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Table 1 Tissue levels of total radioactivity, MK-0787 and metabolite I in rats
after 7 days consecutive intravenous administration of MK-0787

(10 mg/kg)
Time Concentration (u«g/ml or g)*
Tissue .
(min) Total** MK-0787 Metabolite T
Plasma 5 30.39+ 5.98 14.62+ 5.72 15.67+0.29
15 16.10+ 2.36 2.83+ 0.28 13.53+2.13
30 7.81%£ 0.87 0.38%= 0.11 7.62%+0.82
60 3.29+ 1.16 N.D.t 3.37%+1.22
120 0.45+ 0.14 N.D. 0.42+0.14
360 0.14+ 0.02 Not Tested Not Tested
Kidney 5 155.83+25.62 97.13+27.16 54.09+3.85
15 53.00% 5.82 9.71+ 1.64 43.78+4.05
30 32.31+ 5.82 1.12+ 0.02 32.00+5.99
60 24.54+ 7.29 0.37+ 0.05 25.08+7.58
120 6.58+ 1.77 ND. 6.72%1.94
360 1.12+ 0.22 N.D. 1.0540.20
Liver 5 4.73%+ 0.56 1.92+ 0.29 2.48+0.29
15 4.12+ 0.22 1.27% 0.18 2.70+0.21
30 2.85+ 0.15 0.47% 0.10 2.34+0.12
60 2.43%+ 0.42 N.D. 2.37+0.39
120 1.79+ 0.32 N.D. 1.76+0.28
360 1.14+ 0.15 N.D. 1.094+0.11
Lung 5 12.35+ 2.53 0.49+ 0.03 12.40+2.66
15 6.91+ 0.94 0.11+ 0.19 7.001+0.89
30 3.22+ 0.33 N.D. 3.25+0.35
60 1.57+ 0.47 N.D. 1.56+0.51
120 0.49+ 0.08 Not Tested Not Tested
360 0.13+ 0.02 Not Tested Not Tested
Heart 5 5.28%+ 1.26 1.53+ 0.96 3.66+0.20
15 3.15+ 0.54 0.48+ 0.18 2.721+0.47
30 1.58%+ 0.24 N.D. 1.524+0.20
60 0.64+ 0.32 N.D. 0.58+0.33
120 0.12+ 0.05 Not Tested Not Tested
360 N.D. Not Tested Not Tested

Animals were administered with non-labeled MK-0787 for 6 days and

4C-MK-0787 at the seventh day.
- Mean£S.D. of three rats

»+Total radioactivity in tissues (ug equivalents of MK-0787)

t Not detectable
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Table 2 Tissue levels of total radioactivity, MK-0787 and metabolite I in rats

after 7 days consecutive intravenous administration of MK-0787
coadministered with MK-0791 (10 mg/kg)

Time Concentration (#g/ml or g)*
Tissue . -
(min) Total** MK-0787 Metabolite I
Plasma 5 33.68% 2.84 29.25+ 1.94 2.91+0.33
15 13.72% 0.60 10.84+ 0.33 2.44%0.27
30 6.12+ 1.91 3.96%+ 1.42 2.031£0.49
60 1.78% 0.29 0.54+ 0.08 1.20£0.21
120 0.41%+ 0.00 N.D.t 0.35%+0.00
360 0.19% 0.02 Not Tested Not Tested
Kidney 5 162.38%36.17 135.56+25.49 12.06+4.14
15 66.44+15.29 47.73%10.00 14.01+£3.36
30 43.83%£19.64 24.43+13.55 16.83+4.46
60 15.38+ 2.38 2.73+ 0.62 12.62+1.84
120 5.99%+ 0.89 0.27+ 0.27 5.77+0.75
360 1.76%+ 0.33 N.D. 1.64+0.36
Liver 5 4.93+ 0.39 3.74%+ 0.48 0.71+0.21
15 5.39+ 0.32 3.34+ 0.21 1.72+0.09
30 4.44% 0.76 1.75+ 0.36 2.36+0.34
60 4.06+ 0.63 0.57+ 0.13 3.4440.51
120 2.85+ 0.71 N.D. 2.801+0.70
360 1.80+ 0.12 N.D. 1.76+0.11
Lung 5 13.55% 0.58 10.60+ 0.61 1.84+0.53
15 6.00+ 0.15 4.09+ 0.23 1.50+0.06
30 2.89+ 0.80 1.29+ 0.29 1.34+0.35
60 1.15+ 0.04 0.19%+ 0.16 0.82+0.02
120 0.37£ 0.02 Not Tested Not Tested
360 0.13%+ 0.06 Not Tested Not Tested
Heart 5 8.20+ 1.47 6.85+ 1.38 0.78+0.10
15 2.81% 0.12 1.99+ 0.20 0.56+0.03
30 1.32+ 0.38 0.73%+ 0.30 0.46%0.09
60 0.39%+ 0.08 Not Tested Not Tested
120 0.10+ 0.01 Not Tested Not Tested
360 N.D. Not Tested Not Tested

Animals were administered with non-labeled MK-0787/MK-0791 for 6 days and
""C-MK-0787/MK-0791 at the seventh day.

* Mean%S.D. of three rats

+*+Total radioactivity in tissues (ug equivalents of MK-0787)

T Not detectable
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Fig.1 HPLC elution profiles of plasma after
0787/MK-0791 to rats
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Fig. 2 Tissue levels of total radioactivity in rats after singleJor 7 days consecutive
intravenous administration of MK-0787 (10mg/kg)
Single dose : Animals were administered with #*C-MK-0787.
Multiple dose : Animals were administered with non-labeled MK-
0787 for 6 days and ¥C-MK-0787 at the seventh day.
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Fig.3 Tissue levels of MK-0787 in rats after single or 7 days consecutive intravenous
administration of MK-0787 (10mg/kg)
Single dose : Animals were administered with #C-MK-0787.
Multiple dose : Animals were administered with non-labeled MK-
0787 for 6 days and 4C-MK-0787 at the seventh day.
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Fig.4 Tissue levels of metabolite I in rats after single or 7 days consecutive intravenous
administration of MK-0787 (10mg/kg)
Single dose : Animals were administered with 4C-MK-0787.
Multiple dose : Animals were administered with non-labeled MK-
0787 for 6 days and #C-MK-0787 at the seventh day.
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Table 3 Pharmacokinetic parameters of total radioactivity, MK-0787 and metabolite I in plasma following single or
7 days consecutive intravenous administration of MK-0787 alone or combined with MK-0791 to rats

(10 mg/kg)
Total radioactivity MK-0787 Metabolite I
Treatment Dosing (AUC)S T 1/2 (AUC)S T 1/2 (AUC) T 1/2
(pg+hr/ml) (min) (ug-hr/ml) (min) (pg+hr/ml) (min)
: Single 12.26 18.4 1.98 5.1 10.12 20.1
MK-0787 Multiple 12.70 19.7 1.95 4.8 10.56 21.8
Single 10.68 18.3 6.30 8.5 3.61 34.9
MK-0787/MK-0

0787/MK-0791 |\ tipte | 10.71 19.0 6.59 8.8 3.29 37.6

Single dose : Animals were administered with *C-MK-0787 or '*C-MK-0787/MK-0791.
Multiple dose : Animals were administered with non-labeled MK-0787 or MK-0787/MK-0791 for 6 days and
14C-MK-0787 or *C-MK-0787/MK-0791 at the seventh day.

Table 4 Comparison of tissue to plasma concentration ratios of total radioactivity,
MK-0787 and metabolite I between single and multiple dosing of MK-

0787 alone
Time Total radioactivity MK-0787 Metabolite I
Tissue R
(min) Single | Multiple | Single | Multiple | Single | Multiple
Kidney 5 4.63 5.15 5.73 6.82 3.07 3.45
15 3.18 3.34 3.69 3.46 3.02 3.30
30 3.82 4.16 3.81 3.17 3.80 4.27
60 7.88 7.74 — — 7.89 7.72
120 13.98 14.79 — — 15.12 16.26
360 6.06 8.24 — — — —
Liver 5 0.14 0.16 0.13 0.14 0.12 0.16
15 0.24 0.26 0.43 0.45 0.17 0.20
30 0.34 0.37 1.14 1.28 0.28 0.31
60 1.00 0.79 — — 0.95 0.75
120 4.32 4.21 — — 4.63 4.55
360 6.85 8.51 — — - —
Lung 5 0.34 0.41 0.04 0.04 0.64 0.79
15 0.38 0.43 — — 0.44 0.52
30 0.33 0.41 — — 0.34 0.43
60 0.50 0.49 — — 0.47 0.47
120 0.98 1.12 — — —_ —
360 0.59 0.98 — —_ — —
Heart 5 0.17 0.17 0.15 0.10 0.18 0.23
15 0.19 0.20 0.19 0.17 0.18 0.20
30 0.15 0.20 — — 0.14 0.20
60 0.19 0.19 — — — 0.16
120 0.25 0.26 — — - -
360 - — — — — —

W35 &t MK-0787 o 3850 & BE #r 50 (Table 3), #7-[¥fss X OEMPIBaHE, MK-0787, R
5.1 AL 4.8 4, KRB I OLRZEEBERD B LBED WFhi T ORMOHEB: BERERL
20. 1L T 2.8 HThH, chbo AUCORE 1< (Fig.2~4), A/ mIMeEic b BEg5Re
B ERRC R 5 LB EET 1.04, MK-0787 ¥ X UMK KERERIFADLhich otz (Tabled),
BWITER Fh 098 LUV 1.04 & 3T —FK L 7= 2. 14C-MK-0787/MK-0791 #¢&
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Fig.5 Tissue levels of total radioactivity in rats after single or 7 days consecutive
intravenous administration of MK-0787 combined with MK-0791 (10mg/kg)
Single dose : Animals were administered with 4C-MK-0787/MK-0791.
Multiple dose : Animals were administered with non-labeled MK-0787/MK-
0791 for 6 days and *C-MK-0787/MK-0791 at the seventh day.
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Fig.6 Tissue levels of MK-0787 in rats after single or 7 days consecutive intravenous
administration of MK-0787 combined with MK-0791 (10mg/kg)
Single dose : Animals were administered with 4C-MK-0787/MK-0791.
Multiple dose : Animals were administered with non-labeled MK-0787/MK-
0791 for 6 days and “C-MK-0787/MK-0791 at the seventh day.
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Fig.7 Tissue levels of metabolite I in rats after single or 7 days consecutive intravenous
administration of MK-0787 combined with MK-0791 (10mg/kg)
Single dose : Animals were administered with 14¥C-MK-0787/MK-0791.
Multiple dose : Animals were administered with non-labeled MK-0787/MK-
0791 for 6 days and C-MK-0787/MK-0791 at the seventh day.
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Table 5 Comparison of tissue to plasma concentration ratios of total radioactivity,
MK-0787 and metabolite I between single and multiple dosing of MK-

0787 combined with MK-0791

Time Total radioactivity MK-0787 Metabolite I
Tissue .
(min) | Single | Multiple | Single | Multiple | Single | Multiple
Kidney 5 3.87 4.79 3.79 4.61 3.67 4.09
15 4.86 4.82 4.13 4.39 5.79 5.7
30 4.76 6.95 3.63 5.82 6.46 8.30
60 9.55 8.66 5.18 4.9 10.43 | 10.59
120 21.35 | 14.63 - - 22.64 16.68
360 7.29 9.26 - — - —
Liver 5 0.1 0.15 0.10 0.13 0.19 0.25
15 0.35 0.39 0.25 0.31 0.54 0.71
30 0.64 0.75 0.40 0.46 0.94 1.19
60 2.05 2.29 — 1.04 2.18 2.88
120 6.69 6.95 - - 7.25 8.06
360 9.89 9.51 — — - —
Lung 5 0.35 0.40 0.35 0.36 0.45 0.62
15 0.39 0.44 0.37 0.38 0.46 0.62
30 0.43 0.48 0.35 0.34 0.55 0.66
60 0.49 0.66 — - 0.47 0.70
120 0.97 0.90 - - - —
360 0.94 0.70 - — — —
Heart 5 0.17 0.24 0.16 0.23 0.21 0.27
15 0.20 0.20 0.19 0.18 0.22 0.23
30 0.20 0.22 0.20 0.18 0.19 0.23
60 0.18 0.22 — — — —
120 0.38 0.24 - — — —
360 — — — — — —
L0# 1B UTEEA LTI, KA MK-0787 3 X HERIND,
CREW ITRECOWT L MmEEL ISR LM S 2 < -
3 B - - 2
%%, Bhcis\Tit MK-0791 12 X % (R34 1 4 A D B M- SEEE, ISk fhe-. 2
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MK-0791 % BMEI#HE LB R L M, @K
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PHYSIOLOGICAL DISPOSITION OF IMIPENEM AND
CILASTATIN SODIUM IN RATS I

DISPOSITION OF MK-0787 FOLLOWING CONSECUTIVE
ADMINISTRATION OF MK-0787 OR MK-0787/MK-0791

Ken-1cur Hara, Masaniko SuiBata, Yasuvukr Isan, Kenjt Hamajma
and Kivosur Havase
Research Laboratories, Nippon Merck-Banyu Co., Ltd.

14C-MK-0787 or “C-MK-0787/MK-0791 was given to rats pretreated with MK-0787 or MK-0787/MK-
0791 respectively, for 6 days at a daily intravenous dose of 10 mg/kg, and their physiological disposition
was studied.

No significant differences were observed in tissue or plasma levels of radioactivity when 4C-MK-
0787 was administered alone or combined with MK-0791; however, clear differences in disposition of
MK-0787 were observed between 4C-MK-0787 and 4C-MK-0787/MK-0791 dosing, after separation of
unchanged MK-0787 and its metabolite I. Plasma and tissue levels of MK-0787 were increased while
those of metabolite I were decreased when #C-MK-0787 was administered concomitantly with MK-
0791. No significant effects resulting from consecutive administration of MK-0787 or MK-0787/MK-
0791 were observed.



