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Table 1 Prostatic tissue and plasma levels of imipenem and cilastatin sodium  (mean+SE)

Blood(Plasma) Prostatic tissue P/B*
Case | Age |Weight| Time Gila- Imipenem Cilastatin sodium i
No. | (yrs) | (kg) | (hrs) [ Imi- | 0o " mi-
penem 24 | Right | g, | Left || Riatt | | Lt || penen
(ug/g) (ug/) (ui/g) (ug/x)

1 75 | st |05 | 220 | 32| s3fo02e1| 46| o020 <50 - 76 | 0236
2 | 1 | st |05 | 12| 248 | 45| 0262 51| 0207 104 | 0419 | 100 0407 | 0223| 0503
3 58 58 0.5 206 138 27| 0131 30 | 0146 100 | 0725 92 | 0667 | x0.022| £0.071
4 | 76 | 60 | o5 | 226 | 203 | 46| 0204| 66| 02| 78| 0384 | 138 0680
5 | 52 | 6 | 10 | 92| 51| 48|os2| 62( 06| 51| 1000 82/ 1608
6 | 7 | s¢ | 10| 128 | 92| 24|018| 16]015| 102|109 62( 0674 | 0254 1003
7 |65 | 40 | 10| 22| 109 | 24|0n3| 25| 0ms| 77| 06| 127 1165 | £0077| 018
8 | 72 | 56 | 10 | 186 | 96| 34|03 20]0108| 58 0604 101|115
9 | 72 |6 | 20| 76| 70| 20[0263| 190250 22030 35| 049
00| 6 | 55 [ 20 | 10| 94| 48[ 04| 33| 0300| 66| 0702 44| 0468| 0226] 0768
w|mo| e [ 20| 64| 32| o9fomr| 03 ow|<so| - 86 | 2689 | £00%8| +032
| 8| 76 [ 20| 48| 34| <os| - [<0s| - |<s0f - |<s0| -
B | 7 | e |20 | 72| 67| o9|oas| 11]o1s3| 22| 03| 26| 038
w6 |52 [3s] 29| 20| os{oz| or|o2a|<w0| - [ <m0 - | o3[ oss6
15 | 61 | 53 |35 | 42| 24| o7 o0mer| <0s| - 11| 0458 | 20 | 0833 | x0024] +0.88

*: Prostatic tissue level/blood (plasma) level

Fig.2 Plasma and prostatic levels of imipenem
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Table2 Relationship between prostatic levels and chemical property
Prostate level Protein Lipid solubility**
Dra e | Fad | | AN ke binding(%) | pH6 | pH7 | pH8
CEPR Lov  — | #4544 | Acd 5.3 148 020 | o | o2
Pz Low  — | 667,65 | Acd 23 86.8 0.2z | 016 | o4
cBrz Low  — | 609.63 | Acid 2.4 54.9 021 | 03 | o
cAz Mod.  Low | 636.60 | A | 2.0, 4.1.2 20.9 045 | 019 | 0.z
TIPC Mod. Low | 689.64 | Acd 2.3 72 0.3 | 0.41 | 0.3
TA | Low  — | 57.58 | Acd — ) 0.56 | 0.3 | 0.3
AMK Tigh  Migh | o86.61 | Base [X] 3.6 021 | 045 | 0%
oM Tigh  High | 449477 | Base 5.2 3.4 0.9 | 040 | 051
NA® = Trace | 2024 | Acid 5.9 5.0 = | > [ 106
OFLX High  High | 96137 | Amphoteric | 5.7, 7.9 20.0 350 | 6.64 | 410
TMP* —  High | 2903 | Base 7.3 15.0 - | - | =
MINO | High Mod | 529.87 |  Acid ey 7.0 11| s | 0%
Tmipenem | Low  — | 317.36 | Amphoteric | 3.2, 10.8 ) 013 | ou | om
Osain | mighn  — | 3043 | Amphoteric 2.0, 42.9.0| 646 0 o 0

*:From the reports by others,
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VWHOR, A—-FMCREOUENTET, Bk~
FIFT 4 —Dh T AREY T OREBHFA— T D
TH Do
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Imipenem/Cilastatin sodium % f-lactam Ry H| T
b %2, WRKO plactam RFEH LI2R7 - HE
%%+ % Imipenem L dehydropeptidase-I ic X %
Imipenem DX ET 5 Cilastatin sodium O&H]
ThBo XD HBHOVLTILEC BE LIS,
X. maltophilia LSO 7 5 A7 VK E. faecalis
REU 7T ABEBICH L, BCAENEE LTLBY,
L Lisn AR OBNZIERB T IOV TOREINR
LA LR

LE DR 4 ORMTIT, Imipenem 1B LTizst Mk
@EEHIT 1BER T 0.25 L{E<, Cilastatin sodium i<y
LT 1R T 1.00 & REF BT RIR Lic, Cilasta-
tin sodium =%} L Imipenem Xt b EHH CRAREE
TH b, 25°C T, MES[EG ¥ ic\REBCMW, M
#, R IVEH T BHITIL6.6~28.1% 1tk T

**: Partition coefficiency (CHCL,/water)

EENETT 5 EVvbh TV 5% L, 4C, MES/
EG HimBficitl B Th 83.5~97.2% OBEMIED
HhBT LY, SEOHFRCIERDOETIRREA
EfveExbhBo

Table 2 AMEFOXBIER, 7 v v kA alK
RADHRFBE ST SFHC TRE LIERD
WLBAOBTHEY —1E L TR LY Imipenem i2ff
@ p-lactam RFALK L ARORMTH 1o THET
ORND HRA RIIRAOBTEOR b RELETR
pKa 28<, HERLL L AEO BRELD C L L
#% TE72H®9, Imipenem I\ T 12 % O pKa ik
3.2, 10.8 TH 3 DKL OBFEITR TH - T Wi
R~ OBTE OB T35 OFLX & Imipenem O
HREEET B e, HTFR pKa RREABTLLRR
BThHBH RARARTRAMOR > BEL, Bl
Tit OFLX 05 B THiVe Lictio TRHEOS
D 2IRARAR L REKO 10X 5 THERD
%o L Ligaih, Imipenem & Cilastatin sodium &
EHBT DL, MEOTIBRARCEARAR LR
BETH D2, RARARIAL, BEEORLALR
\+ Cilastatin sodium D2 > HH AR~ OB TS
BhTze LichsT, BAKARS HEEo RE
THSZRARAD BIEX LT LY RESHT, R
pPKa RECBLTLRBKTHY, RFATIIEAOR
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Fig.4 Relationship between MIC and prostatic
levels of imipenem
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_ The diffusion of imipenem (MK-O0787) and cilastatin sodium (MK-0791) into prostatic tissue after

of i

prostatic hyperplasia was studied.

sodium (500 mg/500 mg) in patients with benign

The concentrations in prostatic tissue and the ratio of prostatic tissue levels to plasma levels one
hour after administration were 3.2:+0.6 ug/g and 0.25::0. 08 for imipenem and 8. 41.0 #g/g and 1. 00+

0.12 for cilastatin sodium.

The diffusion of imipenem into prostatic tissue was not particularly good, but its concentration
exceeded the values of MICy against almost all organisms isolated from urinary tract infections,

including P. aeruginosa, S.marcescens and E. faecalis.



