184 CHEMOTHERAPY

SEPT. 1988

BB AHv 20514 N RU 2896501k A 8 %E

FRADH L -SRI - DndkHY %
WO K & At~ & — B edi B

FLweros4 FREMKTHD RU 289650 MM 112811 2 ENSE LKt L7t BIGA%

135

WREEACE (, BT ELRmIGE 7 %, 178,68, 113K N(45.6 kg (Z K150 mg ¥ M

B S L, M, REMELLL, RSN LT - 70 LPIMAEHMESIZMAEEAKE C
MM IRIER B A T b B &N 7o one compartment model (2 TIRHOTL 2L —va¥ThE,
Tmax (21.4985I, Cmax 138.05 ug/ml, Tvz 1210098 M), AUC (2134.7hr- ug/ml Th 720 fikik
2485 3 CORPEINSKIL6.0% Th 720 UMDLEHT > 74 TOWMELRTHE, HBHET
Bl — s mbiRENEBON, FROKEVEMTH 72 MKTIZBV TEROWRIUS REFT, N
BREELTVWALDEEbND, MAIREHBA A THM BT AROH)ik12150mg 1 B 2

EAER L Ebh b,

RU 289652 erythromycin A @ 9 {if ® ketone % 2-me-
thoxy-ethoxy-methyloxime CEB& L -} 8K~207 1
FRIVEMR TH D, KNFHBEHMELT, RO~
054 FRAEWRICH LT, OFMKAMEICER, B
AR, QOFFICBIT 8% ER L IRAER & ¥ 575
HROFRBEL W KB EZTITZHEI D2, MPFK
W R, REEHINATND",

BRE T, EVOBFAENEEELIIREL5E
A, phase 1FRERTHR I N5 ENHERET RS,
EREICLETRILZWI LIV EWVY, £2T,
BREICBT AR OBHNBEICOVTRITLIZOTH
o T

I. ¥%-FHi&
BRET AT ROBXME (L Table 11278 L 7225, 75~82& (F
H8.6R)NEMBEI L, K4 HTHD, HLDK

BOT-OARPOEFNTH LY, Mik7LTF=2,
BUN, #¥YVYNLY s, GOT, GPT 2 X3 EHTHH,
ookt FES, BEBIIZV, LML, ERHALOY
BERTIXHN, 2LT7F=r 20T 77 ADFHI
54.5 ml/min T& o 7=o % 7=, indocyanine green(JATF
ICG)AHRRIZBIFTDISHEHEDRE LR EHA
Z2h0, FIY14.6% ThH o720 CNHLDEMIIVTIE
HEEEHE(ADL) DM L/EHTHH, b
W-ENEARSTINTVLV, BEBICESERHAL,
EADOFENKE LB TERFA LT

BEAZMEEIC, #$100ml DKkE & b2, RU 28965
150mg $E 1 £ RA S ¢/, RELIBFMBIZERYE
M S/, R¥EHK, 05 1, 2, 3, 4, 8, 128
MCEIRIRIL % TV, 7L C2BEMEBICIRRET 27
PREUR AL Mk 5 8 % HIE $ TOR, —80TICRERHF
L7

Table 1 Profile of ambulatory elderly patients
Case No. Age Sex B.W. Cer Ht T.P. ICGis
(kg) (ml/min) (%) (g/dl) (%)
1 76 M 50 58.0 42.9 7.1 25.0
2 80 M 42 60.0 32.4 5.3 27.0
3 75 F 35 34.8 42.2 6.3 7.6
4 82 F 35 32.0 30.1 6.9 2.5
5 77 F 39 55.0 32.2 6.3 9.5
6 80 F 43 48.6 35.2 6.3 12.5
7 80 M 75 93.3 37.9 5.9 18.3
MeantS.E. 78.6 £ 1.0 45.6 + 5.3 | 54.5 + 7.7| 36.1 £ 1.9 6.3 £ 0.2 14.6 £ 3.5
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Table 2  Serum levels of RU 28965 in elderly patients after a single oral administration of
150 mg in the fasting state
Time(h) Serum concentration ( #g/ml) Tz AUC
Case No. 0.5 1 2 3 4 8 12 (h) (h * ug/ml)

1 4.3 5.8 6.0 7.8 6.6 3.9 3.9 9.96 117.7
2 4.7 4.9 6.0 6.2 6.1 3.7 4.5 16. 01 154.9
3 6.3 5.7 5.4 5.5 7.2 3.1 2.3 6.78 81.1
4 10.9 10.2 10.6 8.8 8.2 7.2 5.2 11.44 191.6
5 4.0 4.8 4.7 4.6 3.9 2.4 1.5 6.59 54.7
6 10.6 11.1 6.9 10.2 10.1 4.9 3.9 6.21 126.3
7 9.6 11.1 10.1 9.7 9.3 7.4 5.4 13. 64 216.9
Mean 7.20 7.66 7.10 7.54 7.34 4.66 3.81 10.09 134.7

+ < * t * + + t t *
S.E. 1.16 1.13 0. 88 0.82 0.79 0.74 0.55 1.45 21.84

Fig. 1 Serum levels of RU 28965 in elderly patients after a single administration of 150 mg

in the fasting state
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Table 3 Urinary excretion of RU 28965 in elderly patients after a single oral administration of

150 mg in the fasting state

Time(h) Urinary ration ( 4 g/ml) Urinary recovery (%)

Case No. 0~2 2~4 4~6 6~8 8~12 12~24 0~2 2~4 4~6 6—~8 8~12 12~2%4
1 3.1 7.1 2.4 1.4 2.0 4.8 0.27 0.76 0.77 0.21 0.55 157
2 N.D. 67.7 82.0 15.6 10.1 7.6 0 1.35 6.56 1.19 1.95 2.33
3 4.3 22.1 10.0 11.2 2.7 2.5 0.50 1.55 1.47 0.26 0.32 112
4 3.6 18.2 16.0 1.5 2.5 0.51 1.69 1.01 0.25 0.71
5 8.6 24.6 8.7 5.2 6.3 0.8 0.97 1.64 0.41 0.35 0.33 0.31
6 20.9 3L.0 8.3 6.1 5.8 - 0.70 1.49 0.83 0.65 0.32 -
7 34.0 33.2 5.1 9.4 2.7 - 0.89 0.99 0.54 0.63 0.51 -

Mean 10. 64 30.95 19. 42 9,27 4.44 3.64 0.55 1.30 1.76 0.6} 0.60 .21
+ b 4 t + + + + 4 4 b 4 b 4 + 1
SE. 4.67 8.25 12.57 2.06 1.17 1.18 0.13 0.14 0.97 0.14 0.23 0.35

N.D. : Not detected

Fig. 2 Urinary excretion of RU 28965 in elderly patients after a single administration of 150 mg

in the fasting state
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Fig. 3 Simulated serum levels of RU 28965 in elderly patients after a single administration of 150 mg

in the fasting state
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Table 4 Pharmacokinetic parameters of RU 28965 in elderly patients after a single administration

Case Kab Kel Tz Cmax Tmax AUC

No. () (h™) (h) (pg/ml) (h) (h+ pg/ml)

1 1.09 ! ¢ 0.07 9.96 6.80 2.49 117.7

2 1.09 0.04 16.01 5.91 2.51 154.9

3 0.50 0.10 6.78 6.10 1.56 81.1

4 1.01 0.06 11.44 10.73 0.36 191.6

5 2.04 0.11 6.59 4.91 1.41 54.7

6 1.12 0.11 6.21 11. 34 1.38 126.3

7 5. 68 0.05 13. 64 10.57 0.75 216.9

MeantSE. | 1.79 % 0.67 0.08 £ 0.01 |10.09 £+ 1.45 8.05 £ 1.03 1.49 £ 0.30 |134.7 + 21.84
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Table 5 Comparison of subjects and pharmacokinetic parameters between the

elderly patients and the young healthy volunteers group

I

Elderly patients Healthy volunteers
Number 7 12
Age (y.0.) 78.6 22.3
Body weight (kg) 45.6 60.7
Tmax (h) 1.49 2.30
Cmax ( ug/ml) 8.05 5.70
Kab (h") 1.79 2.22
Kel (h') 0.08 0.14
T2 (h) 10.1 5. 56
AUC (h+ ng/ml) 134.7 52.83
Urinary recovery
0~24 hrs (%) 6.0 4.6

Fig. 4 Comparison of serum levels of RU 28965 after a single administration of 150 mg in the fasting state
between the elderly patients and the young healthy volunteers group
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PHARMACOKINETICS OF RU 28965(A NEW ORAL MACROLIDE)
IN AMBULATORY ELDERLY PATIENTS

TakAsH! INAMATSU, MAKIKO FukAYAMA and AKIHIKO KATO
Tokyo Metropolitan Geriatric Hospital, Tokyo

We determined the pharmacokinetics of RU 28965, a new oral macrolide antibiotic, in ambulatory elderly patients with
no apparent renal or hepatic injury. Seven patients(mean age 78.6 years, mean body weight 45.6 kg)received 150 mg of
RU 28965 in a fasting state, and serum and urinary concentrations were determined by bioassay and HPLC. The simu-
lated time of maximum concentration was 1.49h. The maximum concentration was 8.05 xg/ml, and the serum half life
(Tw2)was 10.09h. The area under the curve was 134.7h* ,g/ml. The urinary recovery in 24h was 6.0%. In comparison
with reported data for healthy young adult volunteers, higher levels and longer duration of drug concentration were
obtained in ambulatory elderly patients. These data suggest that a twice daily dose of 150 mg of RU 28965 is recommend-
able for ambulatory elderly patients.



