L5 bix51%, 0.25, 0.5, 1, 2, 3, 4, 6, 8,
12, 24, 36K UF488FM (2R L i 4 ik fE % #E L7,

100, 150, 300% U¥600 mg x5V ¥ HiZBV T Hix5

6. RAMORE H1~2BFM TREBMYEFIREICEL, £DOFHMELSD.
1) HPLC i# 1 F#Nn#Fh4.06£2.30, 5.78+2.27, 7.23+2.63R 1
Table 1 Summary of studies on RU 28965
Number of*
Study Object Dose Note
volunteers
100 mg 12
I Dose response RU 28965 tab. 150 mg Fasting
(Cross over)
300 mg
300 mg 12 .
| Dose response RU 28965 tab. Fasting
600 mg (Cross over)
. RU 28965 tab. 300 mg 12
| Comparative study Fasting
EM tab. 300 mg (Cross over)
) RU 28965 tab. 150 mg
Comparative study 12
v o EM tab. 400 mg Fasting
(clinical dose) (Cross over)
IM tab. 400 mg
12 Fasti d
\' Effect of meal RU 28965 tab. 150 mg asting an
(Cross over) after meals
12 Fasti d
i Effect of meal RU 28965 tab. 300 mg e
(Cross over) after meals
7 Fasting, before
i Effect of meal RU 28965 tab. 150 mg
(Cross over) and after meals
RU 28965 tab. 150
i Multiple administration . me 7 Fasting
2 times/day for 15 days

* . Cross-over : one-week interval
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10.22+2.24 yug/ml THhH, AUCo-w fliiZE h #FN
49.54 + 20.48, 75.31 + 22.46, 105.19 + 37.04 & U
155.90+49.26 pg * hr/ml T o 720 55 M4 D1 M
U AUC fEE 12150 mg #%5 £ Tl 5 &i12iziepIL
7AW Tz, 300, 600 mg XSG TOMMMIER
PRIBI L BERATR SN (Fig. 3), BIXSRIZHBIT
LEMBREDOMMEDIRE % lag-time ¥ & 72 one-com-

partment model {2 T 3@ TR 7212100, 150,
300, 600 mg #%&4- DI, 6.99+3.14, 6.23+1.48,
7.89+2.29/% 0°9.07+2.28 hr T, 300 mg #¢%5- LA £ T
W DIER A AR SNtz Hi GBI BT BT 48R
I CTORBYEIIENFNG.76£3.72, 7.7912.30,
7.88+3.66%08.21+3.24% T, S BIZHEVIMT S
B ATH &SN/ (Fig. 4 )o

Fig. 3 Plasma concentration of RU 28965 in healthy volunteers after oral administration

101

Plasma concentration (ug/ml)

—eo—100 mg

—&—150 mg

% —=—300 mg
—#—600 mg
0 - T T T T T T T 4’[’ T ﬁ%
0 2 4 6 8 10 12 24 36 48
Time after administration (h)
Time Plasma concentration (1 g/ml)
(h) AUC
1/4 1/2 1 2 3 4 6 8 12 24 36 48 (ug-h/ml)
100 mg 1.20| 3.17| 4.06| 3.71 3.45 3.33 2.36 1.88 1.28| 0.65| 0.29| 0.16 49.54
(n=12) *+1.60 | +£2.58 | +2.30| +1.92| +1.65| *1.56 | £0.97 | £0.76 | £0.56 | £0.27 | £0.16 | =0.12 + 20.48
150 mg 1.33 4.03 5.61 5.78 5.37 5.28 3.99 3.11 1.95 0.93 0.40 0.22 75.31
(n=12) +1.47 | £2.40 | £2.54 | £2.27 | £1.97 | +£1.83 | £1.06 | +0.87 | £0.65 | £0.31 | +0.20 | £0.13 + 22.46
300 mg 2.8 6.62| 7.13| 7.23| 7.06| 6.62 5.45| 4.36| 2.82 1.38| 0.61 0.35 105.19
(n=24) +2.70 | £3.54 | £2.93 | +2.63 | £2.31 | £2.09 | £1.59 | +1.42 | £1.11 | *£0.64 | £0.34 | +£0.23 + 37.04
600 mg 2.96| 8.25( 9.38]|10.22 9.54 9.48| 7.65| 6.43| 4.52 2.08 1.01 0. 56 155.90
(n=12) +2.93 | £3.54 | £3.00 | £2.24 | £2.06 | +2.52 | +£1.53 | £1.67 | =1.68 | £0.91 | +0.54 | +0.40 + 49.26

Mean + S.D.
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2. Kl ok 1)

128 DREHERLA Y 1 % 5 R42, ZRIRINE300 mg 43 'j42
Bi1F% EM Bt & DIBERE AT o 720 KHH & bAlLY1%,
0.25, 0.5, 1, 2, 3, 4, 6, 8, 12K Ur24mINiZ
Rin L, Ml L e L7

RU 28965%% T, %4 2 I TT-47.43£1.55
pg/ml OFFE MM MREEIE L2202 L, EM BT,

125-th 6 W I C BB LA IRV 258 L7278, £ DT
i RU 289658% D#11/171237:%0.45+0.24 pug/ml T
2l E 72, AUCo-2 I £ N FHN82.83 2171 R IF
2.93%£1.21 ug -« hr/ml T, HBEEE OB MY iR
MU AUC I, MIEDSH B -BEUL T, R TERRE
Ao 220 L DA B HA (p <0.05) BB HNL
(Fig. 5 )o &M DO H2405 M T TORDPFAIE

Fig. 4 Urinary excretion of RU 28965 in healthy volunteers after oral administration
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_ Vi —
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-i —e—100 mg
2 —a—150 mg
6 —a—300 mg
—#—600 mg
0 —— . A r /4 v I~ T
0 12 24 36 48
Time after administration (h)
i Concentration (ug/ml) Recovery (%)
Time
h
) 0~2 | 2~4|4~8|8~24(24~36(36~48| 0~ 2 | 2~4 | 4~8 | 8~24 | 24~36|36~48 Total
100 mg 7.6| 7.6 9.0| 35| 14| 07| 1.07] 1.5| 1.36| 2.24| 0.60| 0.3 6.76
(n=12) |x901|* 60 x50|x22|+06|%03|+0.85|+0.68]+0.86]|=+1.21|%0.39|+0.19| =+ 3.72
150 mg 4.4 20.9| 19.5| 4.7\ 19| 10| 1.44| 1.70| 1.70| 2.17| 0.51| 0.27 7.79
(=12) |+14.9|+14.9|*10.9|+ 2.2|+ 1.1|+ 0.7|+0.80| +0.65| +0.72| +0.53 | +0.28 | +0.13| =+ 2.30
300 mg 48.0| 45.1| 31.8| 80| 26| 16| 1.70| 1.73| 1.91| 1.95| 0.38] 0.21 7.88
(n=24) | £39.8|+41.2|+18.8|+ 5.4+ 1.6+ 0.9|+1.16|+0.91 | +1.04 | +0.77 | £0.21 | +0.10| =+ 3.66
600 mg 111.3| 137.7| 101.1| 16.8| 3.8| 2.7| 1.91| 1.79| 2.13| 1.85| 0.34| 0.20 8.21
(n=12) | £76.4|+79.8|+75.7|+ 8.5|+ 2.2+ 3.1|+1.20| +0.77| +0.95| £0.65 | £0.19| +0.13| =+ 3.24

Mean = S.D.
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NENS5.81£1. 10K U4.2021.72% Tah 1), #HERFN
TORBI S HEZ(p <0.05)HFH N7 (Fig. 6 )

3. il DLE(2)

DREOREEAB T EARIC, BAEESRICBT
HHH (EM K UFIM §&) & O St akBR % 22 Iy 4 ol 32 5
124 947 o720 RU 289658£150 mg, EM ££400 mg M U
IM 52400 mg & #% 5%, 0.25, 0.5, 1, 2, 3, 4, 6,
8, 12K UF4WERN IR L, M4l £llE L7,

RU 289658% 1345 5-1% 2 B¥ 4], EM StI3Hr5-1 6 By,
T/, IMEEIIIRG % ] BE M TRM MR IE L,
FNHDTHIZFNFN5.2543.58, 1.21+0.58 % 0¥
1.07£0.76 ug/ml TdH o 720 EM SR U IM it i3 el

FNEN2AN 6 BN T YLD il 14 A0 B (0.1 pew/
mDMA TS 572D L, RU 2896558 13 4% 2t 24010
TOLE- 2O DM PRIEE LT, 72,
AUCu-21 fHIZHI LT % RU 28965812 sV iz L, EM
SED#T .38, IM DI METH »7:(Fig. 7)o KM
Bl 15 5 I 02 38 0> T 26 4 e 9 ) T OB G IOL Y o M A O
AUCHiRIEM T B L, WIFR LA A (p<0.05)A%Le
L,

HUERE O MY ik IE % lag-time % & & 72 one-com-
partmet model {2 Tix® Tk 7z RU 289655 O |
J125.56 £ 1.89 hr T H, EM 5i92.60+1.01 hr KT
IM B£0.84£0.23 hr {2}t L TENEF N2 MG (412

Fig. 5 Plasma concentration of RU 28965 and EM in healthy volunteers after oral administration
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Time after administration (h)

Time Plasma concentration (u#g/ml)

L) 1/4 | 1/2 1 2 3 4 6 8 2 | AUC
/ / 1 (ugh/m

RU 28965 2.47 6.43 7.11 7.43 6.78 6.51 4.88 3.85 2.63 1.43 82.83
300 mg +2.18 | *2.53 +1.92 +1.55 +1.39 | £1.50 +1.27 +1.19 +0.84 +0.74 +21.71
EM 0.08 0.35 0.41 0.45 0.24 0.03 2.93
N.D. N.D. N.D. N.D.
300 mg +0.13 *+0.41 +0.25 +0.24 +0.16 +0.07 + 1.21

Mean = S.D. N.D. : <0.1 ug/ml
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#(p<0.05)d b ) R UHI6.64% (1 & X (p <0.05)d h)
THo7

RU 289655¢, EM it/ U IM 4k 45 Hh24H§ 1N £ TOIK
kit F N EN4.50+2.49%, 3.4412.22% K UF
1.49+1.12% THMEREM TOLLMAN S, RU 289655
RO IMEEE DM X (p<O0.05) A BB LN
(Fig.8)o

4. FORORE(1)

244 DIHEE AR % 2R 1Z, RU 289655 0 i K 4t
1 5 RTHH150 mg KU1 HEL & TH %300
mg ¥ WIS L, HWIFES OB E bl
7o H¥k5HikE b4%5%0.25 0.5 1, 2, 3, 4,
6, 8, 12 UF24REMIICERINL L M4 il & Ml L7z

RU 289658¢150 mg % KN %I 4% 5 L7c & & DRBM
W ch i B UF AUCo~2 2 LT % E, ZHBEOEN
ZN#)40.7% R U#160.1% Td - 72(Fig. 9 )o

5 %2485 £ T ORBPHEE I EMEFDOH49.1% T
& - 7:(Fig.10),

RU 289652300 mg % KL kICHRG Lo &, M8}
HWEES OWA & 8 LT R iR iR K U° AUCo-2
HIZIZE AL ED G - 12, BIEAHE THOm%ES
R HEBREMTHND L, REZEKSIIBOTHY
A & 72 EBASES Stz (Fig.11)o

E koAl CORBPERERZENENS81L
1.10% R U4.74£1.66% T, Kilifkix5ss TR
B b7 (Fig.12)o

Fig. 6 Urinary excretion of RU 28965 and EM in healthy volunteers after oral administration
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: 2] —e—RU 28965
@] ——EM
14
O T Ll T T T L T Ll T L} T T
0 12 24
Time after administration (h)
Time Concentration (#g/ml) Recovery (%)
(k) 0~2 2~4 4~8 8~24 | 0~2 2~14 4~8 8~24 Total
RU 28965 42.9 50. 8 37.4 8.3 1.28 1.42 1.52 1.59 5.81
300 mg +23.3 +21.5 +12.9 + 3.1 +0.57 +0.24 +0.43 +0.53 + 1.10
EM 0.1 18.7 34.7 2.9 0.86 2.71 0.63 4.20
0
300 mg + 0.1 +18.9 +17.2 + 1.3 +0.85 +1.82 +0.34 + 1.72

Mean + S.D.
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5. AENKM(2)

SEOBEL MBI T B0, 7T HORBLA
BF &3 $I2 RU 289658t DERRHEE 1 EIGRTH S
150 mg % ZeHiRE, RET0SRUKREHKICIRS LT,
WERERT OB LB L, BEFHEL RS K
?0.25 0.5, 1, 2, 3, 4, 6, 8, 12K V24K
(4R U 48 R % RSE L 7o

HE, KABOARURBEHIFVTRIZBVTHIX
B~ 2B CREMETIREIEL, TOTHMIIE
nENS5.111£2.48, 4.84+2.82% U3.57£1.69 .g/ml

THH, AUC-» fHiZE#N#N5]1.81120.05 44.96%
15.08 ) 143,36 £11.78 ;g * hr/mI T, KM305 KUK
B DBV TP HIN A & e, HHEREMT
KT HLEVFNIIBLTOHEA(p<0.05)13i2H 5
e h - 7:(Fig.13),
BIXGHIET BT 5 EHRH O MY P IRIL T lag-time
% &% 7: one-compartment model {Z & O BEHT L, R&7:
BI85 A — % —% Table 20IR L7, BT A—9—%
IO L LEM T A &, WILRIE & B (ka) 1 ST
30ME G BNWTIZE A ERIL L 22 o 7288, RIHHEAL

Fig. 7 Plasma concentration of RU 28965, EM and JM in healthy volunteers after oral administration

Plasma concentration (ug/ml)

[\+]
i

6

54

44 —e—RU 28965
——EM

|

—a—JM

U

T

0 10 20
Time after administration (h)
Time Plasma concentration (#g/ml)
(h) AUC
1/4 1/2 1 2 4
3 6 8 12 24 (ug-h/ml)
RU 28965 1.36 3.45 3.88 5.25 4.70 4.57 3.17 2.40 1.65 0.79 52.83
150 mg +1.59 | £2.66 | £2.43 | £3.58 | £2.92 | £2.43 | *1.67 | *£1.17 | £1.00 +0.47 +29.70
EM 0.05 0.38 0.83 1.21 0.64 0.15
ND. | ND. | ND. N.D. 722
400 mg +0.17 | £0.35 | £0.49 | £0.58 | *0.31 +0.12 + 2.74
JM 0.35 1.07 0.72 0.32 0.21 2.77
N.D. N.D. N.D. N.D. N.D.
400 mg +0.47 | £0.76 | £0.27 | £0.24 | *£0.20 + 0.77
Mean + S.D. N.D. : <0.1ug/ml
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TR A LN, lag-time 13 STAT3050 M UFFTIM 1
FHOFRIZE T ORI AR S N, 45 T
513492, 56500, 3R I LR L 72,

MR, FAURU304> M USRI M4 542 3313 & 43t 5 1k 24l
I#) $ CORBPYEERIEENFNB.59£5.00, 7.25+2.93
KU6.06£2.73% Th h, RAI0D MU RE %S TH
LHISNTA, VTR b A7 B A (p <0.05) 1Lk
BHHENLH - 72(Fig.14),

6. iy

B E 5T D 1 [@150mg, 1 H2EZISHIN

220, 741 %IIREK) ORBEAS IS L, #
1, 8, 15HE % 1 @5 ko mET K URDIRE;
05 RUBIZEBOH | [ 5 %O MY IRE L BIE L
720 .
murpimEIcLT, 1, 8KRIISHBIY %I
0.25, 0.5, 1, 2, 3, 4, 6, 8, 12KUr24B¥iMiz,
7295 RUI2H ALY ki 24B IR M L i#E L7,
#$1, 8 RUISEBRSVTNIZEVT L5 Kk1~2
BT FNEN6.23+4.51, 6.32+1.96K%1%6.57+1.78
ng/ml OB w5 MYEH il 12 L 7ok, ERENLRM

Fig. 8 Urinary excretion of RU 28965, EM and JM in healthy volunteers after oral administration

6
—e—RU 28965
5 —a—EM
—a—JM
2 41
c
.2
|2
% 34
[
@
2
2
=
E 24
=1
@]
14
0 T T T T T \ | T T T LJ T T
0 12 24
Time after administration (h)
Time Concentration (ug/ml) Recovery (%)
(h) 0~2 2~4 4~8 8~24 0~2 2~4 4~8 8~24 Total
RU 28965 8.2 13.8 10.1 3.2 0.63 1.28 1.23 1.36 4.60
150 mg + 6.2 + 8.5 *+ 4.9 + 1.2 +0.41 *1.25 +0.79 +0.72 + 2.49
EM 0.5 17.2 46.5 4.2 0.01 0.58 2.03 0.81 3.44
400 mg + 1.6 +16.1 +21.7 + 2.8 +0.04 +0.58 +1.65 +0.43 + 2.22
JM 20.8 14.4 8.2 0.6 0.64 0.36 0.37 0.12 1.49
400 mg +17.1 +14.9 + 8.7 + 1.3 +0.86 +0.17 +0.21 +0.26 + 1.12

Mean *+ S.D.
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6.25+2.49, 10.96+9.79K% U7.15+1.75 hr TiHA L /2.
AUCo-12 fHIZ# NEN40.44£17.78, 52.28+£10.49K 1"
48.83+4.48 ug - hr/ml TH - 720 R m MY Pk e,
AUC ER USRI ISV T H BB Clem L 72 & o
5, %H1, SRUISAEHRSGVWTRIZBLWTLHEMN
(p<0.05)i3FBD LN Ao 72(Table 3)o F 72, FEMIMK
¢ simulation curve &3 & { —3L T\ 7:(Fig.15),

RebHEEERIC LT, %1, 8 RU15H B th12k
TS RNDEFNEFN2.4810.78, 5.33+1.82 K F
4.59+0.69% AtHEt S 72 (Fig.16),

L, ARG CELLEEMOMEEXEbEMNE
L TEHR L 72150 mg 7 Bl 2485 Ml 45 )5 5-RBRIZ BV TS,
EREmIREHON LD 57,

7. K omE
1) ALY
I JHPLC #:42 & % 90
MY R BALIR T H B RU 28965044+, KD
=2l ehihar,
ii )TLC/Bioautography i:(2 & % 5r#7
Fig 17WamiLzssq4 44— by u kb, Mtz
AT A8 E LT o RU 2811185 H LI,
2) IR (LY
i JHPLC {42 & A 9M#7
- 154805 M) £ TOARKILAM O 4 OB DIR
HE¥ % Fig. 18127k L7,
RU 28111 &2 U RU 390014345 £ #410.01 ~

Fig. 9 Plasma concentration after oral administration of RU 28965 to healthy volunteers fasting or after meals

6 Dose : 150 mg

wn
A

-
1

Plasma concentration (ug/ml)

14

0 T L T T

—e—Fasting

—*— After mecal

T T T T T T T T
0 10 20
Time after administration (h)
Time Plasma concentration (#g/ml)
(h) . AUC
1/4 1/2 1 2 3 4 6 8 12 24 (ug-h/ml)
0.47 2.62 4.18 4.86 4.76 4.29 3.26 | 2.51 1.66 0.69 51.74
Fasting ]
+0.39 | £1.65 | £1.66 | +1.84 | *£1.65 | £1.30 | *0.88 | +0.74 | £0.64 +0.27 +15.76
1
0.22 1.14 1.91 1.98 1.88 1.87 1.75 | 1.41 1.08 0.59 31.12
After meal |
+0.63 | £1.86 | +2.05 | £1.60 | £1.36 | *+1.08 | +0.85 I +0.68 | +0.55 | *£0.36 +12.93

Mean = S.D.
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Fig. 10 Urinary excretion after oral administration of RU 28965 to healthy volunteers fasting or after meals

64 Dose : 150 mg
5
& 4
c
.2
©
15
% 31
[
o
2
=
El
£ 2
3
O
—e— Fasting
1 —a— After meal
0 T T T T T T T T T T ~T
0 12 24
Time after administration (h)
Time Concentration (ug/ml) Recovery (%)
() 0~2 2~4 | 4~38 g~24 | 0~2 2~14 4~8 8 ~24 Total
. 13.6 21.7 14.8 3.7 1.01 1.34 1.79 1.51 5.66
Fasting
+ 9.5 +16.0 + 7.5 + 1.3 +0.48 +0.67 +0.47 +0.63 + 1.9
8.4 8.3 7. . . .
After meal 4 1.8 0.42 0.56 0.76 1.04 2.78
+10.3 + 6.4 + 4.4 + 1.2 +0.57 +0.37 +0.42 +0.52 + 1.57

Mean *+ S.D.



VOL. 36 S-4

CHEMOTHERAPY 175

FRBENALNIDIR, SDF 237 RO IR
HAERE LTELONDY,

RU 2896582 L 2R 0= 4 ¥ v D $ 54t
THETAHE, BREMMETRER D AUC HizEhEFN
16 .5 RU2B.MELIAE L ENAONL, T, BEH|
OEHREE 1 D% RN150 mg % EM SER 0 IM SOk
KizBITH 1 AEHERTHAH400mg LIk L& 2 5,
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Sl ENG, REFRURITTE & i 4 h il HE DR
YHETHLEZLND,

F 72, GA-test dAGH T2, RU 2896585¢HE 1147 ) %
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el & DTS MBS L h oS e b, FK
UL TV SR T DM R RN 5 ' E-R (R AR A RF (AN

RPN T 572012, REFIORAHE 1 (0]
5/ THAH150 mg % A0 K O RBEHILT L,
MR O E L LB L 7o B M P il M OF AUC fi)
LIS, WA AR SN A WA (p <0.05)13H28
bhlehol, F7, &4%45 4L TO pharmacokinetic
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Fig. 11 Plasma concentration after oral administration of RU 28965 to healthy volunteers fasting or after meals

104

51,

Plasma concentration (ug/ml)

Dose : 300 mg

—e—Fasting

—a—After meal

0 T T T L L) L] LN T
0 10 20
Time after administration (h)
Time Plasma concentration (ug/ml)
) AUC
1/4 1/2 1 2 3 4 6 8 12 24 (g-h/ml)
2.47 6.43 7.11 7.43 6.78 6.51 4.88 3.85 2.63 1.43 82.83
Fasting
+2.18 | £2.53 | £1.92 | £1.55 | #1.39 | *£1.50 | +1.27 | *1.19 | *0.84 | *0.74 +21.71
1.46 4.90 6.70 7.31 7.01 6.35 4.50 3.99 2.52 1.42 80.68
After meal
+1.45 | +3.86 | *3.21 +1,98 | £1.98 | +1.64 | £1.30 | *1.32 | £1.06 | +0.61 +26.96

Mean = S.D.
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39001 \DEH M U iob L it S Tz,
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$1, 8RUISHBILHOBMMETIRE, AUC i
RUERMOVWTR O AAEENBRDHON L5722 &,
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Mo, Btz WEER LN, LRI T
RepHEitc o 1 A BIX5%42.48%, %8 HEA3#%
795.33% M UBI5H BIRS-%hA4.59% L1 AB LR
ABET2.9%N%N, 7, MI1IABBLPEISABET
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R B9 O M 12300 mg H %4 1 0> M3 K IR % 34
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Fig. 12 Urinary excretion after oral administration of RU 28965 to healthy volunteers fasting or after meals

Dose : 300 mg
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g o
c
.2
2
: o
Q
2
2
g 24 —eo—Fasting
3
© —a—After meal
1-
0 T T T T T T L] v T T LJ Ll
0 12 24
Time after administration (h)
Time Concentration (ug/ml) Recovery (%)
() 0~2 2~4 4~8 8~24 | 0~2 2~14 4~8 8~2 Total
. 42.9 50.8 37.4 8.3 1.28 1.42 1.52 1.59 5.81
Fasting
+23.3 +21.5 +12.9 + 3.1 +0.57 +0.24 +0.43 +0.53 + 1.10
41.4 26.2 17.9 5.2 1.19 1.20 1.20 1.15 4.74
After meal
+36.1 +11.0 + 7.4 + 1.7 +0.91 +0.41 +0.36 +0.40 + 1.66

Mean + S.D.
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Fig. 13 Plasma concentration after oral administration of RU 28965 to healthy volunteers fasting,

before or after meals

Dose : 150 mg

5
§ 44 —e—Fasting
S —#— Before meal
§ —a— After meal
g 34
g
:
2
g
o
¥
1
0 T L] L] T LN T L] T L] T Ll L}
0 10 20
Time after administration (h)
Time Plasma concentration (ug/ml) .
(n) AUC
1/4 1/2 1 2 3 4 6 8 12 24 (ug-h /m)
F 1.70 3.66 4.76 5.11 4.97 4.34 3.31 2.41 1.47 0.70 51. 81
asting .
+1.8 | £2.30 | £2.46 | +2.48 | *2.02 | +£1.69 | *1.31 | *0.90 | *0.57 | *0.26 +20. 05
0.63 2.46 4.84 4.76 3.96 3.33 2.49 2.03 1.36 0.77 44.96
Before meal
+0.80 | +2.28 | +2.82 | +1.96 | *1.54 | £0.98 | £0.92 | *0.65 | *0.41 | *0.24 +15.08
0.06 0.94 2.80 3.57 3.49 3.04 2.56 2.07 1.51 0.97 43.36
After meal
+0.10 | £1.22 | #2.03 | +1.69 | *1.23 | £0.93 | *0.40 | £0.46 | *+0.31 | +0.40 +11.78
Mean = S.D.
Table 2 Pharmacokinetic parameters on plasma levels of RU 28965
Dose : 150 mg
kel ka lag-time t 1/2
Note L
(hh (b (h) (h)
Fasting 0.1410.05 2.00t1.22 0.12+0.13 6.29+4.33
"' Before meal 0.14%0.05 2.32+1.13 0.24+0.04 5.251+1.63
© * After meal 0.10%+0.03 1.46+1.02 0.30£0.05 7.28%2.05
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Fig. 14 Urinary excretion after oral administration of RU 28965 to healthy volunteers fasting,

before or after meals

Dose : 150 mg
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g —e—Fasting
© —a— Before meal
—a— After meal
0 T T T T T 1 T T T T
0 24
Time after administration (h)
Time Concentration (#g/ml) Recovery (%)
(B 0~2 2~4 4~8 8~24 | 0~2 2~14 4~8 8~2 Total
) 31.7 37.7 20.7 5.7 1.58 2.14 2.20 2.67 8.59
Fasting
+22.9 +27.3 +18.1 + 4.2 +1.18 +1.29 +1.4 *+1.47 + 5.00
38.3 19.8 13.8 5.6 1.18 1.45 1.78 2.84 7.25
Before meal
+36.8 + 9.0 + 4.6 *+ 2.1 +0.73 +0.80 +0.84 +1.23 + 2.93
10.5 15.4 15.3 4.7 0.66 1.23 1.91 2.27 6. 06
After meal
+ 9.3 +10.6 + 5.4 + 2.0 +0.79 +0.89 +0.66 +0.72 + 2.73

Mean *+ S.D.
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Fig. 15 Plasma levels of RU 28965 after r;lultiple administration
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Table 3 Plasma concentration of RU 28965 after multiple administration
Ti Plasma concentration (ug/ml)
ime
(h) AUCo~12
0 1/4 1/2 1 2 3 4 6 8 12 24 (ug-h/ml)
1.50 3.52 6.23 5.37 4.57 3.87 3.10 2.70 2.02 2.72 40.44
Day 1 N.D.
*+2.03| +2.69| *4.51 | £2.59 | £2.26 | £1.65| *1.29| £0.94 | £0.42 | £0.57 +17.78
2.88
Day 5 +0.59 B B B a B B B B B B B
Dey 8 2.92 4.08 5.65 6.30 6.32 5.83 5.03 4.08 3.45 2.92 2.93 52.28
a
Y +0.90| +1.73| +1.59| +1.80 | +£1.96| *1.59 | *1.15| +£1.04| £0.51 | £0.37 | £0.23 +10.49
3.10
Day 12 - - - - - - - - - - -
+0.82
Day 15 2.80 3.88 4.68 6.57 5.77 5.33 4.68 3.83 3.27 2.62 1.52 48.83
ay
+0.66 | £1.55| +1.47 | £1.79 | £0.73 | £0.63 | £0.50| £0.44| £0.27 | £0.34 | £0.26 + 4.48
Mean + S.D.  —: Not measured N.D. : <0.1ug/ml
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Fig. 16 Urinary excretion of RU 28965 in healthy volunteers after multiple oral administration

101
Day 1 Day 8 Day 15
&
® ) —
o 54
*®
b —
Y
£
£
3
O
0~12 12~24 0~24 0~12 12~24 0~24 0~12 12~24 0~24 Tune(h)
Time Concentration (ug/ml) Recovery (%)
(k) 0~2 | 2~4 | 4~8 | 8~12 |12~24 | 0~2 | 2~4 | 4~8 | 8~12 | 12~ Total
Day 1 23.5 20.3 15.6 11.9 25.4 0.54 0.64 0.86 0.46 3.05 5.54
a
y +18.0 | *12.7 | £ 9.3 | £ 6.1 +10.6 | +0.40 | £0.22 | £0.30 | *0.22 | +1.38 + 1.7
Day 8 49.4 44.2 31.2 22.6 33.2 1.31 1.27 1.65 1.10 4.42 9.74
ay
+22.1 | £25.7 | #£15.5 | *12.0 | *12.4 ‘10.76 +0.53 | *0.74 | £0.30 | *2.06 + 3.43
Day 15 41.1 23.6 20.1 11.9 10.1 1.23 1.11 1.48 0.77 1.03 5.62
ay
+10.7 | £ 84 | £ 7.1 + 9.5 | +4.7 | £0.46 | £0.29 | +0.22 | +0.41 +0.64 + 0.84
Mean *+ S.D.

Fig. 17 Bioautograms of plasma and urine after oral administration of RU 28965 (300mg) to healthy volunteers

TLC: Silica gel 60 (Merck), 0.2 mm  Solvent: CHCl;/EtsN=9:1 Test organism:B. subtilis ATCC 6633

Plasma
f*— Front
ONONONONe l—RU 28965
Oop 00O l—RU 28111
[s]
le—COrigin
(h) 0 0.5 1 2 4 Std (0.1

Urine

te— Front

[+—RU 28965
le—RU 28111

te— Unknown

te— Origin

(h) 0~2 2~4 4~38 Std. (0.1 ug)
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Fig. 18 Urinary excretion of RU 28965 and its metabolites after oral administration (by HPLC
8
1 Dose : 300 mg
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0 T T -+ I, % l. 0
0 12 24 36 48
Time after administration (h)
i Concentration (#g/ml) Excretion (%)*
Time .
&) 0~2|2~4|4~8|8~24{24~36|36~48|0~2 | 2~4 |4~8|8~24(24~36|36—~48 Total
31.7 35.9( 30.8 8.7 2.6 1.5 1.54 1.80 1.88 1.84 0.29| 0.18 7.54
RU 28965°**
+30.9(*+27.7|+20.0| + 6.3|* 1.5(* 1.0 *1.09( *1.04 | +1.19| +0.85| £0.17 | £0.09 + 3.58
3.9 4.4 3.8 0.8 0.1 0.23( 0.25| 0.26 0.18 0.01 0.92
RU 28111** N.D. 0
+ 3.8(*+3.7|+29|*+0.7|*0.2 +0.15| +0.14| +0.16 | £0.14 | +0.03 + 0.51
1.7 3.6 12.7 0.7 0.1 0.10f 0.24 0.63| 0.25 0.01 1.22
RU 39001** N.D. 0
+ 2.8+ 4.2|+35.0|*+ 21|+ 0.2 +0.12| +0.28| +1.58| +0.78 | £0.03 + 2.67
RU 44981*** 0.4 0.5 0.4 0.3 0.2 0.1 0.02 0.02 0.03 0.06 0.01 0.01 0.14
RU 45179*** 0.4 0.4 0.2 0.1| N.D. N.D. 0.02 0.02 0.02 0.02 0 0 0.06

N.D.: <0.1 ug/ml
~: Molar equivalent of RU 28965
**: Mean *+ S.D. (n=12)

***: Average (n=2)
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Fig. 19 Metabolic pathway of RU 28965 in humans
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ABSORPTION, METABOLISM AND EXCRETION OF RU 28965 IN HUMANS

Masaru Koyama
Tokyo Kyosai Hospital, Tokyo

Masao TATENO
Hitotsubashi Hospital, Tokyo

Mikio SHIROTSUKA, TERUO YAMAMOTO, MAasasHi HiRayaMa, KeNjt SaiTon and Kiyoshi Okul
Nippon Roussel Laboratories

RU 28965 tablets were orally administered to a total of 88 healthy volunteers to study the absorption, metabolism and
excretion of this drug.

1. RU 28965 was rapidly absorbed and the peak plasma level was found at 1~2 h after oral administration of 100,
150, 300(150 mg X 2)and 600(150 mg X 4)mg. Peak concentrations were 4.06, 5.78, 7.23 and 10.22 g/ ml, respectively.
AUC values, calculated by the trapezoidal rule up to 48 h, were 49.54, 75.31, 105.19 and 155.90 xg-h/ml at each dose.
There was a non-linear relation between the dose and the peak level and between the dose and the AUC value at doses
over 300 mg. The urinary excretion was 6.76, 7.79, 7.88 and 8.21% at 100, 150, 300 and 600 mg.

2. A comparative study of RU 28965 tablets and other macrolides(EM and JM)was carried out at a dose of 150 mg of
RU 28965 and 400 mg of EM and JM. The peak plasma level was 4.3 and 4.9 times higher and the AUC value 7.3 and
19.1 times higher than EM and JM, respectively.

3. An interaction study with food (150 mg of RU 28965 tablets)showed no significant difference between the peak
plasma concentrations and AUC values.

4. After repeated dosing of RU 28965 150 mg tablets every 12 h for 15 days, there was no accumulation.

5. Four metabolites, — RU 28111, RU 39001, RU 44981 and RU 45179 — were detected by HPLC in urine. Uninary
excretion of these metabolites up to 48 h after administration was 0.92, 1.22, 0.14 and 0.06%, respectively.



