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Ritipenem acoxil @ b bR IT & £ OERKE AR

ST
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FLOWREOARX LR AEMK ritipenem acoxil (RIPM-AC) @t hBMABHEITORE B L U

ARERRRAIE (X 9 B BRPREIIRET 21T - 720

b NRARBEITTIY, EEOBITMELZRE L, AH]400 mg % 1 B 5&IC 0.25~0.97 ug/g D
BITHRE 2R, FIRICRIE L MmEhmE & DL 9.7~18.4% TH » 7,
HNERERREAE 1213, AREQA 1), ZEKURE 34, ARORIMME 2 G, BRARARZE 7 B, BMEAEIER 16, MK

M 3 4, AiE%R 3 Floit 20fEH)ic RIPM-AC % 1 [E] 100~200 mg,

tEemERIT LI,

EORR, BMEOFMEIR 19FT, EX6H,

1 B 3ERORS L THRKHE

BH1260, ®H1HIT BYHRIIMUT%TH-

720 S BEEE X Staphylococcus aureus, coagulase negative staphylococci 78 ED 75 LBHEH &
U* Morganella morganii 15 E D75 LRWEET, 16 #ked 15 #kDSER L, 938U DEHEEAETH -
720 BHERZ 1 BITTRINED Sfcd, K5dkgicsiE L,
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Ritipenem acoxil (RIPM-AC) B4 4%V 7D7 7 )b
YT ANOTNASHTERIN, FFTRT 7
14V 7 Aoz AKRRRHt HT 72 v THR
2t BLUHBMESRR L THEHENED SNT
WABH LWERORARR LRNAMETH 5. AFFED
BEEBEXL ODBRININ, X775 —HIZkDmKksiE
INTHEMAERTDH 5 ritipenem (RIPM) & L TIRE
HERT TN v I Thb, EARRS T LHEHE
B, BUHECIELVWHERARY MVEFL, HiciFsk
75 LBHEE S ISR ICH LENTRE N ZR
FEINTWVBY,

AR ORBIEEICE T2 FHEEZHMT 572, BE
BRTORS B L A RBRPE ICX T 2 EROKRT %
T-DTUTICHET 5,

I. 5 &
1. BESBBIT
BIRA OEF cHERICARRICHT sRIEOE S
FRFPEBREIC, AF 400 mg % 1 EHRES LEH s n
D RIPM BEZRIE Uz, EEICHRIM L 72 MmiEH

BELRE LI,
HBBXUOMEOBEREIRESDOHEY ICHEL
HPLC & TiT - 120

2. ERIRIRRR

R ITFR 4 FE 6 B SFK S5 FE 7 A & TICHKERT
FRiEBRENREZZ L, AROERICRARDOE SN
AREEGIEBE 0 FTH 5, Fhhi3 15~ HROFH
86, L 12HTH -1z,
EFOWRIZIRBZ 1 H, EhifE3Fl, RBRE?2
Bl, WRARZ T, 2MEEL1H, AEESEIH A
BR3P TH S, A 10100 mg, 150 mg F 723 200
mg4 1H3E (55 1FARERFTHERBDEEDHD)
BREBICRE L., #5HMR 1 ~14BBTH -7,
MERHEEEER, MERREEE&C, BREOH
EAx8EL L CHABRRPESLHE (1985) OHEE
Y T U TIT- 1

I. & %
1. IRMEREET
AF| 400 mg ZOR/ERICHITE I NIcRk#E% Tablel

Table 1. Conjunctiva and plasma levels of ritipenem in humans

Case | Sex | Age Dose Time Plasma |Conjunctiva C/p
No. (y) (mg) (hr : min) | (gg/mb (rg/g) (%)
1 F 57 400 0:45 1.81 0.25 13.8
2 F 65 400 0:53 5.26 0.97 18.4
3 F 74 400 1:20 3.62 0.35 9.7

C/P : conjunctiva/plasma rate

Time : sampling time after administration

*PKEBKETREL -4-36
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kUt 3FIDKERET 0.25~0.97 ug/g DFEITRED 2. BERIEER
gREht, BEICHIE LM RIPM MBI 1.81 ERPRISER D kK% Table 2 1278 L 7c,
~5.96 1 g/ml 7R L, HE£ P BE o I 4% o BE 1o g RG22 16 OGER 1) TEERICTRMOMRS LU

B3 9.7~18.4%Tdh » 1o BREOLD PR 70FY vy, XX boyERK 4
Table 2. Clinical results of ritipenem acoxil treatment
Pt. MIC Treatment Efficacy Sid
. . . ide
‘ (I)\?:e Age| Diagnosis |Eye Organism 10 CFU/m!| daily dose |duration |total dose clinical bacterio- effects
"1 Sex (ug/ml) [(mgXtimes)| (day) (g) logical
P, tii =0.02
1 ?\Z blepharitis | OD _zzr—el;o = 0.025 200X 3 12 7.2 |excellent| eradicated | (—)
CNS 0.05
2 i/zl hordeolum | OS &) 150X 3 6 2.7 excellent | eradicated (=)
CNS 0.1
3 ZFZ hordeolum | OS = 150 % 3 3 1.35 |excellent| eradicated | (—)
S. 0.2
4 1; hordeolum | OS ((uir)eus 200% 3 4 2.4 good | eradicated | (—)
CNS 0.1
5 i: lid abscess | OS =) 100% 3 9 2.7 |excellent| eradicated | (—)
S. .2
6 SF'Z lid abscess | OD ((u_t_r; us 0 2003 10 6.0 good | eradicated | (-)
S. 0.05
7 Ilvsl meibomitis | OS c(uir)e us 100% 3 9 2.7 good | eradicated (=)
N .
8 i(,) meibomitis | OS ?_? 0.05 100%3 7 2.1 good | eradicated | (—)
NS .0
9 ZF(,J meibomitis | OS gN S 80: 150X 2 1 0.3 |unknown| unknown |diarrhea
N .
10 2F3 meibomitis | OS ?_? 0.05 200% 3 5 3.0 good | eradicated | (—)
. 0.1
11 6; meibomitis | OS S ?ir)e us 2003 7 4.2 good | eradicated | (—)
23 . . (=)
12 meibomitis | OS 2003 5 3.0 good unknown (=)
M not done
36 . .. (=)
13 meibomitis | OD 200%3 4 2.4 good unknown =)
M not done
51 acute (=)
14 -
F |conjunctivitis both = 100X 3 11 3.3 good unknown (=)
M. morganii 3.13
72 CNS 0.1 partially
15 X -
M corneal ulcer| OS Corynebacterium sp.| <0.025 200%3 5 3.0 good eradicated )
CNS 0.1
76 P. aeruginosa 50 150X 3 7
16 i -
g |corneal ulcer| OS =) 200X3 7 7.35 good | eradicated | (—)
32 M . <0.02
17 F |corneal ulcer| OS ora(xfl)la SP 025 100X 3 5 1.5 |excellent | eradicated | (—)
62 . CNS .
18 M keratitis 0D 0.05 200X 3 4 2.4 excellent | unknown (=)
not done
19 | 19 . (=)
9 p | keratitis | OS =) 200%3 6 3.6 good unknown (=
. 57 . S a 0.05
20 M | Keratitis | OD ureus 200X 3 6 3.6 poor | eradicated | (-)
-

CNS : coagulase—negative staphylococci  OS : oculus sinister ~ OD : oculus dexter
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X Fo—)b EE REICTHR L TV 7B L 7 EF)
T, B, IBREMERICINA, kM REIBEBRD.
BRAG 43 ilh ¥ A & Peptostreptococcus prevotii D3R HE &
hiz, A%F|%Z 1 H600 mg43TI12HAMKSL, 40
BICIRRENEK, BRWKROME S RR, BRIES W HIEPH
KHE LI EMOEMEHE L,

FHEIZ3H (EM2~4) THB, WTFNLbRM%E
KA, BERERNERD S REH T Staphylococcus
aureus, coagulase negative staphylococci (CNS) T
o1, AFID1H 450~600 mg >3 T3~6 [ MED
B’EETV, RUEIEM 26, EHL1HITH -7,

IRAGARBIE 2 6 CEFIS, 6) T, WIhbLIBMELTHRF
A, SEORKRERERDI, EF 5 OKHEIZ CNS
TAFD 1 H300mg453, 9IBMBEEET-7, &5
2 BRITERDEON S HBLRDI I EMSEMEH
E LT, EH 6 OBRHMEILX S aureus TAFID 1 H 600
mg 453, 10 HEBEICIDEROHUEBLERD L
"oFHMEHEL K,

BB 76 GEF 7~13) TRIHEEKRETS
aureus, CNS ARH Iz, AFD 1 H 300~600 mg
533 T1~9HMKRE LI, RHEREH6HIT, 1
Fl GEF9) RSB RICTRERRA L cIcD&REE
ik Lic, BREBBZERSHEEED 2HOA THRESHEK
REDI-DBEMEDFHMN S LT,

SHEERII LA GEF 14) TRIELAMERD
7oo BB THERELXT>OPERREINKE M-
72 AFID 1 H 300 mg 43 3 T 11 HHEHSIC X D RIE
ERMMNBEELICZ EDSEMEHE L,

AERB 36 UEF 15~17) Th -1, fEF 15D
FRIY F A THRIE, BYEKOFAZRYD, AEEERY
5 Morganella morganii, CNS, Corynebacterium
sp. MR I NI, EF 16 TREBEBOFA & BIE S
2R, RIEDWHIN S Pseudomonas aeruginosa M
BRI/, EF 17T CRRBOFALAIERBEER
%, BIES WD S5 Moraxella sp. WEH I, &

#% 1 H 300~600 mg 43 T5~14 BHR#&KS L, 5%
TEIR & BB A& U7, ZVRMIEIZER 1O, B
21T -1,

FIEARIE 30 GEF 18~20) T, IBfE, KMtk L%
o7, BERECUEAKBRBEZRD., BEREY
&0 S aureus, CNS &N, A& % 18 600
mg43T4~6BHEEL, EH 18 19 TRI5E
7 UDERERETIT- 120 NRMEIEY 1H, 6%
L, @ 1HITH -7

Pk, 220 ERTEIERG LA GEF9) i Thin
Bonte, ERIBEEPIEICIDHEL, HFicpEsr
MHEET B DTS -1,

Bt DM R 19 DR %E Table 3 1Z/R L1,
Esedl, B 126, BHIATEDRITUM7%T
i‘vcﬁ’_o

IRICOYBER O & DEEIREN R % Table 4 IR L7, S
aureus, CNS 2 D 7' 5 LIBEHE B & U Moraxella
sp. WED T T LERUEO B, HEBERECLLEY
WHERL, 15FIGhE6H, B8 b, BH1HTH
BRI 93.8% Td » 12,

MBS ES Table 5 1R L1, 75 LBHER
DEEINT 13D DO B 12 KM HEE LEBERRIT92.3%
ThHotso 7T LEHERINBEINIIENVTNHH
HLiz, 1KTIZ 16 bk 15 kDAL L, 98B8%EEL
HERER LI

m % ®
FLOROHRT LRINEMETS 5 RIPM-AC I
75 LIBHE, BERICEBLVWIEANYZ PLEFL,
BICIFSHE S S LR S ICEREE I LENE
HEHNETRT, 517 2 LFNCREZHEERITL
E. faecalis, R= Y vttt S. pneumoniae, £7 = &
ittt D E. coli ¥ & ¥ Klebsiella spp. =Xt LT bAH
BENIREAERT EINTVWEY,
AE], AFOBBERICH T 2EKRNEHEEFET

Table 3. Clinical efficacy of ritipenem acoxil

Diagnosis No. Efficacy Efficacy rate
excellent good fair poor (%)

Blepharitis 1 1 1/1
Hordeolum 3 2 1 3/3
Lid abscess 2 1 1 2/2
Meibomitis 6 6 6/6
Acute conjunctivitis 1 1 1/1
Corneal ulcer 3 1 2 3/3
Keratitis 3 1 1 1 2/3

Total 19 6 12 1 18/19 (94.7)
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Table 4. Clinical efficacy of ritipenem acoxil classified by isolated organism

Organism No. Efficacy Efficacy rate
excellent good fair poor %>
§ S. aureus 5 4 1 4/5
2| G |CNS 6 4 2 6/6
E (+) | P. prevotii 1 1 1/1
% sub—total 12 5 6 1 11/12 (91.7)
‘é Moraxella sp. 1 1 1/1
] ((_}) P. aeruginosa 1 1 1/1
§ sub—total 2 1 1 2/2
Polymicrobial infection 1 1 1/1
Total 15 6 8 1 14/15 (93.3)
Table 5. Bacteriological efficacy of ritipenem acoxil
Organism No. of strains Eradicated Persisted Eradication rate(%)
S. aureus 5 5 5/5
CNS 6 5 1 5/6
(E) Corynebaterium sp. 1 1 1/1
P. prevotii 1 1 1/1
sub—total 13 12 1 12/13 (92.3)
M. morganii 1 1 1/1
G |P. aeruginosa 1 1 1/1
(=) | Moraxella sp. 1 1 1/1
sub—total 3 3 3/3
Total 16 15 1 15/16 (93.8)

57, b MRS IT & A RBEEE 20 Flick it B
BERMEICOWTRE LT,
AHOBABITICOVWTRAGL ARRIBHEZICH
WTRET ATV, 100 mg/kg OS5 O REZNE
BMmEL CIREEREIC 8.31 yg/g, BERIC 4.17 ug/g,
ABRFIC 3.36 yg/g 12 EAREFRBAN OB ITREN TR
INTVBEMETEKIZ 0.93 yg/ml DBITERENHZR
INTWVW3, 4Et MEEBTOBITICH 2> T}, K
RTROBVBITEBEEZRLAEELNEELT, &5
D400 mg BOBFICL VR E2IT- 70

TR, AEL3FIOFETO0.25~0.97 ug/g D
BUBRENRZIN, XL v RIUILY THEINT
WAREK DB DS aureus, S epidermidis, B.
fragilis ® MIC,, % LB 2 iTEE %R L, MiFEL
39.7~18.4% T, AFMNE MEBEICBVWTHLERRICEH
FARER L FREOBITE L TVWB LD EEZ ST,
OB~ DEITH L VERAR TOBITREIC
WTR, 5%RITDOKENS B0, ABRMPEPEL L O
WERETH I L, ARBRESTEDBEELRT &N
BEsnr,

ABRBBERIE W T 2EBREKRTIE 1 B 300~600
mg 3 3OKROXETEM6H, Bh12 F, EEh1H
THEHRAUTREBFLRERNE SN, REEIZ S
aureus, CNS R ED 7 5 LGHEB LU M. morganii
RBREDT S LRHEET, BHEARIT BEX TEAADE
BMTHIBLECBABRENERBR LD EEDN
7o

BITERI 1 FITTRMNREER Lo, FEPIEICKDIE
KiIEHE L

Pl k& © RIPM-AC ZAARMAELAE T L, 1 B 300
~600 mg 53 3 DEOHRETHRRERVBEHPZTLS
ZROBARRLFMEMEATHEEEZ ST,

X [
1) RESR—  FLOBAXEREFRLE, IE
v RV Y L, FC/TA-891, &M, 1994
2) MEIEZ, WRERF EARRE FF &
EHEEE : S/ o< b5 74—tk B
ritipenem @ b k [M4% & & O R 8 BE Il %8 7%,
Chemotherapy 43 (S—3) : 91~96, 1995
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3) =H=E LERE ABHEE HPEE 4) REER ERHZH, MHEH EIEE
MR, EEAR KBEX WRHBHES ALELF, 5% R ARKETF, EFkE
FROZER, SRE F MRS RERREIC Y EH (E: BRHFEHMICE S B ritipenem acoxil
HZNRAMNENERAREOFMER, HRRIE DEEH) - ERRKIRRET. Chemotherapy 43 (S—
90 : 511~515, 1986 3) :387~395 1995

Human tissue penetration and clinical evaluation of ritipenem acoxil
in the field of ophthalmology

Akiko Suzuki
Department of Ophthalmology, Akita Red Cross Hospital

1-4-36 Nakadori, Akita, 010, Japan

Ritipenem acoxil (RIPM-AC), a new oral penem antibiotic, was evaluated for its human tissue
penetration and clinical efficacy in the field of ophthalmology.

The drug concentration in human conjunctiva was 0.25~0.97 1 g/g after a single oral
administration of 400 mg. The ratio in conjunctiva to that in blood was 9.7~18.4%.

In the clinical study, RIPM-AC was administered at a daily dose of 100~200 mg three times a
day to 20 patients with blepharitis (1), hordeolum (3), lid abscess (2), meibomitis (7), acute
conjunctivitis (1), corneal ulcer (3) and keratitis (3), Of the 20 patients, 19 were evaluable for clinical
efficacy. Clinical efficacy was excellent in 6 cases, good in 12 cases and poor in 1 case.
The overall efficacy rate was 94.7%.

Bacteriologically, 16 causative organisms (gram—positive rods including S. aureus, coagulase—
negative staphylococci, and gram—negative rods including M. morganii) were isolated from clinical
specimens, and 15 were eradicated. The eradication rate was 93.8%.

Diarrhea was observed as a side effect in 1 case.



