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RU 28965/2 &1} % X086 - BRIRAUIRES

BE ¥-%E T
TR SRR 1T 257 MRS B 22 5

Ra—K
Wik R RB PR

AR < RILKTF - MBS
WHBEAEM L >~ & — SRR

i3 g PARNCR N, 3
PR I Smberf

In vitro DERYHEMEF NV E RV, RU 28965 150 mg PIAREF D I i BE % simulate L, S. aureus
209P DEMMOTRY % EBFAIIZER Lo RU 2896513888 T, 10BEME DM MIZ#IS0% KA L7
BETHo7

SRATXA4N, SELTEKLH, MRI7H, BHEAEIRION, I ARAMAELALIN,
SEXWRE 1 §1, FHUFOFRBMASE I RU 28965241 5- L, BKFIRB LURSHIZOVWTR
i R

1 BI#100~200 mg, 1 H2~3[E, 4~22BM#x5 L, XM OMEKLEIZEL 6, AL23M, L2
H2h 381, ER2HT, AREIIE5.3%Th ol MEFRIZILS. aureus 1 B, S. preumoniae 1 51,
K. pneumoniae 2 B, H. influenzae 2 B, Haemophilus sp. 1 B & U S. pneumoniae + H. influenzae 1 FI7¢
SHESh, HEEII2.9%ELCEMETH 7

REMLBSE 10, HEERE1ANAGK, BRKREMRE IITFHIKRNS 16, GOT -
GPT D LR 1 FALALNIN, WThOBRLZ LD TH o7,

D EORKE KA 6, A IR FRESE I LCHALZEOMERLEL LN,

RU 289651k, 75 VA, VN - 22757 7HTHL 414 L in vito DEBDENETLVERANT, RU
(RRESNI-BORAEEBR~7705 1 FRIAEWRTH 28965 150 mg MARFFDM P IREHB L BFHR ST,
Y, BRICERRICIL I 8 ' Tv» B Erythromycin(EM) OEOEERBRDOER LR L7z T 7-FFR3FMPAE (26
DIRD 4 + ~ %¥2-methoxy-ethoxy-methyloxime TR #
LTHBON-HEETHL, MERIE Fig. 1 1R+ Fig. 1 Chemical structure of RU 28965
(Tha, N~ 0-CHz-0-CHz CHzOCH;

ek, <2074 FRAEWRIZHILEH S ORINAT
B-77 9 AR EICH~NTED, MPREZRHD BN
CTRF AL L 2= WM T FFREE AT 5 B IR A2
LhTwiz,

RU 28965i2, ChonD<wruI4 FRAEYWENK
RESELLEMTHY, T4bL, IOy L6
B LV OKBEDOMIZE Z 23 FA4 ¥ — VLM
B2V HERERMEICER, BRIAEL, PO%RK
MARV, &612, 1 ARSROBR IS EICE
D, FRESORIEROERISER Sh:bDESRT
Wwa,

-
(.
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HL, FOBERMRL S KL 2>VWTHRN LT -
A

1. Pharmacokinetic mode! (2 & 3 MM OER

1. /5 &

Pharmacokinetic model i Al #" Tl 4 L 72 dilution
type & W\ 7z, Simulate L 7c 1L+ i M i&, RU 28965
150 mg % MEHESLA B F 124 12 MR IC PR & € 2R
EHRMBEP B DR Tdh B, Heart infusion HIALT #E
{2 RU 289650 M EHERS % BBl S, 10° cfu/ml D
W S. aureus 209P(MIC : 0.2 ng/ml) % F£F8304>, 60
4%, 904, 1204, 180%F, 2404r, 4804, 6004F, 72043
ERERMICERBENE L,

2. B
RU 28965 150 mg PIAREFD M ) KK iMAEH T 12

BITA S. aureus 209P DERBDOEE ¥ Fig. 2 12T,
S. aureus (3 3BFMIR &L ) MAMIM Z R LEEY, 108FH
BICIZEEBIRS0% AT IMA L THMME R L 2\,
EH L RMLL2VEET TOEBKEAY/ ml LV
HMMEZHDOIxF L, RIS R 2B EEEDS

R (WA

Fi

g.

(cfu/ml)

Viable cell count

10°

10* 1

of S. aureus 209P in the in vitro dilution kinetic model

I. BFE#N

1. #BBLUFHE

RU 28965 % #x 5 L 7=t 1%, FEWiid21~798 (s
52.2M), tERI2 Y1960, K156, ABE - SERIE,
ABES B, H4K2961 DO IEIR 25 MR e fE B FATUBITH - 72,

UFIOMRIz BB AT L Kk4 6, BELFEL]H,
Mige176], MUANELLIOB, VIARAMAELL]
B, LEXIRELIHTH72,

5 /512 1 [E100 mg, 150 mg % 7:13200 mg % 1 H2
~3E AW EORSG L7, RS MMIz4~228 M(Fy
8.7HM), Rix5HI21.2~7.1g(F392.8g)Th7:,

B, INHNMEIZEHAGIE 2 AL HEH61ET A
DRMIZIT - 720

2. BEYE

R EIIERR R L MBEEHRRIZTTTRE LY,

BRRZR DY T TR, T, B s L DOREEHKA
S5 3BUAICEHICERL, 7T-108UAICAME,
CRP, WESLMBOIZIZERIZALI-bDLEY
(Excellent), BRARAEKCRERMOKLEA N L h¥A
BN, BEPILEOBATIRLALYERICALZLO

L H%(Good), FAERHEKILL L HL(Fair), HE¥D

2 Effect of simulated oral administration of 150mg of RU 28965 on the cfu/ml

(ug/ml)
t5.77

+2.89

Serum level

—*— Control
—e— With RU 28965
----- Simulated RU 28965

concentration

Time

5 6 7 8 9 10 (h)
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BoORED o1 b DREILL 7 DI MID(Poor) & L1so

AEEOBRIERBERESNINOMRIILD,
P4 (Eradicated), #M4?(Decreased), A¥E(Persisted),
W34 (Replaced), R83(Unknown) & % L7z

BENRELELTRE, THZ EOMERERHE
L, feTm¥—AME(RBC, Hb, Ht, WBC, B
o8, fi/MR), FMIEME(GOT, GPT, Al-P, T-Bi-
lirubin), WREEMRE(BUN, S-Cr), RFIR %L L ORE
EARBRSHRIT, AREROREICOVTHEL
A

3. & #

1) MREHR

WA DEFDBEE Table LIRLA,

EBNOBEDRIZBNT, RENEXLED 4HIZL
AR, B[EESRAED 1 FIIER, REOITHIIER
40, ALIZA, A% 1A, BEREXROI0MIIL
HBGM, LCHR2M, M2 M, UIANAMAE
FRO1AREY, AEXUBRED 1 AREDTH -7

LHTIHEW M, HBH23M, COEWIMN, B2
AT, H2H%85.3% T 7 (Table 2),

1 2) MEEMRR

AR SRR M ORFE L2900 E M L 7oA, sk
NHBNERLERTH DI EALNHEERTH
h, BEMTERENFEESINI; TOAWMRILS. aure-
ws AR B 1 BN G, S. preumoniae AL S E X KB
1R D, K. pneumonice DG B, BUHEAEXLNE
126, H influenzae DBERW 2 1L 1), Haemophilus
s AMBEABLAN 1S LAMER, 56 IHKE
BRARAOBERTILR 1 L5, S. preumoniae & H. in-
finenzae DR S N7z0

SREMEEZNRRIIME2, R, FK3, B
ZR1, TH1T, HEEI2.9%THo7,

3) MER

BER 34D 2 BlizA SR, Case No. 4 THEKS
MLtk 4 B BICHRED LMEMERBO 0, FHES
R 2BMTTALHICEML 7, Case No. 24Tid,
ARG MEH 2 B B ICBECHER MR RO,
FHOMMAMATTETH D, RERTRESLIZEBRL
A

T RAROBEMBIIMELEBRRELREY
Table 3I3/R L7z BEARMEMAKEN 23451 2 A
&, Case No. 11 CLHFRRIRDMF (3.0—8.0)Af, Case
No. 20T GOT & GPT ® LR (GOT : 25—49, GPT:21
—~96)ABH LN, WTHLBET—RETHY,
BERTHROBRETIIERMIAL TV,

O = »

RU 28965i2 BRI K E TRINACR {, 150 mg PIHREF
TR MPiREI5.640.38 ug/ml &, XD T
T4 FRICHLTEMICHC, F7-mPEE67~10
BEM L BBt CH BY, K150 mg PIAREF O ML PR IE %
in vitro T simulate &4, S. aureus 209P DEB KDL
E AT, 10RM%IZ50% A EDERBORL X
ALNIZbDD, -5 9607 3/ ERERORAE
WHEBENOBRENRLZ ), BEERAERIAT 0N
EYThH b, RU 289650 B 7 i HE 12 MIC TH 50.2
pg/ml Z254E LA E b EE] 5 720, COREIZBENTH
ERBOKBEBLRIIZALR TV SV, LT, =
7054 FRITRIREDSEL, ¥ — 2 213 CRES 2
BERRRIESNY, —CRENRAFMIBOTKE
LERERF->TL Ao FFIZRINACR S Z 4w
MHRBMTHAZ Lid, BENAEROZE LVERE
WA TWVWBILIZ%Y, 150 mg FIRTI28EM & M
BRIEAH) ZpK/ml THhHNH, MIC fJ‘Z,ug/ml ) 1] 7]

Table 2 Clinical efficacy classified by infection

Evaluation No. of . Efficacy rate
Excellent Good Fair Poor
Diagnosis patients (%)

Acute bronchitis 4 4 1 4/4

AFF“? Hpper retsr;;n:ta ti‘:lriiction 1 1 171
Pneumonia 17 4 12 1 16/17 (94.1)
Chronic bronchitis 10 6 2 2 6/10 (60.0)

Diffuse panbronchiolitis 1 1 1/1

Bronchiectasis ‘ : 1 1 1/1
Total . 3 6 23 3 2 29/34 (85.3)
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284 CHEMOTHERAPY SEPT. 1988

#I1212150mg 1 H 2 @OPIRTHLLBZEBE 25,
RS 25 M S 34 U D BRER MR T 12, ML ME T A4 M
RTIZMETNEBEMTH o oA, BEATEIXRTIRH
21061 6 & L LERTH o/ BUEMELAT
DRERZR DORBU ITIH OREREPAIRE S K S 2RET
0, BERAREIDPBRENL/10~1/20TH B XY i1,
MUABEXRDEREROR LOBRLEEHL SN b, H.
influenzae B RV 2 BB D, 261& HRMICAEYTH
o701 BULMATRAE L 7. RU 2896503.13 ug/ml T
13891/3D H. influenzae HREREL SN LRETHLD
T, 150 mg DRART 3 pg/ml LA L )l o il BE AT IS
LN SEEMTHBELEIANHY, 150mg 1H2[E
DHEETCRAKEF LR B, H. influenzae D MICso TH
56.25 ug/ml® DM PR LR L T RERET 51218, 300
~600mg ¥ 1 H3~4EART A LI BHDT, H in

Suenzae Bigiat+ 2 BRARDBRE R 2 B LR+
ARTHH I, ki, RERNDTITTL FRHLEY
ROB/4DRERT, BEREZREBRIEVEY
BEBSODLZLENEICMTARKTHY, EOMD
WIS &2 HBHE, PEEOME, NEXRIMETAL
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1) WE ¥ ME%E, BURF, B H—:Ce
furoxime axetil(CXM-AX) DRBHI#89€ 71 %
B/ EREERR 2 & U BKRMTFR, Chemo-
therapy 34(S-5) : 485~491, 1986

2) BERLEVEHARE : RU 289655 59%

3) W3O BR{LEMEEIRE, FES VHEIYA
Vo RU 28965, &M, 1987

RU 28965, PHARMACOKINETIC MODEL AND CLINICAL EVALUATION
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We investigated the variation in viable count of S. aureus 209 P over time by simulating the blood level of RU 28965 in

an in vitro pharmacodynamic model after oral administration, of 150 mg.

RU 28965 was bacteriostatic and the strain count 10h after administration decreased by approximately 50%. The cli-

nical efficacy and safety of RU 28965 were investigated after administering the drug to 4 cases of acute bronchitis, 1 of

acute upper respiratory infection, 17 of pneumonia, 10 of chronic bronchitis and 1 of bronchiectasis, totalling 34 cases.

A single dose of 100~200 mg of RU 28965 was administered twice or three times a day for 4 ~22 consecutive days.

The results revealed that 6 cases were markedly effective, 23 cases effective, 3 cases fairly effective and 2 cases ineffec-

tive, with an efficacy rate of 85.3%. Bacteriologically, S. aureus was isolated in 1 case, S. pneumoniae in 1, K. preumo-

nige in 2, H. influenzae in 2, Haemophilus sp. in 1 and S. pmeumoniae + H. influenzae in 1, with an elimination rate of

42.9%, which was slightly low.

As to side-effects, 1 case of upper abdominal pain and 1 of flatus were observed. Abnormal laboratory test values were

detected in 1 case of eosinophilia and 1 of raised GOT and GPT. These were, however, mild.

From the above mentioned data, we conclude that RU 28965 is an effective oral antibiotic against respiratory infec-

tions.



