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CarRYT (TNUE) ICTHODH THBHBEL 2 Fig. 1ic PAPM/BP n E#i#E5ERBEAr Y2 —
(Table 1), %;rL7, %72, Table 2iCi3BERREEB 2R 12,

Table 1. Background of characteristics and allocation of 9 healthy male volunteers
in a multiple-dose study on panipenem/betamipron

Study Dose Diluent Injection Volunteer Age Height Weight
no. panipenem/betamipron Volume ! no. Initial (yrs) (cm) (kg)
32 Y. F. 36 164.8 65.0
33 S. T 35 177.0 57.0
. . 34 H.S. 28 186.0 82.8
IV 500mg/500mg x 2 saline d.x.v: 35 M.K. 27 167.1 62.0
for 5days 100 ml 60 min 36 N. L 39 173.0 66.6
Mean 33.0 173.6 66.7
S.D. 5.2 8.4 9.7
37 T.K. 26 174.8 64.8
38 Y A. 31 174.3 64.0
\ 1000mg/1000mg X 2 saline d.i.v. 39 F.U. 36 176.8 68.2
for 5days 100 ml 60 min 40 M.S. 29 176.1 60.1
Mean 30.5 175.5 64.3
S.D. 4.2 1.2 3.3
Day 1
[ |
It Time after administration (h)
em
0 [025]0.5 1 1.25| 1.5 2 3 4 5 6 7 8 12 13 14 | 24,0
Drug administration ; |
Symptoms O @) OO0 | O O|lO0 ]| O ©)
Percussion O (@]
Blood pressure O o | O O|O0| O O O|l0O0]| O ©)
Pulse rate @) o | O O|0O0| O O |l 0| O ©)
Body temperature O O O|O| O @] O|O0O]| O ®)
Respiratory rate O O Ol O O o]
ECG (@)
CCr O O O (@] o] 0O OO
Coombs' test O O
Skin test O
Hematology @] O
Blood chemistry O O
Urinalysis @] 0]
Blood concentration oOjojojo|jo|lO]J]Oo|]O|0O]|O O O | O O
Urinary concentration | O O @) O OO ol O
Saliva concentration O O Ol O O
Fecal bacterial flora O

Fig. 1. Schedule of multiple-dose study on panipenem/betamipron
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Urinary concentration | O O|lO0| O (@) O|0 |0 (@) O|0|0O OO
Saliva concentration O O
Fecal bacterial flora O

Fig.1.-Continued. Schedule of multiple-dose study on panipenem/betamipron
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Fig. 1.-Continued. Schedule of multiple-dose study on panipenem/betamipron
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Table 2.

Clinical laboratory tests

Items

1) Signs and symptoms

2) Physical examination :

3) Laboratory tests
a) Hematology

blood pressure, pulse rate, body temperature, respiratory rate, ECG

. RBC, hemoglobin, hematocrit, WBC and differential counts, platelets, reticulocytes,

MCV, MCH, MCHC, PT, APTT, fibrinogen

b) Blood chemistry

. GOT, GPT, AL-P, LDH, LAP, y-GTP, CK, amylase, T-protein, albumin, A/G,

BUN, creatinine, UA, Na, K, Cl, Ca, P, Mg, glucose, T-chol, triglyceride, T-bli,

D-bil, CRP, Coombs’ test
c¢) Urinalysis
d) Others

. pH, protein, glucose, urobilinogen, blood, ketones, specific gravity, sediment
. NAG, p2-microglobulin, creatinine clearance, skin test
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55 & UBRKRIREGRENEYEER <5 2 — 7131313
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Table 3. Plasma concentration of panipenem during multiple-dosing of panipenem/betamipron (500mg/500mg Study no. 1V)
Dose  Volunteer Plasma concentration (ug/ml)

no. 0.25 0.5 1.0 1.25 1.5 2 3 4 5 7hrs

32 10.09 17.42 24.98 16.58 12.07 8.02 3.27 1.71 0.90 0.37

1st 33 6.95 11.94 23.03 17.95 14.89 9.45 4.51 2.67 1.25 0.00

34 8.83 13.63 18.84 13.79 11.09 7.13 3.28 1.71 0.84 0.00

35 9.42 16.50 26.60 19.40 15.20 9.43 4.25 2.96 1.03 0.00

36 6.90 14.46 23.16 16.74 11.98 6.96 3.50 1.17 0.55 0.00

Mean 8.44 14.79 23.32 16.89 13.05 8.20 3.76 2.04 0.91 0.07

S.D. 1.45 2.20 2.90 2.07 1.87 1.20 0.58 0.74 0.26 0.17

32 9.35 18.60 27.39 16.66 11.40 6.60 2.76 1.08 0.51 0.00

9th 33 6.72 15.13 24.43 16.67 13.79 8.56 3.39 1.86 0.91 0.00

34 10.27 14.75 23.64 15.56 11.58 7.10 2.48 1.56 0.85 0.00

35 11.94 20.17 29.26 21.16 14.97 9.21 3.72 1.81 0.93 0.00

36 12.66 17.69 26.47 17.00 12.20 7.05 2.69 1.33 0.79 0.25

Mean 10.19 17.27 26.24 17.41 12.79 7.70 3.01 1.53 0.80 0.05

S.D. 2.34 2.31 2.27 2.17 1.54 1.12 0.52 0.33 0.17 0.11

Table 4. Plasma peak levels of panipenem after each administration of panipenem/betamipron (500mg/500mg Study no. 1V)
Volunteer Plasma peak level (ug/ml)

no. 1 2 3 4 5 6 7 8 9

32 24.98 26.80 24.57 22.78 25.87 25.18 24.16 24.39 27.39

33 23.03 28.45 24.85 24.62 23.44 25.12 23.67 24.96 24.43

34 18.84 22.31 22.17 18.82 20.60 21.35 21.47 22.37 23.64

35 26.60 30.47 29.00 27.36 27.88 26.74 27.87 27.98 29.26

36 23.16 26.21 25.61 25.19 24.94 25.19 24.86 28.18 26.47

Mean 23.32 26.85 25.24 23.75 24.55 24.72 24 .41 25.58 26.24

S.D. 2.90 3.03 2.46 3.21 2.73 2.00 2.31 2.48 2.27

272, —H, BE5%I128M F TOFERMR P PR
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DT XH A SN2, PAPM/BP 500mg/500mgHt 5
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Table 7.

(500mg/500mg Study no. VI).

1st and 9th administration

Pharmacokinetic parameters of panipenem after multiple-dose administration of panipenem/betamipron

i Clearance
Auc Urinary Clearance A
Dose Volunteer | K12 K21  Kel Ve Vd tl/2e t1/28 g-hy Excr. Plasma Renal Creat. (pﬁ?;gem
no- (/hr)  (/hr)  (/hr) (I/body) (I/body) (hr)  (hr) /ml) (%) (ml/min/kg) /Creat))
32. Y.F. | 0.339 0.745 1.301 10.59 25.24 0.39 1.38 40.55 23.7 5.47 1.30 3.49 0.37
33. S.T.|0.077 0.851 0.755 16.09 20.76 0.63 1.18 41.95 24.6 6.03 1.48 3.43 0.43
lst 34. H.S. | 1.670 2.441 1.400 10.56 20.77 0.14 0.97 33.93 43.9 5.13 2.25 3.14 0.72
St 35 M.K. | 0.497 1.762 1.033 10.88 15.99 0.27 0.99 45.32 30.4 5.13 1.56 2.96 0.53
36. N.I.[0.125 1.335 1.030 14.32 17.84 0.42 0.84 35.34 21.8 6.13 1.34 3.31 0.40
Mean 0.542 1.427 1.104 12.49 20.12 0.37 1.07 39.42 28.9 5.58 1.59 3.27 0.49
+S.D. 0.653 0.697 0.254 2.56 3.51 0.18 0.21 4.72 8.99 0.48 0.39 0.22 0.14
32. Y.F. | 0.451 1.401 1.417 9.77 17.18 0.28 0.8 37.70 33.10 5.8 1.95 3.48 0.56
33. S.T. | 0.103 0.472 0.900 14.53 33.30 0.64 1.76 40.30 29.00 6.28 1.82 3.16 0.58
9th 34. H.S. | 0.349 0.690 1.257 10.98 28.96 0.38 1.45 36.77 46.30 4.74 2.19 3.37 0.65
35. M.K. | 0.388 1.116 1.246 8.70 16.22 0.33 1.04 46.72 40.20 4.98 2.00 2.76 0.73
36. N. 1. | 0.414 0.833 1.444 8.81 22.47 0.33 1.22 39.84 22,00 5.43 1.20 3.07 0.39
Mean 0.341 0.902 1.253 10.56 23.63 0.39 1.27 40.27 34.12 5.46 1.83 3.17 0.58
+S.D. 0.138 0.364 0.217 2.40 7.41 0.14 0.35 3.89 9.48 0.63 0.38 0.28 0.13
Table 8. Plasma concentration of betamipron during multiple-dosing of panipenem/betamipron (500mg/500mg Study no. IV)

Dose  Volunteer

Plasma concentration (ug/ml)

no. 0.25 0.5 1.0 1.25 1.5 2 3 4 5 7hrs

32 8.77 12.25 15.07 6.42 3.7 2.22 0.84 0.15 0.00 0.00

1st 33 6.63 9.99 13.45 6.92 4.68 2.22 0.51 0.36 0.00 0.00

34 8.33 11.56 13.21 5.27 3.49 1.43 0.77 0.35 0.00 0.00

35 9.37 12.50 16.32 7.80 4.85 3.05 0.89 0.00 0.00 0.00

36 6.98 10.48 12.46 6.06 2.14 2.15 0.79 0.00 0.00 0.00

Mean 8.02 11.36 14.10 6.49 3.17 2.21 0.76 0.17 0.00 0.00

S.D. 1.17 1.09 1.56 0.95 1.09 0.57 0.15 0.18 0.00 0.00

32 9.63 12.44 15.76 5.98 2.86 2.00 0.63 0.25 0.00 0.00

9th 33 7.49 11.94 15.91 7.21 5.13 2.27 0.77 0.37 0.00 0.00

34 9.61 11.94 15.45 6.23 4.07 2.07 0.72 0.30 0.00 0.00

35 11.88 15.71 18.96 9.25 5.73 3.05 1.14 0.46 0.18 0.00

36 10.32 11.08 14.86 4.86 3.29 1.78 0.54 0.20 0.00 0.00

Mean 9.79 12.62 16.19 6.71 4.22 2.23 0.76 0.32 0.04 0.00

S.D. 1.58 1.79 1.60 1.65 1.21 0.49 0.23 0.10 0.08 0.00

Table 9. Plasma peak levels of betamipron after each administration of panipenem/betamipron (500mg/500mg Study no. IV)

Volunteer Plasma peak level (ug/ml)

no. 1 2 3 4 5 6 7 8 9

32 15.07 13.08 11.63 10.77 10.32 11.10 11.15 14.87 15.76

33 13.45 13.34 12.89 12.98 11.95 12.91 12.24 16.10 15.91

34 13.21 11.40 10.49 10.03 10.19 11.49 11.41 13.13 15.45

35 16.32 14.78 14.09 13.09 14.47 14.58 15.06 17.58 18.96

36 12.46 13.24 10.36 11.45 10.66 10.78 11.21 16.59 14.86

Mean 14.10 13.17 11.89 11.66 11.52 12.17 12.21 15.65 16.19

S.D. 1.56 1.20 1.60 1.35 1.79 1.57 1.65 1.72 1.60
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Table 12. Pharmacokinetic parameters of betamipron after multiple-dose
administration of panipenem/betamipron (500mg/500mg Study no.IV)
1st and 9th administration

Volunt AUC Urinary Clearance Clearance
Dose Volunteer | K19 K21 Kel Ve Vd  t1/2a t1/28 (ug - hr Excr. Plasma Renal Creat. (begzrir:ilgron
no. (/hr)  (/hr)  (/hr) (/body) (I/body) (hr)  (hr)  /ml) (%) (ml/min/kg) /Creat.)
32. Y.F.| 3.445 2.700 4.387 6.47 22.17 0.07 0.54 18.13 104.5 12.24 12.79 3.49 3.67
33. S.T.| 0.829 1.379 2.249 13.23 34.47 0.19 0.80 17.48 101.7 14.47 14.71 3.43 4.29
lst 34. H.S.| 1.118 0.998 3.295 9.27 43.75 0.15 0.99 16.52 109.7 10.54 11.57 3.14 3.68
S8 35. M.K.| 3.080 2.587 3.587 6.91 21.66 0.09 0.61 20.43 100.9 11.38 11.49 2.96 3.88
36. N.I1.| 1.654 0.976 3.536 9.31 52,91 0.13 1.11 15.94 100.8 13.58 13.69 3.31 4.14
Mean | 2.025 1.728 3.411 9.04 34.99 0.13 0.81 17.70 103.5 12.44 12.85 3.27 3.93
+S.D. 1.175 0.852 0.769 2.68 13.60 0.05 0.24 1.74 3.8 1.60 1.38 0.22 0.28
32. Y.F.| 1.806 1.512 4.237 6.68 29.07 0.11 0.71 18.06 98.6 12.28 12.11 3.48 3.48
33. S.T.|0.795 1.426 2.340 11.40 29.14 0.19 0.76 19.48 101.4 12.98 13.17 3.16 4.16
9th 34. H.S.| 1.709 1.624 3.578 7.62 27.85 0.12 0.71 18.49 108.8 9.42 10.25 3.37 3.04
35. M.K.| 1.541 1.612 3.077 6.61 21.71 0.13 0.74 24.60 101.5 9.45 9.59 2.76 3.48
36. N.I1.| 3.525 1.980 5.737 5.22 26.66 0.07 0.62 16.71 99.3 12.95 12.86 3.07 4.19
Mean 1.875 1.631 3.794 7.51 26.89 0.12 0.71 19.47 101.9 11.42 11.60 3.17 3.67
+S.D. 1.004 0.211 1.289 2.34 3.07 0.04 0.05 3.04 4.1 1.83 1.59 0.28 0.49
Table 13. Salivary concentration of panipenem (A) and betamipron(B) after
multiple-dose administration of panipenem/betamipron (500mg/500mg Study no. [V)
(A) Panipenem (ug/ml)
Volunt 1st administration 3rd administration
olunteer Time (hr)*
no. Before 1 2 3 5 1
32 0.00 0.55 0.16 0.00 0.00 0.41
33 0.00 0.25 0.21 0.00 0.00 0.30
34 0.00 0.30 0.13 0.00 0.00 0.32
35 0.00 0.47 0.11 0.00 0.00 0.61
36 0.00 0.46 0.10 0.00 0.00 0.55
Mean 0.00 0.41 0.14 0.00 0.00 0.44
S.D. 0.00 0.13 0.04 0.00 0.00 0.14
(B) Betamipron (ug/ml)
1st administration 3rd administration
Volunteer Time (hr)*
no. Before 1 2 3 5 1
32 0.00 0.56 0.00 0.00 0.00 0.79
33 0.00 0.57 0.00 0.00 0.00 0.43
34 0.00 0.70 0.00 0.00 0.00 0.00
35 0.00 0.62 0.00 0.00 0.00 0.64
36 0.00 1.49 0.00 0.00 0.00 0.54
Mean 0.00 0.79 0.00 0.00 0.00 0.48
S.D. 0.00 0.40 0.00 0.00 0.00 0.30

* Hours after administration
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Table 14. Plasma concentration of panipenem during multiple-dosing of panipenem/betamipron (1000mg/1000mgStudy no. V)
Dose  Volunteer Plasma concentration («g/ml)

no. 0.25 0.5 1.0 1.25 1.5 2 3 4 5 7 hrs

37 18.20 32.15 50.53 32.64 28.10 15.69 7.99 3.69 1.78 0.50

1st 38 21.02 36.90 58.48 36.98 29.83 20.40 8.50 4.34 2.11 0.48

39 17.02 26.97 48.05 37.22 28.69 18.50 8.45 4.29 2.51 0.77

40 12.54 25.39 42.96 39.41 31.76 18.77 8.60 4.09 2.48 0.72

Mean 17.20 30.35 50.01 36.56 29.60 18.34 8.39 4.10 2,22 0.62

S.D. 3.53 5.23 6.47 2.83 1.61 1.96 0.27 0.30 0.35 0.15

37 19.03 32.58 44.50 28.95 22.09 12.79 5.04 2.25 1.07 0.29

9th 38 18.47 29.95 47.11 33.30 24.59 14.46 5.17 2.36 1.05 0.40

39 12.38 24.78 43.34 32.86 23.66 14.77 6.59 3.31 1.51 0.63

40 11.08 24.06 43.35 34.83 25.76 15.51 6.58 3.32 1.47 0.57

Mean 15.24 27.84 44.58 32.49 24.03 14.38 5.85 2.81 1.27 0.47

S.D. 4.09 4.11 1.78 2.50 1.55 1.15 0.86 0.58 0.25 0.16

Table 15. Plasma peak levels of panipenem after each administration of panipenem/betamipron (1000mg/1000mgStudy no. V)

Volunteer Plasma peak level (ug/ml)

no. 1 2 3 4 5 6 7 8 9

37 50.53 55.74 52.87 41.28 45.54 44.54 42.31 47.95 44.50

38 58.48 55.88 54.96 45.83 48.39 45.60 48.86 47.24 47.11

39 48.05 57.83 56.59 42.15 44.87 40.98 40.95 44.74 43.34

40 42.96 54.19 53.22 43.54 44.80 43.04 45.69 46.29 43.35

Mean 50.01 55.91 54.41 43.20 45.90 43.54 44.45 46.56 44.58

S.D. 6.47 1.49 1.72 1.99 1.69 2.00 3.55 1.39 1.78
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Table 18. Pharmacokinetic parameters of panipenem after multiple-dose
administration of panipenem/betamipron (1000mg/1000mg Study no. V)
1st and 9th administration

i Clearance
) Auc Urinary Clearance .
Dose Volunteer | K12 K21 Kel Ve Vd ti2e t128 (pg-hr Excr. Plasma Renal Creat. (pa}rfi?elr?em
no- (/hr)  (/hr)  (/hr) (I/body) (I/body) (hr)  (hr) " Jupny (%) (ml/min/kg) /Creat.)
37. T.K.| 0.464 1.367 1.129 11.15 18.64 0.30 1.03 81.61 24.9 5.45 1.36 3.08 0.44
38. Y.A.|0.764 1.945 1.187 9.25 15.07 0.22 0.95 93.90 21.9 4.80 1.05 3.18 0.33
Ist 39. F.U. | 0.189 0.850 0.893 13.39 21.82 0.50 1.26 85.01 25.1 4.97 1.25 2.80 0.45
40. M.S. | 0.078 0.794 0.776 16.16 21.86 0.65 1.21 82.99 24.0 5.78 1.39 2.43 0.57
Mean 0.374 1.239 0.996 12.49 19.35 0.42 1.11 85.88 24.0 5.25 1.26 2.87 0.45
+SD 0.307 0.537 0.194 2,98 3.23 0.19 0.15 5.53 1.5 0.45 0.15 0.34 0.10
37. T.K.|0.390 1.088 1.375 10.85 21.54 0.32 1.00 68.38 28.2 6.51 1.83 2.96 0.62
38. Y.A. [ 0.133 0.508 1.140 12.31 32.06 0.52 1.58 72.32 23.7 6.23 1.48 3.11 0.47
9th 39. F.U.| 0.114 0.533 0.891 16.28 33.94 0.62 1.62 72.43 29.7 5.8 1.73 3.03 0.57
40. M.S. | 0.019 0.633 0.842 17.56 25.12 0.77 1.18 71.16 27.6 6.74 1.86 2.31 0.81
Mean 0.164 0.691 1.062 14.25 28.17 0.56 1.35 71.07* 27.3" 6.33* 1.73* 2.85 0.62*
+SD 0.159 0.270 0.246 3.18 5.82 0.19 0.30 1.88 2.6 0.39 0.17 0.37 0.14
* . p<0.05

Table 19. Plasma concentration of betamipron during multiple-dosing of panipenem/betamipron (1000mg/1000mg Study no. V)

Dose  Volunteer Plasma concentration (ug/ml)
no. 0.25 0.5 1.0 1.25 1.5 2 3 4 5 7hrs
37 17.01 24.24 32.11 14.01 9.86 4.11 2.18 0.73 0.00 0.00
1st 38 21.72 33.92 40.18 15.73 11.23 6.20 2.81 1.12 0.00 0.00
39 15.85 21.75 29.95 16.65 11.33 5.78 2.23 0.96 0.40 0.00
40 11.66 21.76 30.68 17.07 11.30 5.54 2.29 0.74 0.00 0.00
Mean 16.56 25.42 33.23 15.87 10.93 5.41 2.38 0.89 0.10 0.00
S.D. 4.14 5.79 4.72 1.36 0.71 0.91 0.29 0.19 0.20 0.00
37 14.67 21.12 25.37 10.78 6.86 3.87 1.35 0.56 0.00 0.00
9th 38 15.69 20.98 29.11 14.36 9.74 5.27 1.89 0.73 0.00 0.00
39 11.91 20.46 25.86 13.87 8.51 4.93 2.04 0.86 0.46 0.00
40 9.98 15.34 22.43 12.69 8.04 4.39 1.69 0.71 0.00 0.00
Mean 13.06 19.48 25.69 12.93 8.29 4.62 1.74 0.72 0.12 0.00
S.D. 2.60 2.77 2.74 1.59 1.19 0.61 0.30 0.12 0.23 0.00

Table 20. Plasma peak levels of betamipron after each administration of panipenem betamipron (1000mg/1000mg Study no. V)

Volunteer Plasma peak level (ug ml)
no. 1 2 3 4 5 6 7 8 9
37 32.11 32.29 26.26 25.99 26.07 27 .45 25.97 26.53 25.37
38 40.18 32.02 26.72 27.14 26.75 27.20 26.18 26.28 29.11
39 29.95 27.74 25.38 22.64 22.15 21.76 21.32 22.68 25.86
40 30.68 26.55 24.54 23.04 22.48 22.85 23.76 22.34 22.43
Mean 33.23 29.65 25.73 24.70 24.36 24.82 24.31 24.46 25.69
S.D. 4.72 2.94 0.97 2.21 2.38 2.93 2.27 2.26 2.74
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Table 23. Pharmacokinetic parameters of betamipron after multiple-dose administration
of panipenem/betamipron (1000mg/1000mg Study no. V)
1st and 9th administration
AUC Urinary Clearance Clearance
Dose Volunteer | K12 K21 Kel Ve Vd  t12e t1/28 (agehe Excr. Plasma Renal Creat. (belt?aatl.o
] . mipr
" | Uhn (k) (hr) (/body) (Vbody) (hr)  (hr) " /ml) (%) (ml/min/kg) Creat)
37. T.K. | 1.180 1.394 2.808 9.31 30.18 0.15 0.80 39.05 101.7 11.39 11.59 3.08 3.76
38. Y.A. | 2.222 1.594 3.466 5.87 23.67 0.11 0.81 50.68 110.0 8.89 9.78 3.18 3.08
Ist 39. F.U. | 0.989 1.529 2.169 11.61 28.98 0.18 0.80 39.95 100.7 10.58 10.66 2.80 3.81
40. M.S. | 0.654 1.710 1.837 14.69 27.73 0.21 0.71 38.66 109.8 12.41 13.62 2.43 5.60
Mean 1.261 1.557 2.570 10.37 27.64 0.16 0.78 42.09 105.6 10.82 11.41 2.87 4.06
+SD 0.676 0.132 0.721 3.72 2.83 0.04 0.05 5.76 5.0 1.49 1.65 0.34 1.08
37. T.K. | 1.807 1.668 3.405 9.49 33.68 0.12 0.72 31.48 121.1 14.13 17.12 2.96 5.77
38. Y.A. | 1.746 1.998 2.717 10.09 27.63 0.13 0.70 36.89 89.2 12.21 10.89 3.11 3.50
9th 39. F.U. | 0.908 1.255 2.132 14.01 39.53 0.20 0.92 34.44 92.5 12.28 11.35 3.03 3.75
40. M.S. | 0.789 1.478 1.941 18.09 41.06 0.21 0.81 29.01 95.1 16.53 15.72 2.31 6.81
Mean 1.313 1.600 2.549 12.92 35.48 0.17 0.79 32.96 99.5 13.79 13.77 2.85 4.96
+SD 0.539 0.315 0.659 3.99 6.12 0.05 0.10 3.4 14.6 2.03 3.12 0.37 1.60
Table 24. In vivo serum protein binding of panipenem Table 25. In vivo serum protein binding of betamipron®
Dose Volunteer g/ml % Dose Volunteer prg/ml %
no. Total Free no. Total Free
500mg /500mg 32 19.7 19.1 3.0 1000mg/1000mg 37 23.6 6.8 71.2
. 33 19.8 16.9 14.6 Study no. V 38 28.7 7.9 72.5
Study no. IV 34 19.5 18.6 4.6 39 25.4 6.7 73.6
35 22.5 20.8 7.6 40 21.9 5.5 74.9
36 20.3 19.2 5.4
Mean 24.9 6.7 73.1
Mean 20.4 18.9 7.0 S.D. 2.9 1.0 1.6
S.D. 1.2 1.4 4.5
* One hour after 9th administration
1000mg/1000mg 37 52.6 49.8 5.3
Study no. v** 38 57.3 52,0 9.2
39 48.5 47.5 2.1
40 7 Ml 5.6 N> 72, Table 26& Table 274213, #5458, &5
Mean 51.3 48.4 5.6 FAfhi% 2 BH, 4 HEBHB L URKES %2858 BT
S.D. 4.7 3.4 2.9

* . One hour after 9th administration
** . One hour after 1st administration

BT E L THET B2 eIl -7, $£72, %
HRmoEuIz LB RERFERA LN ATz, 20
¥R in vitro ININFEBROBA (#14%) & L~
LTw7, —F, BPOEAKAEZIZTI% & Lo s
<, PAPM ¥ [@kkIZ in vitro BRINEE & 131X RIFH N
%~ L7z (Table 25),

4. ettt

PAPM/BP IR T 2 L b b EIERIZES &

> I2BRIRMRZERE % 7~ L 72, PAPM/BP500mg/500mg
%538 (Study no. IV) icBwWT, —@MH GPT L
F (4 B B221U —»H# e 5- 22K R 1£401U) A+ 1 B8
HHNTH, HBEHETHIBBEICIZEFICEL TV
DL HREIERSBTEIEDONL» T,
1. # =

PAPM/BP I3 RiER K RER IC B\ THMM & ek
DR BE NI A NISRALBIMERHETHY), b FIC
BT 5 A5 KB TI21000mg/1000mg ¥ THREY
WHERR S T v BV, PAPM/BP # 125mg/125mg
~1000mg/1000mg H2 [B] s B AF 1L 0 L 4E h il 13, B2 5
BTREICESME 2R L, 500mg/500mg # 5 B Tl
PAPM & L T27.5ug/ml, BP & L T15.6ug/mlTh
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Table 26-A. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (500mg/500mg Study no.IV)

Volunteer No.32 Y. F.

Parameter Bef Day?2 Day4 Aft Parameter Bef Day?2 Day4 Aft
RBC (x10'/on’) 494 486 502 480 GOT (u/n 11 11 13 12
HGB (g/dl) 15.0 14.8 15.3 14.7 GPT (Iu/n 6 7 10 10
WBC (/mm®) 7300 7100 7400 7400 AL-P (1u/h 4.7 4.7 4.9 4.9
HCT (%) 43.0 42.4 43.8 42.0 LDH (IU/1) 202 198 184 194
Platelets (x10'/sa’) 18.9 20.8 21.3 20.4 LAP (Iu/h 126 126 127 127
Reticulocytes (%) 5 6 5 5 »GTP (Iu/b 25 23 22 21
Eos (%) 1 3 5 7 | CK au/n 56 52 69 51
Baso (%) 1 1 0 0 | Amylase (1U/D 71 73 75 79
Stab (%) 9 6 4 7 | TP (g/dD 6.3 6.2 6.7 6.6
Seg (%) 40 38 44 47 | Albumin  (g/dD 4.0 4.0 4.2 4.2
Lympt (%) 46 48 45 36 | A/G 1.7 1.8 1.7 1.8
Mono (%) 3 4 2 3 | BUN (mg/d) | 14.1 12.5 15.1 15.0
PT (sec.) 11.5 11.6 11.6 11.4 Creatinine (mg/dl 1.0 1.0 1.0 1.0
APTT (sec.) 27.8 27.9 27.5 27.9 UA (mg/dl) 4.2 3.8 3.7 3.8
Fibrinogen (ag/d) 223 211 213 200 /& microglobulin® 1.0 1.1 1.2 1.1
pH 5.6 5.6 5.4 5.4 Na (mEq/D 140 141 140 140
Protein (=) (=) (-) (=) K (mEq/1) 4.6 4.7 4.8 4.7
Glucose (—) (-) (=) (=) Cl (mEq/D 105 106 105 105
Urobilinogen (+) (%) () (%) Ca (mg/dl) 4.3 4.2 4.4 4.3
Biood (=) (=) (=) (=) P (mg/dl) 2.3 2.5 2.4 2.8
Ketones (=) (=) (=) (—-) Mg (mg/dl) 2.0 1.9 2.1 1.9
Spec. gravity 1.029 1.018 1.020 1.022 | Glucoce (mg/dl) 95 97 85 89
RBC 1-2/SF 0-1/SF 0-1/SF  1-2/SF | T-chol  (mg/d) 210 201 211 213
WBC 0-1/SF  0-1/SF  0-1/SF  1-2/SF | TG (mg/dl) 115 119 173 89
Epithelium 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-bil (mg/dl) 0.8 0.6 0.5 0.5
NAG (u’/n 7.4 4.3 2.9 7.3 D-bil (mg/dl 0.4 0.2 0.2 0.2
B 2microglobulin®’ 140 67 69 200 | Coombs’ test (=) (=) (=) (=)
Creatinine CRP (—) (=) (=) (=)
Bef : before administration a) g/l

Aft: 22 hours after 9th administration b)mg/1

Table 26-B. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (500mg/500mg Study no.IV)

Volunteer No.33 S. T

Parameter Bef Day?2 Day4 Aft Parameter Bef Day?2 Day 4 Aft
RBC 447 444 446 451 | GOT 1 10 11 16
HGB 14.2 14.1 14.2 4.4 | GPT 5 6 8 12
WBC 6600 5700 6000 6200 | AL-P 5.8 6 5.7 6
HCT 40.6 40.4 40.6 41.3 | LDH 190 182 178 196
Platelets 25.4 23.6 21.7 22.1 LAP 133 137 135 148
Reticulocytes 8 9 8 10 +GTP 11 12 12 12

Eos 1 0 1 2 CK 56 54 147 93

Baso 1 3 0 1 | Amylase 89 102 97 100

Stab 3 6 5 3 TP 6.5 6.6 6.7 6.9

Seg 34 35 46 42 | Albumin 4.1 4.1 4.1 4.3

Lymph 59 51 46 49 | AG 1.7 1.6 1.6 1.7
M Mono 2 5 2 3 | BUN 9.6 8.5 10.4 9.2
PT 12.3 12.1 12.0 11.6 Creatinine 0.8 0.9 0.9 0.9
APTT 34.3 33.0 32.1 29.9 | UA 4.5 4.4 3.9 4.0
Fibrinogen 223 208 213 213 | 32microglobulin 1.3 1.2 1.2 1.2
pH 6.4 6.8 5.6 6.8 Na 141 141 141 140
Protein (=) (- (=) (=) K 5.2 4.8 4.8 4.7
Glucose (-) (- (=) (- Cl 105 105 105 105
Urobilinogen (£) (*) (=) (x) | Ca 4.5 4.5 4.4 4.3
Blood (—) (=) (=) (- p 3.3 3.3 3.0 3.5
Ketones (=) (—) (- (= Mg 1.8 1.8 1.9 1.8
Spec. gravity 1.022 1.012 1.027 1.017 | Glucose 9 97 86 89

RBC 0-1 SF 0-1 SF 1-2 SF 0-1 $F | T-chol 151 143 145 157

WBC 0-1 SF 0-1 SF 0-1 SF 0-1 $F | TG 62 45 " 101

Epithelium 0-1 SF 0-1 SF 0-1 SF 0-1 SF | T-bhil 1.8 1.2 0.9 0.8
NAG 3.8 1.8 4.1 1.3 D-bil 0.8 0.5 0.4 0.4
A2microglobulin 120 43 140 46 | Coombs’ test =) (=) (=) (=)
Creatinine CRP (=) (—) (—) (—)
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Table 26-C. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (500mg/500mg Study no. V)

Volunteer No.34 H.S.
Parameter Bef Day2 Day4 Aft Parameter Bef Day2 Day4 Aft
RBC 487 492 483 469 | GOT 16 17 18 27
HGB 14.9 15.1 14.8 4.4 | GPT 18 21 22 40
WBC 4700 6000 4600 4700 | AL-P 6.4 6.6 6.8 6.5
HCT 42.7 43.1 42.4 41.3 LDH 234 243 231 236
Platelets 22.8 22.8 22.7 21.8 | LAP 145 151 152 154
Reticulocytes 11 9 10 9 »GTP 25 26 29 29
Eos 1 3 1 2 | CK 85 79 98 73
Baso 2 3 2 0 Amylase 86 90 89 91
Stab 7 6 7 4 TP 7.4 7.4 7.6 7.0
Seg 35 46 41 44 Albumin 4.1 4.2 4.1 3.9
Lymph 49 36 47 46 | A/G 1.2 1.3 1.2 1.3
Mono 6 6 2 4 | BUN 14.9 14.1 15.3 14.7
PT 11.4 11.3 11.4 1.2 Creatinine 1.0 1.1 1.1 1.1
APTT 29.9 29.9 31.0 29.8 | UA 5.4 5.2 5.2 5.3
Fibrinogen 309 309 309 264 A2microglobulin 1.3 1.4 1.6 1.5
pH 5.4 5.4 5.4 5.2 Na 141 140 140 140
Protein (=) (=) (=) (=) K 4.1 4.1 4.3 4.2
Glucose (=) (=) (=) (=) Cl 105 105 105 105
Urobilinogen (%) (%) (%) (£) Ca 4.5 4.4 4.5 4.4
Blood (=) (=) (=) (=) P 2.3 2.5 2.3 2.5
Ketones (=) (=) (=) (=) Mg 2.0 2.1 2.3 2.0
Spec. gravity 1.014 1.016 1.018 1.020 | Glucose 104 105 95 94
RBC 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-chol 158 160 165 148
WBC 0-1'SF 0-1/SF  0-1/SF  0-1'SF | TG 107 74 86 83
Epithelium 0-1'SF 0-1/SF  0-1/SF  0-1/SF | T-bil 0.7 0.6 0.6 0.6
NAG 3.7 2.7 3.5 4.2 | D-bil 0.3 0.2 0.3 0.2
B2microglobulin 41 36 43 37 Coombs' test (=) (=) (=) (=)
Creatinine CRP (=) (=) (=) (=)

Table

26-D. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (500mg/500mg Study no. IV)
Volunteer No.35 M. K.

Parameter Bef Day2 Day4 Aft Parameter Bef Day2 Day4 Aft
RBC 451 441 463 456 GOT 16 18 19 20
HGB 13.9 13.5 14.2 14.1 GPT 12 16 18 21
WBC 5600 5500 6000 5000 AL-P 4 4.2 4.2 4.3
HCT 39.8 38.8 40.6 40.3 LDH 227 238 232 228
Platelets 19.5 19.8 19.0 19.6 LAP 132 136 139 145
Reticulocytes 9 8 11 8 y-GTP 13 13 15 15

Eos 3 1 2 2 | cK 46 46 64 41
Baso 2 1 1 1 | Amylase 104 110 104 109
Stab 2 4 7 3 | TP 6.6 6.7 6.9 6.9
Seg 37 41 47 40 Albumin 3.9 4.0 4.1 4.2
Lymph 55 48 40 51 AG 1.4 1.5 1.5 1.6
Mono 1 5 3 3 | BUN 13.6 12.5 13.3 13.7
PT 11.6 11.5 11.6 11.4 | Creatinine 1.0 1.1 1.1 1.1
APTT 27.3 28.1 28.5 27.3 UA 5.4 5.3 5.6 5.5
Fibrinogen 198 211 218 206 B2microglobulin 1.1 1.1 1.1 1.0
pH 5.6 54 5.2 5.8 Na 141 140 141 140
Protein (=) (- (-) (—) K 3.9 4.0 4.0 4.2
Glucose (=) (=) (=) (=) Cl 106 106 106 106
Urobilinogen (+) (+) (+) (+) Ca 4.4 4.3 4.4 4.4
Blood (=) (=) (=) (—) P 3.0 3.5 2.8 3.6
Ketones (-) (—) (=) (—) Mg 1.9 1.8 2.0 1.9
Spec. gravity 1.015 1.020 1.021 1.018 | Glucose 93 93 85 84
RBC 0-1 SF 0-1 SF 0-1 SF 0-1 SF | T-chol 150 153 160 153
WBC 0-1 SF 0-1 SF 1-2SF  0-1 SF | TG 110 80 75 106
Epithelium 0-1 SF 0-1 SF  0-1 SF 0-1 sF | T-bil 0.8 0.5 0.6 0.4
NAG 2.5 2.0 3.1 1.9 | D-bil 0.4 0.2 0.3 0.2
A2microglobulin 42 62 36 64 Coombs' test (=) (=) (=) (=)
Creatinine CRP (=) (=) (=) (=)
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Table 26-E. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (500mg/500mg Study no. IV)

Volunteer No.36 N. I.

Parameter Bef Day?2 Day4 Aft Parameter Bef Day?2 Day4 Aft
RBC 484 454 442 459 | GOT 18 18 19 21
HGB 14.7 13.8 13.5 13.9 GPT 9 8 11 15
WBC 5400 6000 5800 5500 | AL-P 6.0 6.0 6.2 6.0
HCT 42.1 39.6 38.6 39.9 LDH 289 237 238 220
Platelets 20.2 19.3 18.2 19.2 LAP 125 122 123 119
Reticulocytes 5 7 7 9 y-GTP 13 11 12 9
Eos 0 3 4 1 | cK 102 74 76 56
Baso 1 0 1 1 Amylase 119 132 157 144
Stab 10 14 12 9 TP 7.5 7.0 7.4 7.0
Seg 46 41 43 40 | Albumin 4.4 4.2 4.4 4.2
Lymph 41 35 35 46 A/G 1.4 1.5 1.5 1.5
Mono 2 7 5 3 | BUN 10.6 11.2 10.5 11.3
PT 11.5 11.5 11.5 11.4 Creatinine 0.9 1.0 1.0 1.0
APTT 29.2 28.6 30.5 30.4 | UA 6.2 6.3 5.7 6.5
Fibrinogen 234 248 264 231 BA2microglobulin 1.1 1.0 1.0 1.0
pH 5.4 5.2 5.4 5.2 Na 139 141 10 140
Protein (=) (=) (=) (=) K 4.4 4.4 4.6 4.5
Glucose (=) (=) (=) =) | < 105 106 15 105
Urobilinogen (+) (£) (+) (%) Ca 4.6 4.5 4.4 4.3
Blood (=) (=) (=) (= | P 2.5 2.5 2.4 2.8
Ketones (=) (=) (=) (=) Mg 1.8 1.9 2.0 1.9
Spec. gravity 1.028 1.028 1.023 1.027 | Glucose 100 96 94 89
RBC 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-chol 132 124 134 122
WBC 0-1/SF  0-1/SF  0-1/SF  0-1/sF | TG 121 84 86 95
Epithelium 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-bil 1.1 0.9 0.6 0.6
NAG 5.6 5.4 4.7 5.3 | D-bil 0.5 0.4 0.3 0.3
A2microglobulin 43.0 56.0 <25 46.0 | Coombs’ test (=) (=) (=) (=)
Creatinine CRP (—) (=) (=) (=)

Table 27-A. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (1000mg/1000mg Study no. V)

Volunteer No.37 T K.

Parameter Bef Day?2 Day 4 Aft Parameter Bef Day?2 Day 4 Aft
RBC 476 444 441 456 | GOT 16 13 14 17
HGB 14.5 13.7 13.4 13.9 GPT 14 11 10 16
WBC 5100 5200 5000 5600 | AL-P 3.6 3.6 3.6 3.6
HCT 42.8 39.9 39.8 41.0 LDH 232 211 213 230
Platelets 21.2 23.1 21.8 22.6 LAP 124 124 122 126
Reticulocytes 7 5 8 6 7GTP 14 14 13 14

Eos 12 9 6 11 CK 92 64 58 47
Baso 1 2 0 1 Amylase 134 131 129 145
Stab 2 2 2 2 | Tr 6.1 6.0 6.0 6.2
Seg 41 38 41 40 Albumin 4.0 3.8 3.9 4.0
Lymph 40 44 45 43 AG 1.9 1.7 1.9 1.8
Mono 4 5 6 3 | BUN 17.6 13.6 14.1 17.4
PT 12.4 12.4 12.2 12.8 | Creatinine 1.0 1.0 1.0 1.1
APTT 32.5 31.1 30.8 30.7 UA 4.9 4.4 4.3 4.4
Fibrinogen 229 202 177 174 A2microglobulin 0.9 0.9 1.0 1.0
pH 5.2 5.2 5.6 52 Na 141 141 141 142
Protein (—) (=) (- (-) K 4.3 4.1 4.5 4.5
Glucose (=) (-) (=) (=) Cl 105 106 105 106
Urobilinogen (1) (+) (+) (%) Ca 4.5 4.3 4.5 4.5
Blood (- (=) (=) (—) p 3.3 2.7 3.0 3.3
Ketones (=) (=) (- (=) Mg 1.8 1.9 1.9 1.9
Spec. gravity 1.031 1.028 1.028 1.032 | Glucose 92 94 91 95
RBC 0-1 SF 0-1 SF  0-1 SF 0-1 SF | T-chol 190 180 182 178
WBC 0-1 SF 0-1 SF 0-1 SF  0-1 sF | TG 70 82 73 100
Epithelium 0-1 SF 0-1 SF 0-1 SF 0-1 SF | T-bil 1.5 1.4 1.0 0.9
NAG 4.9 7.3 6.4 9.4 D-bil 0.7 0.6 0.4 0.4
B2microglobulin 91 77 96 110 | Coombs™ test (=) (=) (=) (=)
Creatinine CRP (—) (—) (=) (-)

“Bef ! before administration
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Table 27-B. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (1000mg/1000mg Study no. V)

Volunteer No.38 Y. A.
Parameter Bef Day2 Day4 Aft Parameter Bef Day2 Day4 Aft
RBC 500 497 470 479 GOT 18 16 17 19
HGB 14.5 13.9 13.8 13.6 GPT 15 14 14 16
WBC 4800 5600 5900 5300 AL-P 3.6 3.8 3.6 3.8
HCT 42.5 42.1 40.0 40.8 LDH 235 229 225 230
Platelets 16.1 19.2 19.1 19.3 LAP 139 145 138 139
Reticulocytes 5 7 7 6 »GTP 12 13 12 12
Eos 4 2 9 3 CK 115 88 101 65
Baso 0 2 1 3 Amylase 119 123 136 141
Stab 3 2 2 3 TP . 6.2 6.6 6.5 6.5
Seg 35 33 27 34 Albumin 3.9 4.1 4.0 4.1
Lymph 54 58 58 54 | A/G 1.7 1.6 1.6 1.7
Mono 4 3 3 3 BUN 16.6 15.3 14.9 14.7
PT 12.3 12.0 1.9 12.5 Creatinine 1.1 1.1 1.1 1.2
APTT 29.3 29.6 29.0 29.2 UA 6.1 5.6 5.2 5.3
Fibrinogen 236 231 208 239 | p2microglobulin 1.6 1.6 1.6 1.5
pH 5.2 5.2 5.4 5.2 Na 140 10 140 140
Protein (=) (=) (=) (=) K 4.4 4.5 4.7 4.9
Glucose (=) (=) (=) (=) a 106 16 106 106
Urobilinogen (%) (%) (%) (x) | Ca 4.3 4.3 4.5 4.6
Blood (-) (=) (=) (=) P 3.4 3.0 3.3 3.2
Ketones (=) (-) (=) (=) Mg 2.0 2.0 2.1 2.0
Spec. gravity 1.029 1.029 1.031 1.029 | Glucose 82 84 80 91
RBC 0-1/SF  0-1/SF  0-1/SF  1-2/SF | T-chol 139 143 141 148
WBC 0-1/SF  0-1/SF  0-1/SF  0-1/SF | TG 61 82 66 100
Epithelium 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-bil 0.9 1.0 0.7 0.5
NAG 3.2 7.3 6.8 6.2 | D-bil 0.4 0.4 0.3 0.2
B2microglobulin 110 69 130 85 | Coombs’ test (=) (=) (=) (=),
Creatinine CRP (=) (-) (=) (-)

Table

27-C. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (1000mg/1000mg Study no. V)
Volunteer No.39 F. U.

Parameter Bef Day?2 Day4 Aft Parameter Bef Day?2 Day4d Aft
RBC 495 487 463 458 GOT 14 13 15 17
HGB 15.8 15.1 14.4 14.3 GPT 11 10 10 13
WBC 3500 3600 3400 3500 AL-P 3.8 3.9 3.7 3.7
HCT 45.1 4.1 42.0 41.5 LDH 223 211 209 203
Platelets 17.4 19.7 17.8 18.9 LAP 158 155 150 151
Reticulocytes 5 5 6 5 »-GTP 2 24 22 21

Eos 2 1 0 3 | ¢cK 62 45 52 40
Baso 5 0 1 0 | Amylase 163 170 178 182
Stab 5 3 3 2 | TP 6.7 6.7 6.6 6.7
Seg 35 34 34 37 Albumin 4.0 4.0 3.9 4.0
Lymph 49 56 58 54 | A/G 1.5 1.5 1.4 1.5
Mono 4 6 4 4 | BUN 16.7 16.4 15.0 14.6
PT 12.4 12.1 12.4 13.2 | Creatinine 1.2 1.3 1.2 1.3
APTT 32.0 32.5 32.0 32.3 | UA 5.4 5.2 4.8 4.7
Fibrinogen 201 220 195 218 [ A2microglobulin 1.0 1.1 1.1 1.1
pH 5.0 5.2 5.6 5.6 Na 141 141 142 142
Protein (=) (=) (=) (=) K 4.4 4.0 4.2 4.2
Glucose (-) (=) (-) (=) Cl 104 105 106 107
Urobilinogen (%) (+) (%) (£) Ca 4.5 4.3 4.4 4.5
Blood (=) (=) (-) (=) P 3.6 3.4 3.0 2.8
Ketones (=) (=) (=) (=) Mg 1.9 2.0 2.0 2.0
Spec. gravity 1.024 1.022 1.027 1.019 | Glucose 91 92 88 89
RBC 0-1/SF  0-1/SF  0-1/SF¥  0-1/8F | T-chol 162 160 155 146
WBC 1-2/SF  0-1/SF  0-1/SF  0-1/8F | TG 59 60 75 66
Epithelium 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-bil 1.1 1.1 1.2 0.8
NAG 1.3 6.8 4.8 3.4 D-bil 0.5 0.5 0.5 0.4
A2microglobutin 36 35 100 57 | Coombs’ test (=) (=) (=) (=)
Creatinine CRP (=) (=) (=) (=)
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Table 27-D. Clinical laboratory findings in multiple-dose study on panipenem/betamipron (1000mg/1000mg Study no. V)

Volunteer No.40 M. S.
Parameter Bef Day2 Day4 Aft Parameter Bef Day2 Day4 Aft
RBC 487 486 496 479 | GOT 12 11 14 16
HGB 15.0 14.8 14.8 14.6 | GPT 9 8 9 12
WBC 4200 3900 4000 3900 | AL-P 3.5 3.4 3.3 3.4
HCT 43.8 43.8 44.4 42.9 | LDH 223 209 223 227
Platelets 15.1 15.4 16.3 16.5 LAP 98 94 96 95
Reticulocytes 7 6 7 5 y-GTP 12 12 12 11
Eos 3 5 8 3 | cK 61 49 53 43
Baso 2 0 0 1 Amylase 147 145 157 179
Stab 3 5 5 8 | TP 6.6 6.5 6.9 6.6
Seg 51 42 43 39 | Albumin 4.1 4.0 4.2 4.1
Lymph 34 43 43 4 | AG 1.6 1.6 1.6 1.6
Mono 7 5 2 5 | UN 12.2 11.6 16.5 13.7
PT 12.2 12.2 12.3 12.7 Creatinine 1.1 1.1 1.2 1.2
APTT 29.2 29.3 30.2 30.2 BUN 4.7 4.7 4.7 4.5
Fibrinogen 236 227 234 225 A2microglobulin 0.8 0.9 0.9 0.9
pH 6.0 5.6 5.6 5.8 Na 141 142 141 141
Protein (=) (=) (=) (=) | K 4.0 3.7 3.8 4.1
Glucose (=) (=) (=) - | a 105 106 105 105
Urobilinogen (%) (+) (+) (x) | Ca 4.3 4.2 4.4 4.5
Blood (-) (=) (-) (=) P 3.1 2.9 3.3 2.8
Ketones (=) (=) (=) (=) | Mg 2.2 2.2 2.3 2.2
Spec. gravity 1.016 1.017 1.020 1.018 | Glucose 80 78 77 80
RBC 0-1/SF  0-1/SF  0-1/SF  0-1/SF | T-chol 188 183 185 182
WBC 0-1/SF 0-1/SF 0-1'SF  0-1 SF | TG 89 79 94 84
Epithelium 0-1/SF 0-1/SF  0-1/SF  0-1/SF | T-bil 0.8 0.7 1.0 0.6
NAG 11.7 4.7 3.3 3.1 D-bil 0.4 0.3 0.4 0.3
B2microglobulin 37 45 61 59 | Coombs’ test (=) (=) (=) (=)
Creatinine CRP (=) (=) (=) (=)
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PHASE 1 STUDY OF PANIPEMEM/BETAMIPRON II
——MULTIPLE DOSE STUDY—

Mitsuyoshi Nakashima®, Toshihiko Uematsu®, Mitsutaka Kanamaru?®,
Masazo Tajima®, Hideo Naganuma®, Masato Ichikawa®,
Masafumi Hisaoka* and Yukinori Kawahara®
YDepartment of Pharmacology, Hamamatsu University, School of Medicine

3600 Handa-cho, Hamamatsu-shi, Shizuoka 431-31, Japan

2Shinpukai Maruyama Hospital

¥New Drug Development Department, Sankyo Co., Ltd.
“Product Development Laboratories, Sankyo Co., Ltd.

Nine healthy male volunteers received 500mg/500mg or 1000mg/1000mg panipenem/betamipron
(PAPM/BP) by constant intravenous infusion for 60 min every 12h for 5 days. Maximum plasma
levels of panipenem (PAPM) were observed at the end of the infusion, and their levels showed
dose-dependence. The half-life was about 1 hour. Mean maximal plasma concentration, as PAPM, at.
the end of infusion of 500mg/500mg PAPM/BP (day 1) was 23.32+2.90xg/ml, with a decrease to
2.04+0.74ug/ml after 4 h. Urinary recovery during this period was 27.5+8.3% of dosage. The
serum protein binding of PAPM and betamipron (BP) were 6 to 7% and 73%, respectively. The ‘
saliva concentration of PAPM was less than 29 of plasma concentration. No changes in the
pharmacokinetic parameters were observed during the two 5-day study.

No drug-related side effects were observed. In laboratory findings transient elevation of GPT (18
IU —40 IU) was observed in 500mg/500mg study. No consistent changes in renal function indices
were noted. Urinalysis showed no change in renal function in either the 500mg/500mg or 1000mg/1000
mg studies. We conclude that daily 2000mg/2000mg PAPM/BP were well tolerated and safe.



