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Table 1 Administration*and volunteers
Volunteer
Series Administration Bod
No. Name | Age (Year) . oy Height (cm)
weight (kg)
1. T.H. 48 67 168
DI 2. K.A. 40 53 160
BRL 28"0(.). 3. EY. 33 66 181
> 4. MS. 27 54 170
1.6g/250m1 (1hr)| 5. A.Y. 34 53 167
(Sterile water) 6. M.N. 32 79 175
1 3.2¢/250ml (1hr)| 7 KK. 26 61 170
(Sterile water) 8. YK. 25 66 174
9. Y.N. 34 64 178
Gé‘f/ Sﬁomlffjh” 10. H.M. 22 54 162
errie water 1. T.T. 27 64 179
12. S.U. 27 66 169
Average 31.3 62.3 171.1
D.L
BRL 28500 13. K.K. 39 75 163
3.2¢/250mg( 1hr) | 14 T.U. 3 5 166
2 X2 times/day 15. Y.Y. 27 65 106
—8 hourly for 16. K.T. 25 68 173
5 days+1 time
(Saline solution) Average 31 66.3 162.3
Average 31.2 63.3 170.4
Table 2 Laboratory findings
1. Haematology RBC, WBC, Ht, Hb, Platelet, Segmentation, PT, APTT

2. Bleood chemistry | GOT, GPT, ALP, Total bilirubin, Creatinin, Total
cholesterol, Total protein, A/G ratio, Glucose, ZTT,
BUN, Na*, K*, CI-, Coombs (direct, indirect), CRP,
Albumin, Globulin (a1. a2. 7)

3. Urinalysis Spec. gravity, pH, Protein, Glucose, Blood,
Sediment (WBC, RBC)
4. Clinical Blood pressure, Pulse, Respiration rate,
monitoring Body temperature, ECG, ESR (1, 2hr)
5. Enterobacterial Influence of enterobacterial flora*
flora
6. Others General symptoms

* Only for series 2.

REXLEERE S, H%E5—BRC, BRL 28500 D EEECTOREEOHEIC X 5 Dose response %, Se-
ARG L ORI - RO—ARBRE, MEE LS ries 2 TREHSECI 2HEL2 57044 L,
E HORRBET s8%E, LVENRER S RPER L, ¥R, BAM BRMER IOREECOWTERE
RARGRYE S L ORBATH B X BR LT 5, Lico 7ok, BEHHEL LT, Seriess1 0 1.6g WLV
2. RBEE 3.2g HKE TR 1 E 1 PO A EYR, 6.4g HET
RBROPE L Table 1 iR 2 &<, Series1 TitK X 1[E 2RO SEHEY, ¥ 7 Series 2 0 3.2¢g {%
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Fig.3 Influence of BRL 28500 multiple administration (3.2 gx2 time/day for 6 days)
for hepatic and renal function
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Fig. 4 Serum concentration of TIPC and CVA fol-

lowing D.I. administration of BRL 28500
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Urinary concentration(

Table 5 Infiuence ¢f BRL 28500 multiple administration on enterobacterial flora
(cells/g : log)

Volunteer . Before 2dhrs flfter After
No. Organisms administration 4th day th‘eAfmal‘ 1 week
administration
Total 10.8 10.3 10.7 10.7
13 Aerobes 8.7 9.8 9.9 9.6
KK. Anaerobes 10.8 10.2 10.6 10.7
C. difficile - - - -
Total 10.7 10.7 10.9 9.6
it Aerobes 7.5 7.7 8.7 8.5
1L.U. Anaerobes 10.7 10.7 10.9 9.6
C. difficile - - - -
Total 10.3 9.8 11.2 10.5
15 Aerobes 8.9 9.5 9.8 9.7
Y.Y Anaerobes 10.3 9.6 11.2 10.3
C. difficile - - 5.1
Total 10.5 10.3 1.3 10.0
16 Aerobes 8.3 8.1 9.8 9.0
K.T. Anaerobes 10.5 10.3 10.1 10.0
C. difficile - - - -

Fig.5 Urinary excretion and concentration of TIPC and CVA after
BRL 28500 D.I. administration
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Fig.6 TLC/bioautograms of human urine following D. I. administraion
of BRL 28500 (6.4g)
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O 0000 O 0000
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C : Standard of CVA T : Standard of TIPC
1 : Before 2 :0-2hr. 3:2-4hr 4:4-6hr 5:6-8hr
Test organism : K. pneumoniae ATCC 29665 (CVA)
P. aeruginosa NCTC 10701 (TIPC)
Plate : Silicagel 60 F 254 (E. Merck)
Solvent : Metylisobutylketone- Acetic acid-Water (35:15:1)

Fig.7-1 Serum concentration of TIPC and CVA Fig.7-2 Serum concentration of TIPC and CVA
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Table 6-1 Serum concentration of TIPC and CVA following D.I administration 1.6g
No. | Umele)| g5 | 05 | 0.7 1 1.25 | 1.5 2 3 4 6 8
Drug
TIPC 50.65 | 69.78 86.41 | 100.44 | 83.57 | 65.96 | 43.91 | 17.74 9.43 3.43 | <0.78
! CVA 2.06 2.90 3.58 3.67 2.69 2.31 1.48 0.50 0.30 0.09 | <0.08
TIPC 28.53 | 53.17 64.38 | 73.13 | 163.79 | 61.24 35.13 12.91 5.94 1.81 | <0.78
2 CVA 1.37 2.64 3.13 3.58 5.01 2.44 1.56 0.65 0.37 0.08 | <0.08
TIPC 26.97 | 43.04 66.09 | 80.21 | 73.89 | 59.69 | 38.79 | 16.33 8.35 2.28 | <0.78
3 CVA 1.27 1.92 2.90 3.29 2.85 1.78 1.28 0.52 0.20 | <0.08 | <0.08
TIPC 62.71 | 51.19 77.71 | 79.45 | 90.38 | 66.97 | 40.83 | 14.39 8.42 2.53 | <0.78
¢ CVA 3.41 2.10 3.08 3.38 3.70 2.37 1.59 0.66 0.38 0.12 | <0.08
TIPC 58.32 | 98.87 | 106.06 | 116.27 | 102.26 | 78.58 | 49.65 | 20.39 11.46 3.73 1.74
° CVA 2.37 4.82 4.27 4.72 3.20 2.14 1.23 0.54 0.29 0.09 | <0.08
TIPC 24.28 | 33.34 46.80 54.51 99.25 | 75.67 | 41.61 17.75 11.11 3.65 2.05
6 CVA 1.14 1.52 2.16 2.07 4.52 2.49 1.08 0.42 0.26 | <0.08 | <0.08
TIPC 44.91 | 77.78 87.12 | 96.72 | 63.27 | 56.21 | 36.56 | 16.42 8.86 2.80 | <0.78
! CVA 2.22 3.93 4.04 4.61 2.57 1.92 1.18 0.46 0.25 | <0.08 | <0.08
TIPC 32.51 | 52.96 62.84 | 73.56 | 53.36 | 37.18 | 18.78 5.78 | <0.78 | <0.78 | <0.78
8 CVA 1.64 2.90 3.25 3.81 2.69 1.99 0.96 0.36 0.18 | <0.08 | <0.08
TIPC 42.92 | 64.62 69.29 | 77.70 | 68.06 | 53.38 | 32.05 | 12.78 7.14 2.44 | <0.78
? CVA 1.87 2.84 3.12 3.16 2.90 1.88 1.15 0.49 0.31 0.09 | <0.08
10 TIPC 31.48 | 53.89 62.87 | 74.03 | 74.60 | 54.29 | 31.30 | 14.15 6.96 1.82 | <0.78
CVA 1.56 2.81 3.10 3.69 3.35 2.56 1.50 0.61 0.30 0.08 | <0.08
1 TIPC 36.69 | 63.24 75.31 71.68 | 73.44 | 58.65 37.56 18.34 10.01 2.67 | <0.78
CVA 1.75 3.05 4.08 3.19 3.21 2.47 1.62 0.71 0.47 0.10 | <0.08
TIPC Mean 40.00 | 60.17 73.17 81.61 80.53 | 60.71 36.92 15.02 8.77 2.72 1.90
+S.D. 12.98 | 17.79 15.90 16.83 16.71 | 11.33 8.00 3.90 1.79 0.70 0.22
CVA Mean 1.88 2.86 3.34 3.56 3.34 2.21 1.33 0.54 0.39 0.09 —
+S.D. 0.64 0.91 0.61 0.72 0.79 0.28 0.23 0.11 0.08 0.01 —

FREL AUC S5 ot L, Dose response
R&R bRt

MEpREEERM T 1/2 13, TIPC T3 0.88+0.17,
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0.10, 0.8040.07 3 X 7% 0.80+£0. 08 B[l Tl iE B RE
B TIPC, CVA L 3 i 5B icplficd, Y18
BT TIRITEL LT T,

i, 0~ 8EERIORPEIRIIEERIT) b 5T
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EOEIRTH - 12,

RPBEHRBY D Bt 58, TLC/ A %+ —+ 7
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Table 6-2 Serum concentration of TIPC and CVA following D.I. administration of BRL 28500 3.2g
Time(hr.
No. mebr) 005 | 05 | 0.7 1 125 | 1.5 2 3 4 6 8
Drug
TIPC 70.29 | 132.25 | 144.33 | 202.96 | 153.41 | 137.78 | 111.23 | 50.94 28.65 9.86 2.52
1
CVA 3.25 6.05 6.34 9.09 5.63 3.98 2.88 1.07 0.58 0.19 <0.08
) TIPC 70.56 | 104.01 | 110.85 | 172.77 | 140.67 | 100.09 68.08 | 27.06 11.12 3.01 <0.78
- CVA 2.32 5.12 5.84 9.48 5.45 2.96 2.26 0.99 0.57 0.17 | <0.08
. TIPC 51.16 36.54 | 107.93 | 145.94 | 109.43 | 105.06 65.67 | 30.82 14.79 4.65 <0.78
? CVA 2.47 4.21 5.07 6.60 4.37 4.01 1.96 0.82 0.34 0.10 <0.08
. TIPC 55.06 | 110.44 | 143.84 | 181.64 | 160.26 | 129.19 73.02 | 38.84 17.90 5.08 | <0.78
\ CVA 2.47 4.86 6.26 8.72 5.82 4.00 2.78 1.27 0.67 0.22 <0.08
~ TIPC 73.23 98.28 | 140.52 | 254.52 | 211.88 | 175.20 | 110.45 | 62.52 29.82 9.86 3.38
5
CVA 2.99 4.18 5.37 11.66 6.49 4.46 2.85 1.25 0.59 0.21 | <0.08
5 TIPC 64.85 94.97 | 103.17 | 160.24 | 144.06 | 120.58 80.63 | 47.41 24.93 8.36 3.02
CVA 2.75 4.61 4.40 7.61 5.67 3.68 2.50 1.12 0.59 0.19 <0.08
TIPC 90.16 | 130.84 | 152.91 | 162.75 | 117.69 90.89 62.12 | 37.11 16.93 4.83 1.52
7
CVA 4.27 6.48 7.10 6.62 4.74 3.06 1.81 0.91 0.50 0.15 <0.08
5 TIPC 58.63 82.69 | 114.04 | 181.02 | 118.31 | 100.52 51.48 | 18.27 7.98 1.63 <0.78
CVA 2.73 4.49 5.84 10.34 5.46 3.84 2.31 0.86 0.45 0.09 | <0.08
9 TIPC 64.63 | 106.30 | 175.04 | 205.91 | 162.86 | 138.92 | 89.42 | 44.37 23.00 6.88 1.%
CVA 2.97 5.02 8.02 9.88 7.38 4.19 2.85 1.23 0.73 0.24 <0.08
10 TIPC 76.93 | 142.09 | 191.23 | 187.28 | 141.39 | 120.88 80.92 | 35.33 18.16 4.30 1.45
CVA 3.41 8.03 9.93 7.46 5.69 4.78 3.10 1.36 0.72 0.19 <0.08
” TIPC 42.84 79.06 | 132.74 | 222.75 | 158.66 | 109.45 75.12 | 37.20 15.72 4.55 1.51
) CVA 1.78 4.51 7.17 10.64 6.50 4.57 2.95 1.35 0.66 0.22 <0.08
TIPC Mean 65.30 | 106.13 | 137.87 | 188.89 | 147.15 | 120.78 78.92 | 39.08 19.00 5.73 2.19
+S.D. 13:13 21.12 28.22 31.09 28.25 24.00 18.80 | 12.06 6.93 2.69 0.79
CVA Mean 2.95 5.23 6.49 8.92 5.75 3.96 2.57 1.11 0.58 0.18 -
- +S.D. 0.64 1.18 1.54 1.68 0.83 0.57 0.43 0.20 0.12 0.05 -
Fig. 8-2 Urinary excretion and concentration of Fig. 8-3 Urinary excretion and concentration of
TIPC and CVA after BRL 28500 D.I. TIPC and CVA after BRL 28500 D.I
administration at 4th Day of multiple administration at 6th Day of multiple
administration administration
—r33.2g(n=4) —r3.2g(n=4) —c33.2g(n=4) —r3.2(n=4)
(ug/ml) (ug/ml) (ug/ml) (ug/ml)
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Table 6-3 Serum concentration of TIPC and CVA following D.I. administration of BRL23500 6.4¢g
No, | NTime(hr:)) 4 5 1 15 2 2.5 | 25 3 4 6 8
Drug
TIPC 152.81 | 198.97 | 273.75 | 336.63 | 268.43 | 203.79 | 157.74 94.36 25.19 7.40
! CVA 5.92 7.92 10.07 12.59 8.31 5.77 3.75 1.81 0.48 0.12
TIPC 152.41 | 230.23 | 323.62 | 365.46 | 262.47 | 179.27 | 131.22 66.20 13.17 2.92
2 CVA 6.32 9.73 13.23 13.66 9.54 5.9 4.37 1.88 0.43 0.11
TIPC 96.61 | 166.05 | 273.73 | 296.38 | 224.97 | 182.33 | 138.40 80.82 21.01 5.40
3 CVA 3.44 7.28 11.64 11.26 8.13 5.30 4.02 1.54 0.32 | <0.08
TIPC 122.43 | 200.97 | 328.85 | 335.35 | 268.81 | 208.55 | 151.38 87.50 23.03 5.87
* CVA 4.77 8.28 13.81 13.91 10.67 7.22 5.00 2.31 0.59 0.19
TIPC 138.06 | 186.13 | 408.64 | 426.53 | 305.02 | 255.45 | 194.54 | 118.39 33.06 9.16
° CVA 5.72 9.05 14.76 14.02 8.85 6.72 4.66 1.73 0.46 0.13
TIPC 47.34 | 119.53 | 300.63 | 352.66 | 262.45 | 215.40 | 157.78 98.93 30.35 9.87
6 CVA 2.01 6.29 12.43 14.53 9.81 6.94 4.29 1.94 0.49 0.17
TIPC 87.87 | 163.70 | 413.96 | 375.32 | 273.52 | 241.54 | 169.75 95.15 25.39 7.06
7 CVA 4.08 7.89 18.30 15.13 10.05 7.57 4.44 2.08 0.51 0.15
TIPC 99.61 | 204.25 | 347.15 | 287.56 | 216.67 | 161.02 | 105.63 41.60 7.46 1.9
8 CVA 4.54 8.79 15.53 12.39 9.17 6.22 3.98 1.62 0.36 0.10
0 TIPC 94.75 | 231.11 | 388.95 | 349.93 | 251.82 | 208.54 | 156.06 95.12 28.67 7.51
CVA 4.06 10.18 16.33 12.89 9.06 6.80 4.68 2.16 0.66 0.19
10 TIPC 96.49 | 150.60 | 350.97 | 411.79 | 302.77 | 250.10 | 168.41 83.94 20.20 4.98
CVA 4.85 7.70 16.75 17.42 12.11 9.56 7.22 2.58 0.63 0.18
" TIPC 116.58 | 278.56 | 298.20 | 301.99 | 248.47 | 196.42 | 148.17 85.67 25.83 7.03
CVA 5.63 14.90 12.21 12.48 9.44 7.43 5.71 2.45 0.89 0.24
TIPC Mean 109.54 | 193.65 | 337.13 | 349.05 | 262.31 | 209.31 | 152.64 86.15 23.03 6.29
+S.D. 31.20 43.83 50.13 44.75 27.29 30.05 22.92 19.62 7.46 2.40
CVA Mean 4.67 8.91 14.10 13.66 9.56 6.86 4.74 2.01 0.53 0.16
+S.D. 1.25 2.27 2.48 1.67 1.12 1.15 0.98 0.34 0.16 0.04
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Table 7-1 Pharmacokinetic parameters of TIPC
No. D;’fse A Kel Tue vd Calé:i’ted TBCL AUC
BRL 28500 (1/hr.) (hr.) (L) (ug/mal) (ml/min) | (hr-gg/mi)
1.6g 191.58 0.77 0.90 10.22 102.53 130.49 191.58
1 3.2g 423.47 0.62 1.11 11.39 196.08 118.07 423.48
6.4g 443.92 0.63 1.10 10.69 318.56 112.63 837.85
1.6g 150.31 0.85 0.81 11.70 86.26 166.32 150.31
2 3.2g 280.09 0.84 0.83 12.76 169.13 178.51 280.10
6.42 405.87 0.80 0.87 9.28 323.39 123.19 811.75
1.6¢g 153.79 0.73 0.95 13.34 79.77 162.56 153.79
3 3.2¢g 274.40 0.71 0.97 15.33 132.90 182.21 274.41
6.4g 378.67 0.65 1.07 12.20 275.34 132.04 757.35
1.6g 167.23 0.78 0.89 11.50 96.55 149.50 167.23
4 3.2¢ 337.63 0.73 0.95 12.13 175.31 148.09 337.64
6.4g 432.81 0.66 1.04 10.43 318.19 115.52 865.64
1.6g 217.42 0.92 0.75 7.50 130.81 114.98 217.4
5 3.2g 509.58 0.58 1.19 10.14 224.40 98.12 509.60
6.4g 514.67 0.60 1.15 9.64 361.11 97.15 1029.37
1.6g 161.11 0.56 1.23 16.56 60.21 155.17 161.11
6 3.2g 348.22 0.60 1.16 14.39 156.85 143.58 348.23
6.4g 460.24 0.53 1.30 12.27 301.24 108.64 920.49
1.6g 167.61 0.78 0.89 11.47 90.81 149.15 167.62
7 3.2g 307.70 0.69 1.00 14.09 153.65 162.49 307.72
6.4g 468.60 0.61 1.14 10.54 329.53 106.70 937.22
1.6g 103.16 1.33 0.52 10.97 75.76 242.34 103.16
8 3.2g 237.04 0.94 0.74 13.44 144 .61 210.93 237.05
6.4g 335.32 0.9% 0.72 9.34 285.95 149.11 670.65
1.6g 148.44 0.80 0.87 12.61 81.82 168.42 148.44
9 3.2¢g 384.91 0.73 0.9 10.75 198.52 129.89 384.93
6.4g 451.70 0.66 1.06 10.12 330.09 110.69 903.41
1.6g 145.05 0.79 0.87 13.03 79.44 172.35 145.05
10 3.2g 357.06 0.74 0.93 11.31 187.20 140.03 357.07
6.4g 456.79 0.65 1.07 10.18 331.11 109.46 913.61
1.6g 168.35 0.72 0.9% 12.40 86.26 148.50 168.36
11 3.2g 319.78 0.74 0.93 12.65 167.47 156.35 319.80
6.4g 429.83 0.63 1.09 11.01 308.84 116.32 859.68
1.6g Mean 161.28 0.82 0.88 11.94 87.66 159.98 161.28
+S.D. 28.60 0.19 0.17 2.22 17.79 32.14 28.60
328 Mean 343.63 0.72 0.98 12.58 173.01 151.66 343.64
+S.D. 76.10 0.10 0.13 1.63 26.06 31.61 76.10
6.4g Mean 434.40 0.67 1.06 10.52 316.67 116.50 868.82
+S.D. 47.89 0.12 0.15 1.01 23.52 14.08 95.78
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Table 7-2 Pharmacokinetic parameters of CVA
T Dese Kel Tie vd Caledlated | gy AUC
No. of A (1/hr.) (hr.) (L Cone (ml/min) | (hr-ug/ml)
BRL 28500 (pg/ml)
1.6g 6.24 1.05 0.66 15.19 4.06 266.91 6.24
1 3.2g 12.93 0.83 0.83 18.54 7.31 257.83 12.93
6.4g 12.87 0.77 0.90 20.10 10.12 258.90. 25.75
1.6g 7.04 0.80 0.87 17.76 3.87 236.78 7.04
9 3.2¢g 11.15 0.81 0.86 22.24 6.17 299.03 11.15
6.4g 14.36 0.82 0.85 16.99 11.57 232.09 28.72
l.6g 5.43 0.94 0.74 19.60 3.30 307.18 5.43
3 3.2g 9.72 1.05 0.66 19.57 6.32 343.04 9.72
6.4g 12.41 1.04 0.67 15.53 10.85 268.64 24.82 -
1.6g 6.80 0.85 0.81 17.22 3.90 245.14 6.80
4 3.2g 12.58 0.92 0.76 17.33 7.55 265.01 12.28
6.4g 15.68 0.86 0.81 14.89 12.85 212.52 31.37
1.6g 6.87 0.90 0.77 16.22 4.07 243.31 6.88
5 3.2¢g 13.18 0.91 0.76 16.63 7.89 252.81 13.19
6.4g 14.44 0.81 0.86 17.18 11.55 230.84 28.88
1.6g 5.07 0.81 0.85 24.22 2.82 328.56 5.07
6 3.2g 11.23 0.90 0.77 19.89 6.64 296.90 11.23
6.4g 14.93 0.83 0.83 16.08 12.10 223.27 29.86
1.6g 6.27 1.08 0.64 14.82 4.13 265.70 6.27
7 3.2g 10.28 0.83 0.83 23.31 5.81 324.26 10.28
6.4g 15.63 0.90 0.77 14.16 13.06 213.25 31.26
1.6g 5.37 1.31 0.53 14.25 3.91 310.32 5.37
8 3.2g 11.33 0.92 0.76 19.24 6.80 294.21 11.33
6.4g 13.97 1.05 0.66 13.69 12.24 238.63 27.94
1.6g 5.57 1.09 0.64 16.46 3.69 299.04 5.57
9 3.2¢g 13.80 1.01 0.68 14.32 8.78 241.56 13.80
6.4g 15.08 0.92 0.75 14.42 12.68 221.02 30.16
l.6g 6.68 0.92 0.76 16.34 4.00 249.61 6.68
10 3.2g 14.56 0.80 0.86 17.14 8.02 229.00 14.56
6.4g 18.73 0.77 0.90 13.87 14.71 177.97 37.46
l.6g 7.01 0.87 0.80 16.37 4.07 237.62 7.01
11 3.2g 13.72 0.86 0.80 16.87 7.93 243.02 13.72
| 64g 16.13 0.92 0.76 13.51 13.55 206.65 32.26
1.gg Mean 6.21 0.97 0.73 17.13 3.80 271.83 6.22
+S.D. 0.73 0.15 0.10 2.77 0.40 33.42 0.73
3.2 Mean 12.23 0.90 0.80 18.64 7.20 276.97 12.20
+S.D. 1.57 0.08 0.07 2.60 0.93 36.86 1.57
6.4g Mean 14.93 0.88 0.80 15.49 12.30 225.80 29.86
+S.D. 1.70 0.10 0.08 1.99 1.28 24.86 3.41
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Table 9-1 Serum concentration of TIPC and CVA following D.I. administration of BRL28500 3.2g (1st day)

ime(hr.)
No. 025 | 05 | 0.7 1 125 | 15 2 3 4 6 8
Drug
13 TIPC 107.47 | 151.57 | 152.57 | 188.79 | 139.43 | 126.29 85.76 | 34.56 19.70 4.60 1.5
CVA 4.66 6.35 6.09 8.06 5.28 3.88 2.4 1.08 0.50 0.13 | <0.08
14 TIPC 121.17 | 163.83 | 206.40 | 238.57 | 171.37 | 139.89 | 102.93 | 46.01 24.34 5.63 1.8
CVA 5.80 8.05 9.29 11.59 6.48 4.84 3.04 1.31 0.65 0.18 | <0.08
15 TIPC 90.80 | 145.72 | 163.45 | 192.91 | 149.59 | 130.66 91.81 | 44.56 26.89 6.07 1.92
CVA 4.29 6.29 8.21 8.39 5.77 4.29 2.51 0.91 0.39 | <0.08 | <0.08
16 TIPC 70.22 | 109.96 | 153.85 | 174.46 | 137.11 | 103.85 79.14 | 34.84 16.95 3.59 1.8
CVA 3.00 5.13 7.15 8.60 5.71 3.74 2.60 1.16 0.51 0.12 | <0.08
TIPC Mean 97.41 | 142.77 | 169.07 | 198.68 | 149.37 | 125.17 89.91 | 39.99 21.97 4.97 1.64
+S.D. 21.98 | 23.14 25.36 27.74 15.63 15.31 10.11 6.14 4.48 1.11 0.29
CVA Mean 4.4 6.45 7.68 9.16 5.81 4.19 2.65 1.11 0.51 0.14 -
S.D. 1.15 1.20 1.38 1.64 0.50 0.49 0.27 0.17 0.11 0.03 —
Table 9-2 Serum concentration of TIPC and CVA following D.L
administration of BRL 28500 3.2g (4th day)
No. me(he.) | 25 0.5 1 1.5 4
Drug
13 TIPC 96.10 137.91 181.69 131.56 17.77
CVA 5.05 5.79 8.65 4.48 0.60
14 TIPC 112.76 157.16 197.92 148.60 20.22
CVA 5.77 9.08 9.68 5.25 0.67
15 TIPC 88.72 130.30 197.09 140.10 23.69
CVA 4.63 5.90 8.91 4.63 0.43
16 TIPC 81.61 133.81 194.51 116.95 15.10
CVA 4.24 7.24 9.10 3.96 0.55
TIPC Mean 94.80 139.79 192.80 134.30 19.19
+S.D. 13.36 11.99 7.55 13.50 3.65
CVA Mean 4.92 7.00 9.08 4.57 0.56
+S.D. 0.65 1.53 0.44 0.53 0.10

Table 9-3 Serum concentration of TIPC and CVA following D.I. administration of BRL 28500 3.2g (6th day)

No. me(he)\ 525 | 05 | 0.7 1 125 | 1.5 2 3 4 6 8
Drug
TIPC 78.12 | 109.00 | 129.48 | 181.81 | 136.57 | 115.08 | 73.63 | 33.60 | 15.85 | 3.89 1.8
13 CVA 3.37 4.80 | 6.36 7.79 5.45 4.06 | 2.45 1.14 | 0.55 | 0.14 | <0.08
TIPC 93.98 | 123.18 | 157.23 | 202.08 | 152.09 | 135.23 | 85.51 | 39.79 | 18.65 | 3.97 1.2
4 CVA 4.57 6.28 | 8.39 | 10.98 | 6.68 533 | 3.14 1.33 | 0.57 | 0.14 | <0.08
TIPC 98.28 | 134.94 | 180.52 | 187.59 | 148.40 | 139.28 | 87.22 | 44.93 | 23.44 | 5.61 1.72
15 CVA 4.59 5.87 | 8.25 8.40 | 5.46 4.36 | 2.18 1.04 | 0.42 | 0.08 | <0.08
TIPC 80.91 | 111.91 | 142.35 | 187.96 | 116.32 | 113.08 | 72.13 | 32.69 | 14.05 | 2.85 | <0.78
16 CVA 3.64 5.67 7.20 9.22 6.22 4.14 | 2.86 1.22 0.52 | 0.10 | <0.08
Mean | 87.82 | 119.76 | 152.39 | 189.86 | 138.34 | 125.67 | 79.62 | 37.75 | 18.00 | 4.08 1.15
TieC +SD. 9.82 | 11.83 | 21.91 8.62 | 16.11 | 13.51 | 7.84 5.73 4.09 | 1.4 0.5
Mean 4.04 565 | 7.55| 9.10 5.95 4.47 | 2.66 1.18 | 0.51 | 0.1 -
CVA +S.D. 0.63 0.62 0.95 1.39 | 0.60 0.59 | 0.43 | 0.12 | 0.07 | 0.03 -
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Table 10-1 Pharmacokinetic parameters of TIPC
Kel Tuz vd Caleulated | pop AUC
No. | Days A (1/hr.) (hr.) (L) Coax (ml/min) | (hr-ag/ml)
(pg/ml)
] 1st 359.55 0.73 0.95 11.45 186.00 139.06 359.57
13 4th 376.90 0.84 0.82 9.45 214.59 132.66 376.90
6th 312.17 0.83 0.84 11.65 175.39 160.16 312.18
1st 420.52 0.87 0.80 8.23 243.77 118.89 420.55
14 4th 423.17 0.84 0.83 8.47 239.91 118.15 423.18
6th 360.40 0.82 0.84 10.09 202.39 138.73 360.42
1st 400.52 0.68 1.01 10.96 198.24 124 .83 400.54
15 4th 413.52 0.75 0.92 9.66 218.41 120.91 413.53
6 th 394.55 0.70 0.99 10.82 199.13 126.72 394.57
1st 324.92 0.75 0.93 12.36 170.97 153.88 324.94
16 4th 326.43 0.86 0.80 10.66 188.64 153.17 326.44
6th 300.41 0.89 0.78 11.21 177.18 166.44 300.41
1st day Mean 376.38 0.76 0.92 10.75 199.75 134_1.17 376.40
+S.D. 42.67 0.08 0.09 1.78 31.40 15.63 42.67
4th day Mean 385.01 0.82 0.84 9.56 215.39 131.22 385.01
+S.D. 43.84 0.05 0.05 0.90 21.03 15.93 43.84
6th day Mean 3.41'88 0.81 0.86 10.94 188.52 148.01 341.90
+S.D. 43.66 0.08 0.09 0.66 14.21 18.50 43.67
Table 10-2 Pharmacokinetic parameters of CVA
Yo | Dags R Kel Tue vd Calé‘:fmd TBCL AUC
(1/hr.) (hr.) (L) (ug/m)) (m!/min) (hr-pg/ml)
1st 11.59 1.20 0.58 14.42 8.08 287.50 11.59
13 4th 14.72 0.93 0.74 14.56 8.93 226.33 14.73
6th 11.77 1.03 0.68 16.56 7.55 283.30 11.77
1st 14.94 1.35 0.51 9.89 11.08 223.15 14.94
14 4th 17.64 0.97 0.72 11.71 10.94 189.00 17.64
6th 15.03 1.10 0.63 12.05 10.05 221.77 15.03
1st 12.91 1.10 0.63 14.04 8.62 258.28 12.91
15 4th 14.34 1.05 0.66 13.33 9.30 232.43 14.34
6 th 12.05 1.32 0.52 12.54 8.84 276.68 12.05
1st 12.06 1.08 0.64 15.39 7.95 276 .48 12.06
16 4th 14.26 0.98 0.71 14.36 8.89 233.74 14.26
6th 13.04 1.08 0.64 14.15 8.62 255.68 13.04
It day Mean 12.88 1.18 0.59 13.44 8.93 261.35 12.88
+S.D. 1.48 0.12 0.06 2.43 1.46 28.17 1.48
4th day  Mean 15.24 0.98 0.71 13.49 9.52 220.38 15.24
+S.D. 1.61 0.05 0.03 1.30 0.97 21.17 1.61
6th day Mean 12.97 1.13 0.62 13.83 8.77 259.36 12.97
+S.D. 1.48 0.13 0.07 2.03 1.03 27.69 1.48
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PHASE I STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

—Dose response following single intravenous infusion and
multiple intravenous infusion studies——

Suicexr Opaciry, HiroTapa Ikepa, Kaneo Suzuki

Kou Muronasur and Tamotsu KaNEko,

Department of Respiratory Disease, Kanagawa Prefectural Nagahama Hospital

Hisasur Nakazawa and Kazuo NakaHIRA
Laboratory, Beecham Yakuhin K. K.

As part of a Phase I programme on BRL 28500, a formulation of ticarcillin and clavulanic acid,
serum levels and urinary excretion of the components of the drug were determined following intra-

venous drip infusion in healthy volunteers.

1. BRL 28500 at doses of 1.6g, 3.2g and 6.4g was administered to 11 healthy male volunteers
by intravenous drip infusion in cross over fashion and a dose response was found for serum and

urinary concentrations.

. 2. BRL 28500 3.2g was administered to 4 healthy male volunteers by multiple intravenous drip
infusion twice a day for 6 consecutive days. No variation in the serum levels or urinary excretion
was observed during administration and there was no significant accumulative tendency.

3. One case of fever and rash following administration of 1.6 g BRL 28500 was observed but

disappeared without treatment.

From the above results, BRL 28500 was considered to be a safe drug for administration in these

doses.



