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BRL 28500 (Clavulanic acid-Ticarcillin) EgpR & —HRER
—(1) BEEBFHAR LOHRAEZEOBN—

BORKER -/l B-HERBE
RSt HE R B

R A-FFERE
¥ —F v 2 EGHRRA SRR LR

BRL 28500 |3 p-lactamase FAEH|D clavulanic acid (CVA) & ticarcillin (TIPC) ¢ 1:15
DES AR AEIFTH B, BRL 28500, potassium clavulanate (CVA-K) B 3 X0t TIPC ¥
RERABTEEECHES L, £F—HARL LTHES JUBERORLM LS UMCTRIN - B
BT 2T 2TV, RORZE B

1 ReMes33EIfEBOBKRERE LT, vV —X3D CVA-K 0.2g EEREO 1 flicisl
ZEHES AL b, £ OMCIBERERS X OBRREELS VT, BECERTSEBD
MBRERDD LRI, - T,

2. BRL28500 0.8g #Mf L& &, EEMEFEE X TIPC T 23.20 pg/ml, CVA Tik
1.12 pg/ml TH o oo ¥ 1, BEH SRR E CliiEIhic TIPC @ 69%, CVA © 41% »RH$
IR X Mt

3. BRL28500 0.8g, 1.6g L0 3.2g »#IRAHTZE L=+ %, TIPC & CVA O545#0
MmFPRE L AUC RARBCRERA L, ERMEARR» b OTREALRLTH 10

4. TIPC BJ¥h 3.0g, CVA-K Bi¥: 0.2g 3 X 0" BRL 28500 3.2 g % cross over $CTHEL
fol &, EAHLIERRRED LRI - T,

BRL 28500 i, clavulanic acid (CVA) & ticarcillin B (24~50 %), PIHLE 63.9 kg (50~80kg), FhHY
(TIPC) % 1:15 (Hffikk) PR THA LLESHBHR £I3 169.2 cm (160~178 cm) TH » foo RRIELD
EHEMFTHS (Fig 1), CVA BEEY — 5 4 24 EEEE L, r5—BREEIC BRL 28500 ok HARERR
7BA% L1 B-lactamase JAEHT, ThHFOMEN B IOKMM - RO—ERE, mEEEHRE HOE
BECHEBRTERCAT S LR TEhws, MEEO Fig.1 Chemical structures of CVA and TIPC
BEHET S P-lactamase (e R=v ) F— €/, +x v
4377 7yr ARY F—LEH) LTRAHPCHEEL,
T DOBEREE Y XARELT B, TIPC x4 Tie5<
BRIRCftEh T, 775 25  BEECY LTHW
BREH % AT % penicillin RHAEHE CRAMELRIF
THHIcdD, TELTHEENLCEEORRPERERS
h, TOFRAYE  TEUEHIFERI R TV B,

BRL 28500 o AEERAB * F M Bz L & R,
TIPC L 3ERESEO RN HEI DT, FTHER
HERERBEOWMBEN THRMRR AR FEMEE < BRL COONa
28500 & xRS TH B TIPC % X8 potassium S N

clavulanate (CVA-K) #»# 5L, B2M bR coon
FIBE, REFFHITOWTRE L, a

|
L 8% 8 % % CHCONH---

L ® % _
ﬁﬁ%ai Table 1 K_/’TTT%% 34 %"C‘, :Fiéja":%&ls Sodium ticarcillin
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Table 1 Administration and volunteers
Volunteer
Series Administration - T -
No./Name Age (year) Body weight (kg) | Height (cm)
1 T.K. 32 59 173
2 H.W. 50 63 i 174
3 MW 29 63 | 168
4 SK. 42 62 167
1. M. 5 MT. 26 71 ! 174
1 BRL28500 6 H.I 30 54 I 169
0.8g/2ml (0.5% Lidocaine) 7 KK. 40 63 ‘ 170
8 H.F. 39 64 [ 174
9 KS. 32 64 ‘ 169
10 Y.S. 28 59 I 164
Average 34.8 62.2 | 170.2
11 - HT. 28 65 | 175
12 WS 3 65 f 175
13 TK 28 75 ‘ 166
14 Y.T. 32 65 169
I.V. 15 YO 36 71 \ 169
BRL28500 16 M.M. 24 50 | 160
bi 0.8g/10ml (Sterile water) 17 K.N. 33 61 | 167
1.6g/10ml (Sterile water) 18 T.T. 50 65 | 168
3.2g/10ml (Sterile water) 19 K.T. 37 56 ! 167
20 Y.M. 42 55 165
21 M.M. 3 65 l 172
22 K.S. 41 58 167
Average 34.6 63.4 168.3
23 Y.K. 36 78 | 172
24 SK. 26 63 178
LV 25 K.H. 31 54 | 165
= | oo
3.0g/20ml (Sterile water) ;8 M..N 33 67 | 17;
I CVA-K 29 NA. 2 80 E 168
0.2g/20ml (Sterile water) - o |
BRL28500 30 S.M. 39 60 ! 163
3.2g/20ml (Sterile water) N YK. 37 64 163
(cross over method) 32 Y.T. H 64 169
33 H.L 33 64 169
34 N.H. 40 63 164
Average 35 65.9 169.3

Table 2 Laboratory findings

1. Haematology

RBC, WBC, Ht, Hb, Platelet, Segmentation, PT, APTT

2. Blood chemistry

GOT, GPT, Al-P, Total bilirubin, Creatinin, Total cholesterol

Total protein, A/G ratio, Glucose, ZTT, BUN, Na*, K*, CI~

Coombs (direct, indirect), CRP, Albumin, Globulin (c1, a2, 7), CPK*

3. Urinalysis

Spec. gravity, pH, Protein, Glucose, Blood, Sediment (WBC, RBC)

4. Clinical monitoring

Blood pressure, Pulse, Respiration rate, Body temperature, ECG,

ESR (1, 2hr)

5. Others

General symptoms

* : Only for series 1
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Table 3 Laboratory findings in Series I : BRL28500 (0.8g, IM)
1.TK. 2.HW. 3. M.W. 4.SK.
Items Normal range . L
Before Lweek Before Lweek Before Lweek Before Lweek
after after after after
o [RBC 476 +60x10'/mm?| 525 518 452 457 533 539 389 3%
[WBC 63+21x10>/mm® 51 51 60 5¢ | 98 108 % | 40
Ht 43.4+5.3% 46.0 45.5 42.5 42.5 48.0 | 48.0 39.5 | 405
Hb 15.7+2.0g/dl 16.4 16.2 14.7 14.4 17.0 | 16.9 13.7 | 138
Platelet 13~35x10%/mm? | 22.6 21.6 24.3 25.1 25.9 26.7 18.7 | 198
o Stab.  |8.3+6.9% 4 3 1 2 16 4 8 3
= Seg 45.1+15.5% 66 54 53 51 48 62 54 55
= ISegmen-|Eosino. |2.7+4.4% 2 8 4 8 0 3 2 |7
£ ltation [Baso. [0.8+1.0% 1 2 1 0 0 1 1 0
= Mono. - [4.4+2.7% 4 4 7 7 7 6 4 5
Lympho [38.7+14.6% 23 29 34 32 29 24 31 %
Bleeding time 1~3min. 100" 100 130 230 200" 230" 3060 130°
P.T. 70~130% 80 70 88 >100 100 99 8 80
TAPTT (25 ~40") 28.9° | 30.6° | 29.8° | 29.0° | 36.3 | 38.3 | 30.4° | 28.4°
"Fbg 200—400mg /dl 185 233 215 273 314 314 242 242
[Glucose 60~ 105mg/dl 64 89 66 80 71 79 63 68
I T.protein 6.6~ 8.2g/dl 7.5 7.5 6.9 7.0 7.8 8.0 7.0 7.2
A G ratio 1.4~24 2.37 2.17 2.54 2.27 2.15 2.20 2.71 | 2.46
T.cholesterol 150 ~250mg/dl 143 167 232 242 193 200 145 154
T.bilirubin 0.1~ 1.0mg/dl 0.6 0.7 0.6 0.6 0.6 0.8 0.8 0.7
D.bilirubin 0.1~ 0.5mg dl 0.2 0.3 0.2 0.2 0.1 0.3 0.3 0.3
L bilirubin 0.4 0.4 0.4 0.4 0.5 0.5 0.5 0.4
ZTT 3~11u. 5 5 6 6 5 5 5 5
GOT 5~20u/L 13 10 16 17 9 13 6 15
‘GPT 2~190/L - 7 8 17 17 7 9 5 12
.. AP 2.7~10K-A 7.4 8.8 10.1 11.8 6.3 5.9 5.0 5.0
< |BUN 7~22mg/dl 15.6 17.8 13.6 14.4 9.5 8.0 1.9 | 138
g Creatinin 0.7~1.3mg/dl 0.7 1.2 0.9 1.2 1.0 1.0 1.0 0.8
£ [Na 134~148mEq/L 141 144 142 141 143 140 141 141
g K 3.5~5.0mEq/L 4.1 4.0 4.0 4.7 4.1 4.4 4.3 4.3
2 [Cr 98~108mEq/L 104 109 106 108 105 106 104 102
. Coombs(direct) |— - - - - - = - -
CRP — — — — — — — - -
Albumin 62~72% 70.3 68.5 71.8 69.4 68.3 68.8 73.0 | 711
¢1-globulin 1.8~3.7% 1.2 2.2 1.6 2.5 1.8 2.8 1.6 2.0
(2-globulin 6.3~10.6% 6.4 6.7 7.7 8.3 9.0 9.7 6.5 6.6
>~ globulin 6.1~10.0% 6.6 6.6 7.3 7.9 6.9 6.6 6.4 6.2
+ globulin 9.8~20.5% 15.5 16.1 11.7 11.8 13.9 12.2 12.6 | 14.1
IgG 714~1322mg/dl 969.5 | 990.9 | 770.4 | 764.2 | 973.9 | 916.6 | 777.5 | 7%.2
IgA 87~343mg/dl 260.0 | 266.4 | 103.9 | 106.1 | 213.2 | 203.4 | 203.4 | 209.1
Ig)M 41~190mg/dl 119.3 | 111.6 | 86.8 81.7 | 116.3 | 102.2 | 208.2 | 218.3
CPK 5~50u/L 42 43 54 74 32 30 39 28
Spec. gravity 1.000~1.030 1.030 | 1.026 | 1.030 | 1.024 | 1.030 | 1.025 | 1.020 [ 1.017
pH 48~75 6.0 5.0 6.0 5.0 6.0 5.0 6.0 5.0
Protein -~ + + - — + + - -
% Glucose —~+ - — — — - — - | -
= [Blood — — — — - — — - -
'_?: : Bilirubin - — — — - - — - -
~ | Urobilinogen 0~2.0mg/day 0.1 0.1 0.1 0.1 1.0 0.1 1.0 1.0
(Sed. WBC |0~4 1~2 5~9 5~9 1~-2 2~3 1~2 g~1 | 0~1
= RBC |0~4 2~3 2~3 1~2 0~1 2~3 2~3 0~1 | 2~3
Blood pressure  |mmHg 74/104 | 70/104 | 80/108 | 70/98 | 76/114 | 72/120 | 76/112 | 76/118
, | Pulse /min. 88 90 68 66 72 63 60 67 .
;E | Respiration rate [/min. 14 16 18 18 18 15 18 | 18
E Body temperature|'C 36.1 35.4 35.2 35.3 36.0 36.2 36.4 |.36.6
ECG — = — — — - - — -
'ESR(1hr) 1~10/hr 2 4 11 16 10 9 0 | 9
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Table 3—2
5. M.T. 6. H.L 7.KXK. 8. H.F. 9.K.S. 10.Y.S
“— }
‘eek ¢ 1week lweek 1week
Before 1:}’:;]( Before 1;}:;} Before 1;}:::( Before after Before affer Before J after
508 473 505 487 431 132 504 495 459 419 488 | 481
54 57 58 62 70 62 72 90 19 51 | 48 | 58
75 | 435 | 47.5 | 45.0 | 45.0 5.0 | 48.5 | 47.5 1.5 | 38.0 | 46.0 | 44.5
6.6 | 15.1 16.0 15.6 15.6 15.4 171 16.9 14.8 135 | 16.3 | 15.7
207 | 21.3 | 23.1 23.9 17.1 19.2 23.9 | 24.3 204 | 244 | 24.3 | 23.2
a 3 3 6 3 9 10 3 8 3 11 0
2 39 46 46 51 61 64 45 59 63 7 5 56
K 5 4 2 3 0 0 2 0 0 1 [ 3
£ 3 2 1 0 0 0 0 1 3 0o | 0 1 o
= 4 9 7 1 5 3 7 6 5 3 '
46 36 38 42 25 23 43 26 2% 3 | 3% 37
3000 | 330" | 200° 230" 330" 100" 300° 200" 1307 330" 230" 200’
92 88 64 77 64 59 S0 7 @ >100 100 >100
33.7 | 35.7 | 39.8 | 42.3° | 341 | 36.8 | 33.3 | 34.4 | 25.4 | 30.9 | 30.8 | 32.8
1% 215 203 195 245 273 205 205 273 227 162 227
71 71 67 81 73 80 66 71 71 85 79 91
3.0 7.6 7.7 7.7 6.7 6.9 7.1 6.9 7.9 7.6 75 | 7.3
217 | 1.76 | 2.26 | 2.39 | 2.38 | 2.30 | 2.40 2.83 1.99 2.27 2.30 | 2.65
149 162 172 167 172 182 133 141 149 151 195 | 189
05 0.7 0.8 0.6 0.3 0.8 0.8 0.7 1.0 0.5 0.4 | 04
0.2 0.3 0.2 0.4 0.1 0.3 0.3 0.2 0.3 0.2 0.1 | 02
0.3 0.4 0.6 0.2 0.2 0.5 0.5 0.5 0.7 0.3 0.3 0.2
8 7 6 6 5 5 6 6 3 8 5
16 21 3 10 12 24 3 12 22 19 | 1z | 12
10 10 9 9 10 15 10 13 17 11 1 1 9
6.1 6.5 5.6 6.3 7.7 3.4 7.9 S.7 5.1 56 | 53 | 5.4
.. [ 16.0 13.9 | 12.9 11.8 18.6 14.8 13.6 11.3 16.1 135 | 13.5 | 14.6
5 0.9 0.9 1.1 1.1 1.2 1.1 0.5 1.1 1.0 1.1 1.1 | 1.2
g 143 144 141 139 143 140 140 140 141 142 142 141
£ 3.9 3.7 4.0 3.9 3.8 4.3 3.9 3.8 3.8 41 | 4.1 11
g 104 107 103 108 109 108 106 108 103 11 | 102 106
S — — — — — — — — — — I — —
o — - - - — - — — — = —
68.4 | 63.8 | 69.3 | 70.5 704 | 69.7 70.6 73.9 66.6 | 69.4 | 69.7 72.6
1.2 3.9 1.6 2.5 1.5 2.4 2.5 1.9 1.4 | 1.9 1.9 1.9
7.0 7.0 7.6 7.7 8.3 10.0 6.2 7.3 75 | 7.6 6.7 6.9
6.7 7.4 6.8 6.5 7.2 75 7.9 6.1 78 | 6.1 | 87 | 7.0
166 | 179 | 14.6 12.8 12.6 10.4 12.9 10.5 16.7 15.1 | 13.0 | 11.6
1278.0 | 1198.2 | 1003.3 | 1009.3 | 755.1 | 791.5 | 777.0 | 764.4 | 1186.5 | 646.3 | 901.3 | 876.4
33%6.9 | 310.5 | 201.6 | 196.7 | 113.8 | 121.7 | 274.4 | 281.4 | 228.7 | 230.3 | 265.4 | 287.2
74.5 | 61.2 | 227.0 | 191.2 [ 166.4 | 167.2 | 196.5 | 169.7 | 177.9 | 149.0 | 254.2 | 225.0
28 26 37 34 69 54 39 21 50 33 | 51 | 54
1.025 | 1.030 | 1.025 [ 1.010 | 1.030 | 1.007 | 1.030 | 1.018 | 1.020 | 1.019 | 1.030 | 1.027
6.0 5.0 6.0 5.0 6.0 5.5 6.0 6.5 6.0 50 . 6.0 | 50
@ - + + — + — + - - — | + -
2 - - - - - - - - - - - 1 =
:x)': - — — - - - — — - — | - | -
0.1 0.1 0.1 0.1 0.1 0.1 0.1 1.0 0.1 1.0 01 | 1.0
0~1 [ 2~3 | 2~3 1~2 1~2 | 0~1 5~9 | 2~3 2~3 1~2 [ 10~19 | 1~2
0~1 1~2 | 1~2 | 0~1 2~3 0~1 1~2 1~2 1~2 1~2 2~3 | 2~3
78/136 | 84/140 | 78/116 | 70/116 | 84/118 | 80/110 | 84/120 | 74/124 | 78/118 | 80/118 | &8/120 | 78/112
0 64 72 68 69 66 66 60 75 66 66 7 2
g 16 18 17 17 17 19 19 17 18 18 s 13
8 1360 | 36.0 [ 35.9 | 36.4 | 36.2 | 36.1 36.2 36.5 35.6 36.0 3.8 | 35.6
= — — — — — — — = B I g
8 8 6 8 10 13 3 3 14 4 | 5 6
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Table 4 Laboratory findings in SeriesIl : BRL28500 (0.8g.1.6g.3.22.V bolus)
11.H.T. 12.WS.
[
0.8g | 1.6g | 3.2g 0.8g | 1l.6g | 3.2g
Items Normal range —
Before|Before|Before lg‘flfee:( Before [Before|Before 1:;?:1!‘
[RBC 4.76 260X 10%/mm’ 516 | 530 | 517 | 488 | 555 | 567 | 551 | 5
"WBC 63+21X103/mm3 73 79 69 70 49 52 53 | 54
Ht 43.4+5.3% 47.0 | 47.5 | 47.5 | 45.0 | 49.5 | 50.0 | 49.5 | 49.0
Hb 15.7+2.0g/dl 16.2 | 16.8 | 16.3 | 15.3 | 16.7 | 17.1 | 16.6 | 16.6
Platelet 13~35%10¢/mm? 23.0 1 27.9 1 25.1 | 25.9 | 22.6 | 26.8 | 24.1 | 24.4
?; Stab. 8.3+6.9% 9 3 7 10 8 6 3 4
<1 Seg. 45.1+15.5% 46 63 48 50 42 47 54 57
‘Ei Segmen- | Eosino. 2.7+4.4% 1 2 3 2 5 3 3 4
¢ | tation Baso. 0.8+1.0% 0 0 1 1 0 1 1 0
o= Mono. 4.4+2.7% 5 6 5 9 8 2 5 6
Lympho. 38.7+14.6% 39 26 36 28 | 37.0 |41.0 | 34 29
Bleeding time 1~3min. 300" | 300" | 1'30" | 300" | 100" | 100" | 100" | 230’
P.T. 70~130% 77 99 100 100 80 77 85 85
APTT (25" ~40") 39.8" | 38.0" | 36.2" | 39.4" | 35.7" | 36.5" | 37.2° [ 35.5'
Fbg 200~400mg/dl 160 195 227 184 186 205 205 | 225
Glucose 60~105mg/dl 73 70 84 72 65 70 77 70
T.protein 6.6~8.2g/dl 7.0 | 76 | 73 16.9 | 72 [ 76 |73]71
A/G ratio 1.4~2.4 2.39 13.20 | 2.35 | 2.69 | 2.45 | 2.66 | 2.82 | 2.9
T.cholesterol 150~250mg/dl 161 162 155 136 174 175 162 | 174
T.bilirubin 0.1~1.0mg/dl 0.8 0.8 1.0 0.7 1.8 0.9 1.0 | 1.1
D.bilirubin 0.1~0.5mg/dl 0.4 0.6 0.5 0.2 0.5 0.3 0.4 |03
Lbilirubin 0.4 0.2 0.5 0.5 1.3 0.6 0.6 | 0.8
ZTT 3~11lu 5 5 5 5 4 4 4 4
GOT 5~20u/L 8 11 10 6 12 11 9 10
GPT 2~19u/L 7 8 6 4 11 8 8 6
Al-P 2.7~10K-A 6.0 | 74 | 54 | 59 | 58 | 6.8 | 6.0 |64
E‘ BUN 7~22mg/dl 12.2 1129 7.3 |12.6 | 16.4 | 11.8 | 12.9 [ 11.9
é Creatinin 0.7~1.3mg/dl 0.8 0.9 1.1 0.9 1.2 1.1 1.2 | 1.0
2| Na~ 134~148mEq/L 140 137 140 138 140 140 139 | 140
_: K+ 3.5~5.0mEq/L 4.0 | 3.6 | 45 | 4.4 | 3.7 | 3.9 | 4.2 | 38
gl Cl 98~108mEq/L 104 101 105 102 105 102 100 | 101
m | Coombs(direct) — — — — - — - - =
CRP — - = — - - - = =
Albumin 62~72% 70.5 | 76.2 | 70.2 [ 72.9 | 71.0 | 72.6 | 73.8 | 74.6
- globulin 1.8~3.7% 2.9 2.1 2.8 2.1 3.0 2.3 1.9 [ 1.9
Q- globulin 6.3~10.6% 7.2 6.1 8.5 7.6 6.9 6.6 7.3 | 76
/3- globulin 6.1~10.0% 6.9 6.3 7.2 6.9 7.9 8.0 7.2 | 6.7
v globulin 9.8~20.5% 12.4 9.3 1.4 | 10.5 | 11.1 | 10.5 | 9.8 | 9.1
[gG 714~1322mg/dl 710.7 | 715.1 [ 901.5 | 891.3 | 631.0 | 714.6 | 854.2 | 843.7
IgA 87~343mg/dl 302.0 | 305.2 [ 337.2 | 333.8 | 200.5 { 199.3 | 227.9 | 227.8
IgM 41~190mg/dl 157.6 | 164.6 | 219.7 [ 177.2| 86.1 | 93.7 |105.3 | 9.2
CPK 5~50u/L 36 589 57 81
Spec. gravity 1.000~1.030 1.021 |1.023{1.010|1.021 [1.010|1.012|1.010[1.013
pH 48~75 5.0 5.0 7.5 5.0 5.5 5.0 6.5 | 6.5
" Protein —~x — + — = — — - -
% | Glucose —~+ - — — — — — — =
Tg Blood — - - — — - - - -
& | Bilirubin - — - — — — - — -
= Urobilinogen 0~2.0mg/day 1.0 1.0 1.0 1.0 1.0 1.0 1.0 | 1.0
Sed WBC 0~4 0~1]1~2|1~2 | 1~2 | 0~1 | 0~1] 0~1]0~1
) RBC 0~4 1~2 | 1~2 | 1~2 [ 1~2 [ 0~1 | 0~1 | 0~1 | 0~1
Blood pressure /mmHg 76/120(88/138 |84/138|68/116|76/114|84/128]70/109]74/106
, | Pulse /min. 66 84 82 72 68 78 71 | 76
—u:) Respiration rate /min. 17 20 22 16 18 22 20 | 2
5 Body temperature C 36.1 [ 35.9136.4|35.7]36.4]|36.2]36.3]35.8
ECG - - - - - - - - -
ESR 1~10/hr 2 4 4 2 1 1 1 2
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Table 4-2
13. TK. 14.Y.T. 15.Y.O0. 16. M.M.
08g | 1.6g | 3.2g 0.8g | 1.6g | 3.2g 0.8g | 1.6g | 3.2g 08z | 1.6g | 3.2g
Before|Before|Before 1;}'?::( Before|Before|Before 1:;?;}( Before|Before|Before l:f’f;}( Before|Before|Before I:gf:rk
524 518 514 483 494 481 472 461 511 507 496 511 451 482 467 429
69 58 72 58 84 100 90 156 49 48 46 54 40 64 52 55
49.5 | 48.5 | 48.5 | 46.0 | 46.0 | 44.0 | 44.5 | 43.5 | 46.0 | 45.5 | 44.5 | 45.5 | 40.0 | 42.5 | 41.0 | 38.0
6.9 | 16.8 | 16.4 | 15.8 | 15.6 | 15.1 | 15.0 | 14.8 | 16.3 | 16.1 | 15.6 | 16.2 | 13.0 | 14.1 | 13.7 | 12.5
25.21255(23.9]19.3|26.3|27.6|2.8|25.9|25.5|25.3]|24.2|27.0|31.0]31.6]32.0] 33.1
B 10 7 5 9 10 6 8 9 8 10 8 6 7 5 7 9
o| 49 56 52 40 53 58 59 41 38 37 39 47 53 52 61
s[4 7] 8 | 5 2 0 2 3 1 3 3 2 2 2 3 2
El 1 1 2 0 2 0 1 1 1 1 1 0 0 1 |1 0
Sl 10 3 2 4 6 4 9 4 7 1 8 8 5 2 | 5 4
38 33 27 30 40 37 22 24 42 47 43 45 39 37 | 32 24
200" | 10" | 230" | 100" | 1'00" | 100" | 230" | 230" | 200" | 200" | 200" | 400" | 100" | 230" | 30" | 1'30°
88 |>100 | >100|>100 | 100 92 92 85 | >100 | >100| 100 100 68 85 88 | 8
31.6" | 30.4" [ 29.4" | 30.5" | 39.3' [ 39.0" | 40.6' | 40.6' | 27.0" | 26.3" [ 27.3" | 24.9" [ 38.4" [ 35.0" | 37.5" | 37.6
197 205 215 245 253 215 195 185 220 227 290 256 154 205 256 | 240
78 76 90 81 84 77 77 72 90 84 90 80 76 76 76 | 72
77 |76 |75 |70 |75 |73 |73 |71 |76 |76 |77 |77 |71 7.8 |76 |6.9
2.67 | 2.44 1275|280 | 2.58 | 2.52 | 2.46 | 2.80 | 2.54 | 2.24 | 2.31 | 2.26 | 3.04 | 2.32 | 2.30 | 2.66
259 | 253 | 254 | 254 | 199 | 182 | 188 | 181 | 212 | 215 | 212 | 230 | 158 | 167 165 133
05081311 |05 | 08]07]09]07]05]05] 10/ 05]02] 041038
0.2 0.3 0.5 0.4 0.2 0.3 0.3 0.4 0.2 0.2 0.3 0.4 0.2 0.1 | 0.2 0.2
03]05]08]07]03]05]04]06]05]03]02[06][03]01[02]06
3 3 3 3 3 3 3 3 4 4 4 5 3 3 1.3 3
15 21 14 13 7 9 7 6 14 11 8 12 11 9 | 8 6
23 29 26 17 6 7 6 4 14 12 13 11 5 51 5 2
E 9.4 110.1 | 8.2 8.1 6.7 6.4 5.7 5.8 5.2 5.0 5.1 5.9 6.6 8.6 6.9 | 8.5
g 16.2 | 13.9 { 13.4 [ 13.1 | 16.0 | 16.3 | 15.9 | 12.8 | 13.4 | 12.6 | 12.1 | 14.7 | 16.7 | 13.9 | 16.8 | 17.0
3 1.2 0.9 1.2 1.0 1.0 1.0 0.8 0.8 1.1 1.0 1.2 1.0 1.2 1.0 | 1.2 | 1.0
; 140 141 141 141 138 138 139 140 140 140 141 142 140 141 141 142
g 3.7 4.7 4.1 4.0 4.1 4.3 4.2 4.2 4.1 4.5 4.3 4.1 4.7 4.8 4.7 4.7
.= 108 106 105 104 103 102 104 101 106 103 102 101 106 102 99 102
e = = = = = =
72.7 1709 173.3 173.7 720 | 71.6 | 71.1 | 73.7 | 71.8 | 69.1 | 69.8 [ 69.3 | 75.3 | 69.9 | 69.7 | 72.7
2.6 1.7 1.8 1.9 1.8 1.7 1.8 1.8 1.8 2.4 2.0 2.0 | 1.7 2.2 2.0 2.3
7.3 8.8 8.1 8.4 9.5 8.8 8.9 8.7 9.2 7.2 9.0 9.1 7.3 7.6 8.2 8.9
7.7 7.5 7.2 7.8 7.8 8.5 7.4 6.7 7.2 8.7 7.3 7.9 6.2 7.8 7.8 6.8
9.6 | 11.1 ] 9.6 8.2 9.0 9.4 | 10.8 | 9.1 10.1 | 12.6 | 12.0 | 11.8 | 9.5 12.4 | 12.3 | 9.4
590.5 | 647.2 | 755.5 | 729.1 [ 591.3 [ 630.2 [ 793.8 | 806.0 | 680.0 | 713.0 | 691.8 [1014.4] 636.8 | 681.4 | 919.5 | 802.3
232.4225.8 | 264.4]256.0 | 208.0 [ 203.1 | 236.8 | 242.1 [ 268.7 [ 277.1 [ 317.5 1357.1 | 115.9{132.6 [ 159.2 [ 133.1
139.01149.21182.4 | 165.4 | 76.1 | 75.8 | 104.4[112.4| 85.3 | 80.0 | 91.0 | 103.8| 76.1 | 90.8 |105.5] 92.8
39 60 44 48 34 34 45 76
1.0241.018 1.025[1.0211.020[1.025[1.020 | 1.018 [1.0201.019[1.0151.021[1.027 |1.029 | 1.025 [ 1.029
5.0 5.0 5.5 5.0 5.0 5.0 5.5 6.0 5.0 4.5 5.0 4.5 5.0 5.0 5.0 5.0
) N R S = N A N T I O I I N S e
‘g -_— —_— -— — — —_ — — - - — -_— —_ —_ -_— p—
S| — - — _ — — - — — _ _ _ — — — —
o I I R I I I I A I I I I I B R
1.0 1.0 1.0 1.0 1.0 1.0 0.1 1.0 1.0 1.0 0.1 1.0 1.0 1.0 1.0 1.0
2~3 |1~2 [ 0~1 | 1~2 [1~2 | 2~3 [ 0~1 (th 0~1|2~3|0~1|1~2|0~1|3~4][1~2 | 0~1
0~1]0~1[0~1[0~1]1~2|1~2]2~3]1~2[0~1]0~1]0~1]2~3|2~3|1~2| 2~3 | 4~5
184/118194/120|84/128[72/12088/130] 78/122| 72/124|70/122] 74/108|80/118| 74/112| 74/116 | 68/116 | 74/122| 68/114| 72/104
@ 80 66 74 76 68 70 68 76 75 73 72 73 65 70 70 70
g 20 16 19 17 16 18 18 18 24 19 20 15 18 18 18 16
O[35.7 3.8 357355 36.1 | 36.0 | 36.0 | 35.9 | 36.6 | 36.0 | 36.0 | 36.3 | 36.2 | 36.2 | 36.2 | 36.2
1 2 3 2 2 8 7 4 4 6 7 11 9 7 7 12 17
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Table 5 Laboratory findings in SeriesIl : BRL 28500 (0.8g.1.6¢.3.2g,V bolus)
! 17.K.N. 18. T.T.
| 0.8g | l.6g | 3.2g 08g | 1.6g | 32g
i Items Normal range —
! Before|Before|Before 1:;?::( Before Before |Before la:\f’f:rk
RBC 476+ 60X 10" ' mm? 508 | 515 | 470 | 479 | 476 | 463 | 467 | 4
[ WBC 63+ 21X 10°/mm’ 46 | 51 | 47 [ 40 | 58 | 58 | 54 | &
| Ht 43.4+5.3% 14.0 | 44.5 | 41.0 [ 42.0 [ 43.5 | 42.0 | 43.0 | 440
Hb 15.7+2.0g/dl 15.5 | 15.4 | 14.2 | 14.5 | 15.2 | 14.6 | 14.7 | 14.9
Platelet 13~35x10% mm’ 23.0 | 25.2 | 23.3 | 22.7 | 24.2 | 21.1 | 34.2 [ %50
w . [Stab. 8.3+ 6.9% 6 7 3 4 3 4 4 [ 2
Z [Seg. 15.1+15.5% 38 | 31 | 44 | 42 | 50 | 53 | 45 | 5
< | Segmen- | Eosino 2.7+4.4% 5 3 2 4 3 2 4 1
£ | tation | Baso. 0.8+1.0% 1 0 0 0 1 0 1 | 2
= Mono. 4.4+2.7% 6 4 1 3 5 5 10 5
! Lympho. 38.7+14.6% 44 55 | 50 | 47 | 33 | 36 | 36 | %
Bleeding time 1~ 3min. 300" | 330" | 200" | 230" [ 200" | 130" [ 100" | 100
PT. 70~130% 88 | 8 | 80 77 | 74 [ 8 [ 80 | 7
APTT (25"~ 40) 36.1 [ 34.27[35.1" [ 35.9° [ 265 | 25.7 | 25.9' | 4.8
Fbg 200~ 400mg /dl 200 | 205 | 162 | 180 | 18 | 205 | 195 | 395
Glucose 60~105mg’/dl 84 76 78 79 87 83 85 81
T.protein 6.6~8.2g dl 77 | 78 | 75 | 7.4 | 7.1 | 7.2 | 7.1 | 7.0
A G ratio 1.4~24 2.22 [ 2.17 | 2.41 [ 248 | 2.43 | 1.84 | 2.21 | 2.3
T cholesterol 150~ 250mg/ dl 152 | 150 | 149 | 147 | 159 [ 166 | 168 | 181
T bilirubin 0.1~ 1.0mg/dl 06 | 06 106 09 06 1.2]04]06
D.bilirubin 0.1~0.5mg/dl 0.2 [ 020303 021 08]02][03
| Tbilirubin 04 ] 0410306 04 04]0.2]03
ZTT 3~1lu 6 6 6 7 5 1 6 5 6
GOT 5~20u/L 13 14 8 10 9 | 20 6 7
GPT 2~19u/L 14 9 8 6 6 6 5 6
> [Al-P 2.7~ 10K-A 7.2 | 65 [ 57 6068 | 132167 (69
% 'BUN 7~22mg/dl 16.5 | 19.8 | 17.4 [ 14.2 [ 20.2 | 19.9 [ 16.2 | 19.2
_§ Creatinin 0.7—1.3mg/dl 1.3 12 [13[11 1212112712
S [Na 134~148mEq/L 140 | 140 | 141 | 140 | 140 | 139 | 141 | 140
B [K 35~5.0mEq/L 3.7 | 43 [ 40 [ 39 | 36 | 53 | 3.8[39
= [ Cr 98~108mEq/L 106 | 101 | 103 | 102 | 105 | 103 | 107 | 100
Coombs(direct) — = - = — - | = - -
CRP — — — — — — | = — | -
Albumin 62~ 72% 69.0 | 68.4 [ 70.7 | 71.2 [ 70.8 | 64.8 | 68.8 | 70.9
Q- globulin 1.8~3.7% 1.8 | 21 [ 21 |17 1.8 [21]21]16
G2 globurin 6.3~10.6% 78 | 65 6.2 [ 7.0 | 69 | 63| 57]69
3- globulin 6.1~10.0% 6.7 1 6.9 | 65|63 64 11097569
+ globulin 9.8~20.5% 14.816.1 [ 14.4 [13.8 | 14.1 [ 15.9 [ 15.9 [ 13.7
IgG 714~ 1322mg/dl 877.21940.9 [1082.4] 960.0 | 762.8 | 798.3 | 922.7 [1157.6
IgA 87~ 343mg/dl 242.5[224.1[236.8 | 253.9 [ 148.0 | 156.1 | 210.5 [ 199.9
TgM 41~190mg/dl 160.2 [165.8 [190.9 | 183.0 ] 32.9 | 32.2 [ 46.5 | 46.3
CPK 5~50u/L 60 | 49 66 | 28
Spec. gravity 1.000~1.030 1.023 [1.025[1.025[1.014 [1.010 [1.013]1.010 [1.012
pH 48~75 50 | 65 | 55 | 6.5 | 5.0 | 45 | 5.0 | 45
o | Protein —~+ + + + - | - | = - -
2. | Glucose —~+ - - - - 1 - - - -
2 [Blood — — - — — | — | = - | -
5 [Bilirubin — — - — — - | - - | -
Urobilinogen 0~2.0mg/day 1.0 1.0 01 [1.0 10 10701701
Sed WBC 0~4 0~1{3~4]2~3|1~2|0~1 j1~2|0~1]0~1
: RBC 0~4 1~2 [1~2 [ 0~1 | 1~2 [ 0~1 [ 0~1 | 0~1 | 0~1
Blood pressure mmHg 82/124[90/124]78/108|72/114[86 120 36 '124|80/118|72/118
,, | Pulse /min 64 67 80 66 66 | 60 66 | 66
& [Respiration rate /min. 17 17 18 17 18 | 24 18 | 18
3 Body temperature C 36.2 | 36.2136.3]3.8135.0:356135.9]36.1
ECG - — — - — = - -1 -
ESR 1~10/hr 12 9 7 5 5 15 | 4 |1
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Table 5-2
] 19.K.T. 20.Y.M. 21 M.M. 22.K.S.
08g | 16z | 322 0.8g | 16g | 3.2g 08¢ | 16g | 3.2¢ 08¢ | 16g | 3.2
1week lweek lweek lweek
Before|Before|Before| " ¢y Before|Before|Before| " ¢ Before|Before|Before after Before|Before|Before after
191 | 503 | 471 | 464 | 460 | 459 | 458 | 452 | 499 | 525 | 515 | 478 | 401 | 406 | 402 | 398
34 | 42 | 35 | 57 | 67 | 46 56 52 69 | 69 66 67 79 99 70 74
13.0 | 44.0 | 415 | 41.0 | 44.0 | 44.0 | 44.0 [ 43.5 [ 44.5 | 46.5 [ 45.5 [ 42.5 [ 43.0 | 43.5 [ 43.0 | 43.5 _
150 15.6 | 14.7 | 14.5 | 14.9 | 14.9 | 15.0 | 14.8 | 15.4 | 16.2 | 15.9 | 15.1 [ 14.5 [ 14.7 | 14.5 | 14.5
L [28.0 261 271 [29.7 207 [22.6 | 21.1[229[25.7|24.8]252[226[235[248]25.5]2.2
8 3 4 2 9 6 6 12 6 0 8 5 7 6 6 8
S 54 | 45 | 49 | 64 51 42 47 53 24 45 38 41 56 64 63 62
El3 [ 113 | 4 3 2 0 1 3 2 6 4 0 0 0 0
s 1 1 0 6 0 2 1 1 3 0 2 1 0 1 0 2
T 5 1 | 21 | 8 3 5 3 7 3 3 5 6 1 6 5
39 | 45 | 40 29 | 45 | 41 30 57 50 | 43 4 31 25 25 23
3007 | 100° | 130° | 130° | 300" | 330" | 300" | 130" | 100" | 330" | 200" | 1'30" | 130" | 200" | 1'30° | 100"
99 | >100] >100] >100] 68 | >100] >100] >100| 68 61 74 64 80 92 8 | 74
27.2 | 251 | 26.2° | 25.6° | 37.6' | 28.4° | 26.7 [ 26.9' | 37.6' [ 37.2" | 36.7° | 36.2" [ 35.8" | 31.9" [ 32.2" [ 32.4
176 | 242 | 215 | 273 | 178 | 215 | 207 | 196 | 178 | 195 | 227 [ 195 | 160 | 242 [ 230 | 193
84 | s [ 8 | 80 83 87 90 75 76 78 | 76 76 79 79 72 73
75 ) 80 | 76 | 75 | 7.6 | 7.8 | 7.9 | 7.5 | 7.6 | 7.7 | 7.9 | 7.1 | 6.8 | 7.3 | 7.0 | 6.8
2.52 2.33 3.03 | 254 [ 2.62 | 2.64 [ 2.02]1.85 [ 1.83 [ 2.01 | 3.43 [ 3.20 | 3.06 | 3.26
183 | 199 | 183 | 174 | 135 | 157 | 168 | 147 | 154 | 153 | 153 | 141 | 125 | 154 | 141 | 141
06 10905 ] 04| 1.2]10]08[]1.2]05][05]05]05][06]05]06]0.8
0203 ]03]02]05]04] 03]05]02]03]03]03]02]031]03]04
04 106020207 ]06]05]07[03[02]02]02][04]02]03]04
6 6 7 6 4 4 5 5 8 8 9 8 4 4 4 4
21 | 2 | 16 16 13 12 13 17 11 12 9 8 15 15 12 11
24 | 27 | 2 14 13 11 16 14 8 8 9 6 6 7 6 4
451 341391 4435137139139 79[82]76174]090]87] 79] 81
121 [ 13.9 [ 12.4 [ 12.5 | 25.2 [ 17.4 | 16.9 | 16.0 | 13.5 | 13.1 | 13.9 | 13.8 | 12.1 | 13.0 | 12.3 | 12.2
1.0 0910091371313 [11]10]09]10]09/[10]09]11]11
139 [ 137 [ 138 [ 138 | 141 [ 139 | 140 | 141 | 141 | 141 | 141 [ 141 [ 140 | 140 [ 141 | 141
»[38 [ 45 [ 40 |3 3.7 | 4.0 | 4.1 | 37 | 3.8 | 3.8 | 42 | 4.0 | 3.8 | 46 | 3.9 | 4.1
% | 105 | 101 | 102 [ 103 | 105 | 103 | 102 | 102 | 107 | 105 | 102 | 103 | 107 | 103 | 105 | 103
=] — — — — — — —_ —_ _ —_ —_ _ —_ | —_ —_
N e S S S B S I B B B
9 | 71.6 [ 68.3169.9[69.9175.2]71.8|72.3|72.6|66.9]64.9]64.7|66.7]77.4 | 76.2 | 75.4 | 76.5
L9211 [23[20]15[17[24[16][20[23][21[17[18][21]27]24
78 171 16387 63|64 |58 7769163647869 61| 60] 7.0
6375746868851 79| 73]163]69]70]66]|52] 63 61| 59
125 [14.9 [ 14.0 | 126 [ 10.3 | 11.5 | 11.5 ] 10.7 [ 17.9 | 19.6 | 19.7 | 17.1 | 8.7 | 9.3 | 9.8 | 8.1
864.7 | 745.9[1035.1{1045.2] 754.0 | 737.1 | 951.1 | 900.9 [1127.0,1089.9]1398.1|1314.7| 619.5 | 558.8 | 741.7 | 612.6
152.3 1151.7 [ 173.3 | 184.1 [ 294.7 | 279.31339.6 | 341.6 | 209.4 [ 177.3]255.5 [ 212.2] 76.9 | 72.7 | 95.1 | $0.3
78.3 [ 87.8 [ 92.0 [ 97.0 | 82.0 | 93.7 1108.1[104.3|163.5|189.7 | 225.6 | 187.5| 43.2 | 45.0 | 55.4 | 55.2
63 | 67 47 | 45 | 27 | 45 73 69
1.020[1.019 [1.020 [ 1.019[1.027 | 1.019 [ 1.010 [ 1.0161.027 [1.029 [1.030 [ 1.018 ] 1.020 | 1.014 | 1.015 | 1.020
50 | 50150 ] 50|50 ! 5050150 55)]55] 50] 50] 501, 55 551 5.0
gy - -1 -1- - - 1-1-l-1-1-[-7- -1-
AT T -7 - T - T - T - - T - T - T - - - - -t
5= - - - = - - - - - - - —T— T — —
10 1001101071001 ]10[1.0]10]01[1.0]01] 101 011 1.0
0~112~3[1~2|0~1][0~1[1~2[0~1 1~2[3~4[5~9[0~1[2~3[0~1]1~2] 0~1] 0~1
—J0~1]1~2]0~1]0~1]0~110~10~1]1~2]0~1][1~2[0~1[0~1]0~1] 1~2 | 0~1] 0~1
192/108192/118|78/102186,128 188,130 86/ 124180/ 124/80/132 | 74/10874/106]70/108| 72/116|84/116|84/122. 73/116 , 80/126
o |5 | 90 [ 78 | 99 8 | & 86 82 72 70 72 66 72 72 | 713 72
g 17 | 18 [ 20 | 21 20 19 20 19 19 18 18 18 18 18 | 18 17
S | 36.0 1360361 [36.1]354]35.3]35.8136.0]36.1]36.4]35.9]35.8]3611 35.2 | 36.3 | 36.3
-— —_— — p— —_ —_ p— p— p— — - - — | - ‘ —_ —
— [ 8 6 7 12 5 6 5 9 8 6 7 6 5 1 2 7 5
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Table 6 Laboratory findings in Serieslll : BRL 28500 3.2g¢, TIPC 3.0g. CVA 0.2g (IV bolus)
23. YK. 24.SK.
TIPC | BRL | CVA TIPC | BRL | CVA
Items Normal range
Before|Before|Before la“f'te::( Before|Before|Before 1:;:::‘
RBC 476 +60% 10*/mm? 500 501 491 487 523 502 502 | 500
WBC 63+ 21x 10°/mm’ [47 | 41 [ 42 [ 49 | 39 | 37 | 3¢ | 3
Ht 43.4+5.3% | 43.5 | 44.0 | 43.0 | 42.9 | 47.5 | 45.5 | 45.5 | 445
Hb 15.7 = 2.0g/dl 1155 15.5 | 15.0 | 15.1 | 16.3 | 15.6 | 15.6 | 15.7
Platelet 13~35x10*/mm? 18.8 | 19.5 | 18.5 | 18.2 | 21.7 | 17.9 | 19.0 | 20.8
& | Stab. 8.3+6.9% B 9 0 5 3 6 4 11 7
< [ Sez. 45.1+15.5% 33 | 46 | 38 | 29 | 38 | 44 | 4 | %
< | Segmen- Eosino. 2.7+ 4.4% B 1 2 1 3 1 1 3 2
E |tation | Baso. 0.8=1.0% o 2 1 1 0 0 0 0
T _ Mono. 4.4+2.7% 3 5 3 0 3 9 4 3
i Lympho. 38.7+14.6% 54 45 52 64 52 42 38 53
Bleeding time 1~3min. 300" | 330" | 300" | 530" | 230" | 200" | 100" | 230
P.T. 70~130% | 88 80 88 80 77 66 66 70
APTT (25"~ 407 29.8" | 29.9" | 29.6" | 28.4" | 32.5" | 32.9" | 34.3 | 30.7
Fbg 200~400mg/dl 185 178 170 162 170 195 169 | 178
Glucose 60~105mg/dl 74 72 87 81 64 73 73 69
T.protein 6.6~8.2g/dl I 8.2 8.1 8.1 8.3 7.6 7.3 7.2 1 7.6
A/G ratio 14~24 | 2.26 | 2.32 |1 2.35 | 2.41 | 3.03 | 3.05 | 3.31 | 3.18
T.cholesterol 150 ~250mg/dl | 186 184 187 197 158 150 144 | 160
T.bilirubin 0.1~ 1.0mg/dl 0.7 0.8 0.5 0.9 0.5 0.8 0.6 | 1.0
D.bilirubin 0.1~0.5mg/dl | 0.2 0.3 0.1 0.3 0.1 0.2 0.2 | 0.4
Lbilirubin 0.5 0.5 0.4 0.6 0.4 0.6 0.4 | 0.6
ZTT 3~11u 10 11 10 11 5 5 5 6
GOT 5~20u/L 7 13 12 11 8 12 13 12
GPT 2~19u/L 4 13 5 8 1 7 5 2
E‘ Al-P 2.7~10K-A 3.9 4.1 4.0 3.8 4.3 3.8 3.7 | 3.7
-2 | BUN 7~22mg/dl 17.0 | 14.6 | 14.0 | 11.7 | 14.2 | 14.8 | 13.4 | 13.6
§ [Creatinin 0.7~ Lamg/dl T L1 [ 11 [ 111009 | 11 ] 121l
© | Na* 134~148mEq/L | 138 137 140 139 140 140 141 141
§ K* 3.5~5.0mEq/L | 3.9 3.9 4.0 3.8 4.0 3.5 3.6 | 4.1
= | ClI- 98~108mEq/L | 101 100 103 101 101 102 103 103
Coombs(direct) = | - — - — - - - -
CRP - [ = — - - — - - | -
Albumin 62~72% 1'69.4 169.9|70.2170.7]75.2|75.3]77.8]76.0
@1-globulin 1.8~3.7% | 2.1 1.6 2.0 1.7 2.4 1.8 1.9 | 1.8
Q2-globulin 6.3~10.6% 5.1 5.0 5.5 5.1 5.2 5.4 5.9 | 53
/- globulin 6.1~10.0% 6.0 6.1 5.9 5.8 5.8 5.9 5.4 | 6.1
y-globulin 9.8~20.5% 17.5 | 17.4 | 16.5 | 16.7 | 11.4 | 11.5 | 10.0 | 10.8
1gG 714~1322mg/dl 11479.6|1549.7{1310.2|1537.5| 640.3 | 931.6 | 902.6 | 972.1
IgA 87~343mg/dl 110.8 [ 123.0 [ 113.8 |-106.6 | 125.0 | 125.6 | 131.2 | 112.6
IgM 41~190mg/dl 59.4 | 58.0 | 63.4 | 57.4 | 70.5 | 66.7 | 77.0 | 68.8
Spec. gravity 1.000~1.030 1.019]1.010]1.020 | 1.013]1.023]1.020 | 1.027 [ 1.0%
pH 4.8~175 5.0 5.0 5.0 7.0 5.0 5.0 5.0 | 65
” Protein -~ - — — — — + - -
i Glucose —~+ — — - - - — = -
Téx Blood - - - - - = - = -
= | Bilirubin - - - — — = - — -
=~ [ Urobilir. gen 0~2.0mg/day 1.0 1.0 1.0 0.1 1.0 0.1 1.0 | 0.1
Sed. | WBC 0~4 0~1]o~1[1~2[1~2]0~1]0~1]0~1]1~2
| RBC 0~4 1~2 ] 0~1[0~1]0~1]0~1[0~1[0~1]1~2
Blood pressure mmHg 86/110[92/120[84/120(80/112]70/102]76/120[84/110|68/110
,, | Pulse /min. 64 70 | 68 68 60 | 60 | 56 | 60
& | Respiration rate /min. 17 14 14 14 18 18 16 | 18
& | Body temperature C 36.2 | 36.7 | 36.3 | 36.6 | 36.5 | 36.7 | 36.4 | 36.5
ECG — — - — = — — — -
| ESR(hn) 1~10/hr 8 5 5 5 | 16 [ 2 2 | 2
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Table 6-2
] 25. K.H. 26.K.T. 27.Y.A. 28. M.N.
TIPC | BRL | CVA TIPC | BRL | CVA CVA | TIPC| BRL CVA | TIPC | BRL
Refore|Before|Before l:f’teg{ Before|Before|Before 1::::( Before|Before|Before I::;k Before|Before|Before 1;:::(
158 | 469 | 465 | 465 | 515 | 510 | 505 | 490 | 499 | 481 | 502 | 479 | 465 | 416 | 427 | 397
50 | 56 | 48 | 46 | 57 | 52 56 | 48 46 | 40 | 47 47 160 | 45 37 37
445 | 450 | 445 | 445 | 45.0 | 44.5 | 43.5 [ 42.0 | 42.5 [ 41.5 | 42.5 | 40.5 1 45.5 | 41.5 | 42.5 | 39.0
155|159 | 15.6 | 15:5 | 15.7 | 15.7 | 16.0 | 14.8 | 15.2 [ 14.9 [ 15.2 [ 14.6 | 16.5 | 14.7 | 15.1 | 14.2
1911198 | 196 | 19.7 | 22.4 | 23.4 | 22.3 [ 23.1 [ 34.3 [34.3[32.9 [31.9[24.724.023.3][22.8
ol 5 9 3 5 1 1 3 3 13 7 5 6 5 7 7 2
@757 1 56 | 51 46 | 60 | 53 53 51 45 49 45 36 35 44 43 54
2l 5 3 4 0 0 1 1 0 1 4 4 4 2 5 3 2
g2 2 1 1 2 1 2 0 1 0 0 0 2 1 0
| 4 4 8 6 2 4 3 5 5 3 1 6 7 [ 3 1 3 6
T |26 | 34 | 42 35 39 | 39 39 36 36 45 48 51 | 39 | 43 36
100" | 2007 | 230" | 230" | 200" | 230" | 430" | 300" | 130" | 200" | 400" | 1'30° | 100" | 330" [ 200" [ 2'30°
77 | 70 | 74 [ 70 [ 80 | 8 [ 8 77 61 63 68 63 92 1>100] 100 | 92
37.1 | 29.1 | 37.1 [ 36.8" | 29.6' [ 31.5" | 28.3' [ 29.7° [ 39.1" [ 39.2" [ 37.2" | 37.9" [ 34.7 [ 38.3" | 35.3" [ 35.2
205 | 178 | 205 | 185 | 156 | 137 | 169 | 162 | 195 | 169 | 195 | 195 | 227 | 195 | 18 | 185
8 | 76 | 8 | 77 | 8 | 79 | 8 84 67 68 78 75 87 | 70 | & 79
78 | 7.4 | 78 |79 | 79|78 82|78 [82]|75][77][77 |86 71| 73]7173
269 2.95[3.12 | 3.04 | 2.61 [ 2.68 | 2.54 [2.79 | 2.95 [ 3.19 | 2.94 [ 3.05 | 2.52 [ 2.85 | 2.65 | 2.88
181 | 171 | 169 | 171 | 177 | 180 | 192 [ 173 | 144 | 143 | 146 | 144 | 189 | 143 | 163 | 156
07 105]1.0[08]08]038][05]08]09] 0508/ 10!08706] 08]0.8
02 101702[03]02]03[02]03[03]01[02]03]02]02]03]0.2
05104 1 08[05]06]05[03[]05/[06]|04[061]07106]04 05106
5 1 5 [ 5 6 8 7 6 7 6 | 5 5 s 1 8 | 6 | 6 7
5 [ 9 8 6 9 14 13 11 11 | i3 16 14 | 14 | 12 | 15 12
2 | 8 5 4 5 12 10 6 6 | 15 12 11 | 10 | 14 | 11 10
159159645788/ 12 |96 |87 68184 | 64 65| 6.7 | 67 | 6.1 | 6.3
50105 14.1 [10.1 [10.5 [ 16.6 | 15.3 [ 17.2 [ 13.0 | 13.7 | 11.6 | 13.9 | 14.6 | 12.9 [ 14.4 | 14.7 | 11.0
ElLof10 7111010 11111111 FM12 712710 1.1 711112710
21139 | 135 | 141 | 140 | 138 [ 138 | 140 | 137 | 133 | 138 | 139 | 138 | 138 | 139 | 139 | 137
g 35 139 37 138[37 45[39 1404113942 4144 42 4.7 [3.9
2| 100 | 102 [ 103 [ 103 | 102 | 102 [ 105 [ 102 [ 102 | 101 [ 103 | 102 | 101 [ 102 | 103 [ 103
- = = = — | = _ = = — — 1 = = — I = —
- - - = - = = - - - -1 = - | -1 - =
729 | 74.7 175.7 | 75.2 | 72.3 1729 [ 71.8 | 73.6 | 74.7 | 76.1 | 74.6 | 75.3 | 71.6 | 74.0 | 72.6 | 74.3
27 1.8 121 18121 1219 14221410121 172214 ] 18] 1.6
62 |62 |61 |58 [59[71]72]60]58]58] 676255158 68| 5.8
6.2 | 57 | 55 [ 57 | 6.0 57 63596316163 661 641 6.1 | 6.1 ] 6.5
12.0.1 11.7 | 10.5 [ 11.4 | 13.6 | 13.1 [ 12.9 | 13.1 | 11.0 [ 10.6 | 10.3 [ 10.2 | 14.3 | 12.6 | 12.6 | 11.8
967.6 | 764.5 | 841.3 [1059.2{1195.9/1238.4[1091.6/1156.1] 863.4 | 966.3 | 914.1 | 907.4 |1136.0!1091.3] 935.3 |1008.3
112.7 | 118.0 [ 135.0 [ 110.3 | 178.2[178.9|209.4 [ 184.8[ 52.9 [ 94.7 [ 72.9 [ 61.2 | 179.8 | 155.7 | 180.5 | 145.9
86.3 | 3.2 [100.0| 83.3 | 84.6 [ 82.0 [ 82.6 | 76.1 | 226.7[225.01225.91199.0 | 80.7 | 75.9 | 78.5 | 66.9
1.02111.025]1.025)1.020 | 1.028 |1.030 [ 1.026 [ 1.020 | 1.021 | 1.025[1.027 [ 1.027 [ 1.016 ] 1.025 | 1.017 | 1.010
| 55 55155 (555050 45 50] 45 ][50 /[500150][75/[5516.0]5.5
) i - — - - - - - -1 = - -1 -1 - —
gl = - - + - - — - — - — - - - — +
5 b — — — -— -_— - — —— — — — p— p— p— p—
10 ] 1.0 101 01 |10 [ 010101 ][10] 011001 ] 10] 01 ] 1.0] 0.1
1~2 | 0~1 ] 0~1|1~2 [ 1~2[2~3 [ 0~1 | 2~3 | 2~3 | 5~9 | 3~4 | 2~3 | 0~1 | 2~3 | 0~1 | 0~1
—10~112~370~1]0~110~1]0~1][0~1]1~2]0~1]2~3]0~1]1~2]0~112~3]0~1] 0~1
90;/110;54/110 90/10686/108/80/118182/12088/128|76/110|80/122(76/118 74/120|74/122[78/13678/114 | 78/104] 76/112
o| 68 [ % [ 80 | s4 72 80 | 80 74 60 | 60 66 64 72 70 68 72
gl 14 | 14 ] 16 16 22 18 20 22 18 16 18 15 20 18 16 12
S| 36.1 | &5 [ 35.8 | 36.4 | 36.2 | 36.3 | 36.7 | 36.7 | 35.6 | 35.7 | 35.4 | 35.8 | 36.7 | 36.3 | 35.2 | 36.2
14 1 2 2 1 5 3 3 3 8 3 3 4 4 2 2 2
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Table 7 Laboratory findings in SeriesIl : BRL 28500 3.2g, TIPC 3.0g, CVA 0.2g (IVbolus)
29. N.A. 30.S.M.
CVA | TIPC| BRL CVA |TIPC| BRL|
Items Normal range —
Before|Before|Before lzgte::( Before|Before|Before la‘ﬁ::‘
RBC 176 +60x 10 /mm? 496 481 470 468 488 481 479 W
WBC 63+21x103/mm? 64 60 63 64 66 78 69 | 7
Ht 43.4£5.3% 44.5 |1 44.0 | 42.5 | 42.0 | 46.5 | 46.5 | 45.0 | 435
Hb 15.7+2.0g/dl 15.7 | 15.4 [ 15.1 | 15.1 | 16.1 | 15.9 | 16,5 [ 15.2
Platelet 13~35%x10*/mm3 28.7 | 26.4 269 | 27.9]26.9]28.9]2.8]26
& Stab. 8.3+6.9% 3 9 1 2 6 8 11 6
<5 Seg. 45.1+15.5% 67 | 52 | 62 | 43 | 48 | 51 | B | &
S | Segmen- | Eosino. 2.7+4.4% 1 1 1 3 1 |1 3 2
S |tation | Baso. 08=10% 0 [ 2 [ 3 [ 1 [ 07 0701
s Mono. 4.4=2.7% 3 3 3 4 9 ' 9 7 3
Lympho. 38.7+14.6% 26 33 30 47 36 31 41 31
Bleeding time 1~3min 230" | 300" | 400" | 330" | 1'30" | 330" | 200" | 230
P.T. 70~130% 88 >100 92 80 >100 | >100 | >100 | >100
APTT (25"~ 407) 34.3°137.9" | 36.9" | 36.9" | 30.7" | 32.0" | 30.6" | 29.8'
Fbg 200~400mg/dl 290 | 256 | 242 | 256 | 227 | 227 | 215 | 2%
Glucose 60~105mg/dl 88 80 94 87 79 77 83 76
T.protein 6.6~ 38.2g/dl 8.3 7.7 8.0 7.9 7.8 7.6 7.6 | 7.6
A/G ratio 1.4~24 2.18 | 2.57 | 2.56 | 2.52 | 2.11 | 2.31 | 2.47 | 2.8
T.cholesterol 150~250mg/dl 256 238 257 259 224 216 234 | 228
T.bilirubin 0.1~1.0mg/dl 1.0 0.6 0.7 1.0 0.8 0.4 0.7 1 05
D.bilirubin 0.1~ 0.5mg/dl 0.3 0.2 0.2 0.4 0.2 0.2 0.1 10.2
I.bilirubin 0.7 0.4 0.5 0.6 0.6 0.2 0.6 | 0.3
ZTT 3~11u 4 6 6 6 4 4 3 4
GOT 5~20u/L 12 17 20 14 10 12 12 13
> GPT 2~19u/L 13 24 23 20 10 16 13 12
3 | Al-P 2.7~10K-A 5.9 5.9 5.8 5.7 7.5 8.6 7.7 | 1.8
E BUN 7~22mg/dl 19.6 | 16.6 | 19.1 | 19.3 | 14.7 | 14.9 | 17.4 | 14.9
-5 | Creatinin 0.7~1.3mg/dl 1.0 1.1 1.0 1.2 1.1 1.3 1.1 1.2
B | Na* 134~148mEq/L 140 140 141 141 138 135 140 | 138
}% I K+ 3.5~5.0mEq/L 3.8 4.1 4.1 3.9 4.4 4.2 4.2 | 4.2
| CI- 98~108mEq/L 103 103 105 102 101 102 103 | 102
| Coombs(direct) - - - - - — - — -
| CRP — + — — — — — — -
Albumin 62~72% 68.6 | 72.0 | 71.9 | 71.6 | 67.8 | 69.7 | 71.1 | 69.5
@1- globulin 1.8~3.7% 2.4 1.7 1.9 1.8 2.6 1.8 2.1 ] 2.0
(2~ globulin 6.3~10.6% 6.9 7.1 7.8 7.4 9.5 10.2 | 9.1 | 9.8
/3- globulin 6.1~10.0% 7.9 7.4 6.9 8.0 7.1 7.0 7.4 | 75
¥ globulin 9.8~20.5% 14.2 | 11.9 | 11.5 | 11.2 | 13.0 | 11.3 | 10.3 | 11.2
1gG 714~1,322mg/dl 1.094.6] 975.9 |1,058.4[1,028.5] 684.8 [ 868.3 | 922.7 | 921.9
IgA 87~343mg/dl 307.3246.0 | 306.8 | 258.8 | 351.2 | 320.3 | 350.3 | 308.9
IgM 41~190mg/dl 114.7 | 103.1{123.6100.1 | 76.4 | 74.4 | 77.6 | 65.1
Spec. gravity 1.000~ 1.030 1.027 {1.030[1.027 | 1.025[1.008 [ 1.010 | 1.015 | 1.005
pH 4.8~75 4.5 5.0 5.0 5.0 6.0 6.0 6.0 | 6.0
" Protein —~x + + + + = - + -
'z | Glucose —~+ — - - — - - - -
s | Blood — - - - - - - - +
‘£ | Bilirubin — — - — — - — - -
= Urobilinogen 0~2.0mg/day 1.0 1.0 1.0 0.1 0.1 0.1 0.1 |01
Sed. WBC 0~4 5~9 [1~2 | 0~1[1~2]2~3]0~1] 0~1]1~2
RBC 0~4 1~2 [ 0~1 ] 0~1]1~2]0~1]0~1]0~1]0~1
Blood pressure mmHg 88/126]94/12894/122[78/115|78/116]80/114|78/110{72/108
Pulse /min. 72 57 62 62 72 71 [ 68 | 10
% [Respiration rate /min 16 | 17 | 20 | 18 | 16 | 16 | 17 | 16
= [ Body temperature C 36.4 | 36.1 | 36.2 |36.2 3.2 |35.8]35.7 3.5
o
ECG — - — - - — - - -
ESR(1hr) 1~10/hr. 15 9 7 10 | 14 i 13 11 | 16
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Bt
Table7-2
] 3L YK 32.Y.T. 33 HL 34.N.H.
BRL | CVA | TIPC BRL | CVA | TIPC BRL | CVA | TIPC BRL | CVA | TIPC
Before| Before| Before l:;f::( Before|Before|Before lzgte:rk Before|Before|Before lg\f'teeerk Before|Before|Before I:f'f:rk
527 | 517 | 521 | 501 | 512 | 485 | 504 | 485 | 483 | 487 | 400 | 472 | 505 | 476 | 485 | 489
B | 36 | 32 31 51 48 55 45 54 54 63 56 | 60 60 66 | 53
28.0 | 47.0 | 47.0 | 45.5 | 49.5 | 46.5 | 48.5 | 46.0 | 45.5 | 46.5 | 46.0 | 44.5 | 47.5 [ 44.5 | 45.0 | 45.0
1641160 16.1 | 156 | 17.3 | 16.4 | 16.8 | 16.1 | 15.4 [ 15.6 [ 15.7 [ 15.3 [ 16.7 | 15.7 | 16.3 | 16.3
254 236 | 23.0 | 26.8 | 13.5 | 12.7 | 15.1 | 14.5 [ 23.5 [ 23.5 [ 249 [ 23.7 [ 18.1 | 1.8 [ 19.5 | 21.7
gl s 6 | 14 3 6 8 12 4 5 9 2 4 | 9 | 15 | 19 4
<[ 50 | 53 51 54 56 51 47 56 52 43 | 53 58 55 | 52 | 50 40
sl 2 2 1 1 0 2 0 1 1 0 | 2 3 [ 2 2 2 7
5 1 0 0 3 1 2 3 3 1 0 2 2 1 0 o [ n | 2
| 6 4 9 6 1 9 7 4 3 7 3 5 | 6 4 7 | 4
36 | 3% | 25 33 36 28 31 32 [38.0]36.0 33020/ 28 27 31 | 43
130" | 230" | 130" | 330" [ 300" | 100" | 130" | 230" | 130" [ 530" | 200 [ 400" [ 130" | 100" [ 160" | 200
>100 | >100] 99 85 | 100 [ 99 | 100 | 92 74 74 64 66 99 | 8 | 8 | 64
24.8 | 25.9° | 25.8" | 24.5" [ 31.8" [ 33.5" [ 32.2" [ 31.8" [ 30.8" [ 32.4° [ 30.6 [32.4°[30.2° [31.7 [ 29.9 | 29.4"
178 | 195 | 150 | 156 | 215 | 205 | 185 | 242 | 195 | 242 | 178 | 150 | 169 | 150 | 145 | 162
82 [ 77 | 8 81 87 79 93 83 70 60 75 61 | 87 | 79 | 3 | 88
8278 797980747575 79][76|76]|76]76 6871|177
250|285 | 2.91 | 2.71 | 2.39 | 2.52 [ 2.42 [ 2.46 | 2.18 [ 2.17 | 2.28 | 2.28 | 2.95 | 3.15 | 3.44 | 2.76
258 | 263 | 240 | 258 | 265 | 236 | 267 | 271 | 157 | 157 | 169 | 169 [ 193 | 183 | 185 | 219
0.8 080908 o08]06]07]07]09]o. 0.9 ] 06 | 05| 04 | 0.9
02 02]02]02]03]01]02]03]o02 0.4 1021021001704
06 | 0607 ]06]o05]05]05]04]0.7 05 1 04 ] 03] 031 0.5
7 4 4 4 2 4 4 5 7 s | 2 3 3 | 3
17 [ 29 | 21 18 4 14 12 12 8 11 14 14 22 | 18
12 | 31 20 | 20 8 15 11 9 2 3 10 18 25 | 20
£l 7268 [64]66]|88][941]90]907]10.0 10316461169 | 7.3
U{;’ 18.4 [ 14.8 [ 12.8 [ 16.0 [ 17.9 [ 13.7 | 13.9 [ 15.6 | 13.7 15.3 [ 12.3 [ 11.7 [ 12.0 ] 12.5
gl 10,12 [13]12[10[12]11]127]09 1.1 1 0909107 1.0
Ol 140 | 139 | 141 | 140 | 139 [ 139 [ 141 | 140 | 137 138 | 138 | 138 | 140 [ 141
(42 | 41|44 ]42 (41 [39][52]4.1 44 42 13838 ! 411 3.8
m| 101 | 101 | 104 [ 101 | 100 | 99 102 7 99 99 | 102 | 102 | 101
- - - — - - - - + — — -1 - -
71.4 1 74.0 | 74.4 | 73.0 | 70.5 [ 71.6 | 70.7 [ 71.1 | 68.6 69.5 | 74.7 | 75.9 | 77.5 | 73.4
27 |15 [ 24 |18 [ 13 ] 16 [ 1.4 1.2 ] 27 1.7 1241411218
77 179 [ 81 [80[82]751(80]78]6.8 6.8 | 7.2 1 7.3 ] 7.2 | 8.1
78 | 76 | 76 | 74 [ 79 [ 78 [ 7.7 [ 81 ] 7.9 86 | 7.3 | 7.1 | 63 7.5
104 89 | 75 [ 9.8 [12.2]11.5]12.1]11.8] 13. 1341 8.4 | 83 | 7.8 | 9.1
863.1 | 834.0 | 850.8 | 824.2 | 627.6 | 800.0 | 489.8 | 912.5 [1.192. .31 987.5 [ 816.5 | 668.3 | 733.4 | 753.1
230.1179.5[194.7 | 174.6 | 359.4 | 287.8 | 339.5 | 272.2 | 361. 71302.4130.9]122.0 1 144.6 [ 127.0
70.3 | 52.2 | 67.2 | 57.8 [117.1]103.0]116.5 | 103.8 | 89. [ 81.9 ] 41.1[35.8 1 41.6 | 40.7
1.026 11.020 | 1.018 [ 1.010 [ 1.020 | 1.010 [ 1.018 [ 1.010 | 1.01¢ 1.0i0 1 1.011 [ 1.015[1.0i4 | 1.005
45 |55 |50 |55 ] 45[70]50]6.0] 6.5 55 1 50|55 ] 50155
Py - - - + - - - - - - - - - -1 =
[ - - - - - - - St e - - - - | =
] O I I I I A I I S N N = = S
5= - - - - - - - - - il et M - | - -
| 10 /01]10]01]1.0{01][10] 010101 1.0 |10 1.0]01]0.1]0.1
0~110~1[0~1]2~3[1~2]0~1[0~1[0~1[0~1 0~1 6~1!2~3]0~1]0~1]|0~1] 2~3
—10~1 0~1]0~1[0~1]2~3]0~1[0~1[0~1[0~1 o0~1 O0~1]1~2]0~1]0~110~1]1~2
96/136194/138102/140/92/148180/122[108/142[82/116[82/120]88 '122 56 124 <% {08 74/114[92/134/106/138/28 /136 80/128
0 72 75 78 72 64 64 68 64 60 | 60 ' 60 | 60 | 72 72 1 60 | 66
gl 18 [ 18 18 18 20 20 16 18 12 112 12 12 1 18 15 [ 11 15
51362 | 36.2 | 36.3 | 36.5 | 36.4 | 36.2 | 36.2 [ 36.6 | 36.2 | 35.2 : 35.3 | 26.2 | 35.6 | 36.1 | 35.2 | 36.3
- - - - - - - - -1 -1 - - - i e
17 2 3 2 5 | 5 2 5 11 | a9 | 8 5 2 2 2 |5




222 CHEMOTHERAPY OCT. 1985

HicBT 5ihE, CEMBRELEXER L EARGE
HRIOBEATH D L xR L,
BB S8 F4 ALV 7TAD4 » AR TH»
oo

2. ABiEE

RERDOMFE L Table 1 127 T > ) —X1, 2% XT3
D3 YY) — AT, b MTRTAERLEXR L
AR, v ) - X1 TREAARSER ORI - ghty, ~
) =X 2 TREERIZRT S BEEO BRI L 5 dose
response, + LT~ ) — X3 Ti% TIPC & CVA DEH|
HEERIC W THRE L1

3. BEEHR IVHEFE

BRL 28500 0.8g [CVA-K 0.05g (Jffi)+TIPC
0.75g (A{ii)], 1.6g [CVA-K 0.1g (Hff)+TIPC
1.5g (H{E)]. 3.2g [CVA-K 0.2 g (J3{fi) + TIPC 3.0
g (Ffi)], TIPC 3.0 (Jiffi)) + X0 CVA-K0.2g ()7

fii) 2R Lo

2y — % 1Tz BRL 28500 0.8g % 2ml 0 .59
D EA A VICERL, BARRE LI, YY) -x20y
1B oRFR%E\ T, BRL 285000.8¢, 1.6g %1y
3.2g % 10ml OESRARE I ER LT3 HMCEy
HIRAES Lico v ) — X 3 TIXB5S IR 1 880 cross
over # T BRL 28500 3.2 g, TIPC 3.0 g 3 X 0 CVAK
0.2g % 20ml OEHAERGAERL, 34HEE
AEE L7

4. BE - EREH

#5012 BRI AL L 5 2EMKkey
250 ml DKY (2 a—RA) AL, BEOHB 4B
B O - FRREICHE T,

5. ERBAEEREE

RErICE R LERIRREEE % Table 2 2R Lt

HREZ R LCRA & LT, BE 1:BEH, Bk

Table 8 Serum concentration in Series I : BRL28500 (0.8g, IM)

No. Dr:;’“e(hr') 1/6 1/3 1/2 3/4 1 5/4 | 32 2 4 6
TIPC 11.36 | 17.98 | 21.61 | 23.76 | 27.53 | 23.90 | 21.22 | 19.73 7.71 2.42
! CVA 0.77 1.23 1.23 1.21 1.21 0.99 0.92 0.90 0.28 | <0.08
TIPC 26.63 | 32.27 | 31.88 | 30.18 | 28.23 | 28.04 | 22.03 | 16.64 | 3.99 | <0.B
z CVA 1.87 1.9 1.76 1.57 1.38 1.15 1.04 0.80 | 0.20 | <0.8
. TIPC 3.16 6.63 8.96 | 11.31 | 16.35 | 17.07 | 14.41 | 14.88 746 | 23
CVA 0.24 0.36 0.44 0.55 0.71 0.75 0.72 0.66 0.24 | <0.08
TIPC 16.96 | 22.83 | 26.53 | 26.60 | 30.20 | 27.00 | 22.30 | 17.87 | 5.77 1.65
¢ CVA 1.17 1.50 1.50 1.44 1.33 1.07 0.98 0.76 0.20 | <0.08
TIPC 1.87 4.35 6.90 | 10.37 | 15.33 | 17.21 | 16.24 | 14.70 8.87 | 3.3
> CVA 0.11 0.26 0.43 0.62 0.82 0.86 0.90 0.76 0.3 | 0.09
TIPC 25.01 | 30.41 | 33.85 | 33.08 | 30.74 | 25.89 | 20.06 | 14.64 3.17 | <0.78
6 CVA 1.70 1.89 1.95 1.76 1.45 1.10 1.00 0.79 0.18 | <0.08
TIPC 12.85 | 16.47 | 21.00 | 22.83 | 24.02 | 22.91 | 20.32 | 17.94 7.04 2.12
7 CVA 0.84 1.16 1.26 1.27 1.22 1.13 0.99 0.90 0.35 | <0.08
TIPC 14.19 | 19.53 | 22.05 | 19.95 | 23.42 | 19.96 | 17.69 | 14.16 5.40 1.61
8 CVA 1.08 1.45 1.40 1.40 1.20 1.01 0.91 0.80 0.24 | <0.08
TIPC 3.30 6.42 9.40 | 12.84 | 15.16 | 15.17 | 16.10 | 16.24 9.30 415
’ CVA 0.24 0.41 0.58 0.66 0.72 0.76 0.88 0.78 0.38 0.09
TIPC 3.44 6.78 9.53 | 16.43 | 21.02 | 22.25 | 21.93 | 20.66 | 10.91 3.66
10 CVA 0.23 0.38 0.52 0.75 0.85 0.99 1.06 0.99 0.38 0.09
S Mean | 11.88 | 16.37 | 19.17 | 20.73 | 23.20 | 21.94 | 19.23 | 16.75 6.9 2.20
+SD. 9.09 | 10.19 9.96 7.94 6.04 4.46 2.88 2.26 2.42 -
A Mean 0.82 1.06 1.11 1.12 1.09 0.98 0.94 0.81 0.28 | <0.08
+SD. 0.63 0.66 0.57 0.44 0.28 0.15 0.10 0.09 0.08 -
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U1 BRI O 3E, YU —-X 23 XVU3ITDLTIES
EEERBE X FER Lo

6. MiFhs ICREFEEORHE

migshx LU RF TIPC ORERER P. aeruginosa
NCTC 10701 %, ¥ 7: CVA BERIE L K. pneumoniae
ATCC 29665 # I EH & T » MAEDFMERE T -
7\:2)0

7. FEETHRE DR

%@lic> % BRL 28500 Dp4TH % TIPC & CVA
DIEFRECD T,
ment open model,

v Y — X 1 T one-compart-
(Fig.2) vy =X 2 £ 3 Tix two-

compartment open model (Fig.3) 123 & 3% gy
FERRT 21T - 1237
II. &

1. &4tk

(1) vv—-Xx1 (FHAREE)

BRL 28500 % 1[d@ 0.8 g BAMAHRY LicL ¥ogs
ER &5 1 BREOEERBRZEESY Table 3 TR,
BERIEER S L OBRREECKS T, FHcERT 5,
Bbh2RFIRDLhIeh -1,

(2) ¥y —X2 (BERICKT S dose response)

BRL 28500 0.8g, 1.6g X 0* 3.2¢ % 1 E#RK

Fig.2 One-compartment open model for intramuscular injection
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: Distribution volume (L)
: Absorptional rate constant (hr~!)
: Excretional rate constant (hr)

t - Time after administration (hr)
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: Lag time after administration (hr)

Fig.3 Two compartment open model for intravenous injection
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T1/2¢ay - Biological half-life of a-phase (hr)
T2 : Biological half-life of B-phase (hr)
C1(2) : Concentration of compartment (ug/ml)



CHEMOTHERAPY

VOL. 34 S—4 225
Table 10 Pharmacokinetics parameter of TIPC in Series I

Ka Kel T AUC T max C max Lag time
No. A (1/hr) (1/hr) thr) | (reg/md | () (hr) (hr)
1 57.15 1.91 0.52 1.33 79.81 0.94 25.53 0.00
2 . 56.67 4.49 0.65 1.06 74.22 0.50 34.90 0.00
3 134.69 0.85 0.61 1.13 60.13 1.46 15.78 0.08
4 58.53 2.61 0.59 1.17 76.72 0.74 29.35 0.00
5 131.11 0.78 0.55 1.24 65.08 1.65 15.59 0.14
6 65.48 3.80 0.76 0.92 69.43 0.53 35.13 0.00
7 50.99 2.11 0.52 1.33 73.59 0.88 24.28 0.00
8 39.41 3.21 0.52 1.32 63.01 0.67 23.18 0.00
9 129.45 0.74 0.52 1.33 71.98 1.65 16.24 0.04
10 154.63 0.84 0.57 1.21 85.10 1.56 21.34 0.12
Mean 87.81 2.13 0.58 1.20 71.91 1.06 24.13 0.04
+SD. 43.76 1.37 0.08 0.14 7.74 0.47 7.30 0.06

Table 11 Pharmacokinetics parameter of CVA in Series I

No. A Ka Kel Tir AUC T max C max Lag Time
(1/hr.) (1/hr.) (hr.) (hr-zg/ml) (hr.) (ug/ml) (hr.)
1 1.90 4.33 0.47 1.47 3.59 0.59 1.30 0.02
2 2.56 10.32 0.63 1.10 3.83 0.29 2.00 0.00
3 5.03 0.95 0.67 1.03 2.23 1.24 0.65 0.00
4 2.24 5.46 0.56 1.24 3.60 0.46 1.55 0.00
5 6.86 0.87 0.63 1.10 3.02 1.48 0.81 0.13
6 2.82 7.07 0.68 1.01 3.73 0.37 1.99 0.00
7 1.91 4.06 0.42 1.66 4.09 0.62 1.32 0.00
8 1.94 6.82 0.49 1.40 3.64 0.44 1.46 0.02
9 7.79 0.80 0.61 1.13 3.14 1.42 0.81 0.00
10 17.85 0.78 0.67 1.03 3.66 1.46 0.98 0.09
Mean 5.11 4.15 0.58 1.22 3.45 0.84 1.29 0.03
+SD. 4.99 3.32 0.09 0.22 0.53 0.50 0.48 0.05
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Fig. 4 Mean serum concentration of TIPC and Fig.5 Mean urinary excretion of TIPC and
CVA following IM administration of CVA following IM administration
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Table 12 Serum concentration in SeriesII : BRL28500 (0.8g, NV bolus)
No. | Limethr) 1/4 1/2 1 3/2 2 4 6
Drug
TIPC 92.13 61.64 48.75 26.79 17.38 9.21 1.66 0.79
1 CVA 4.87 3.38 2.42 1.34 0.88 0.52 0.11 <0.08
TIPC 133.85 77.50 52.77 34.94 23.99 14.28 3.67 1.09
12 CVA 5.43 3.21 2.01 1.05 0.62 0.40 0.09 <0.08
TIPC 111.05 78.25 45.93 33.01 22.24 13.99 4.33 1.14
18 CVA 4.95 3.27 1.96 1.09 0.62 0.41 0.08 <0.08
TIPC 95.82 69.78 51.74 26.54 18.40 9.82 2.33 0.80
1 CVA 5.76 3.59 2.23 1.15 0.78 0.45 0.09 <0.08
TIPC 123.73 62.23 46.85 31.18 18.58 11.90 2.52 0.80
= CVA 5.39 3.16 1.96 1.10 0.67 0.43 0.10 <0.08
TIPC 129.96 92.87 61.24 35.61 22.24 15.96 3.78 0.94
16 CVA 5.86 3.91 2.68 1.45 0.98 0.60 0.14 <0.08
TIPC 137.85 100.62 70.36 43.05 27.39 21.62 5.57 2.13
o CVA 5.96 4.34 3.19 1.89 1.23 0.81 0.19 <0.08
TIPC 126.18 82.07 61.24 37.70 27.91 18.96 5.06 2.11
18 CVA 7.93 4.11 3.06 1.75 1.27 0.79 0.22 <0.08
" TIPC 120.10 65.90 51.74 28.36 17.06 10.02 1.81 0.80
CVA 6.01 3.65 2.55 1.31 0.84 0.58 0.12 <0.08
0 TIPC 144.80 105.14 71.06 48.24 30.98 24.66 6.02 1.95
CVA 7.42 4.47 3.19 1.8 1.22 0.73 0.19 <0.08
” TIPC 95.84 63.92 41.88 23.78 17.42 11.54 2.33 0.92
CVA 5.60 3.59 1.46 1.21 0.77 0.53 0.10 <0.08
2 TIPC 114.75 66.66 48.74 33.74 21.61 14.26 3.05 0.90
CVA 5.18 3.65 2.59 1.44 0.89 0.63 0.13 <0.08
TIPC Mean 118.84 77.21 54.36 33.58 22.10 14.68 3.51 1.20
+S.D. 17.36 15.18 9.50 7.09 4.67 4.87 1.48 0.54
CVA Mean 5.86 3.69 2.44 1.39 0.90 0.57 0.13 <0.08
+S.D. 0.93 0.43 0.54 0.30 0.23 0.14 0.05 —

BE LI LEOREER L B/E 1 BRIG OBEREEEY
Table 4,5 & Lo

BRKIERS X CBRBEBEC S TR REET 3 &
BbhaREREDShith - 1o

(3) vy —X3 (EAMEEMER)

RAREMCS Tt EFCERT S LEPbh 52
HIXRD It o te (Table 6,7), 7o¥s, FEIRERT
1216l (No.25 K. H.) t#iIoORE LD, HRHE
50 CVA 5B 3641 & OBIE LI 55 T\ 53,
ULEEES B2 R b h, AR TH 1R 40 %
WIRTEL T4 L,

Z DB DEERIER DB E1XFED b ish - 720

2. {fRABHRE

(1) ¥y —-Xx1 (FHHREE)

BRL 28500 0.8 ¢ % 1 BfHEHE LcBE& omE+HE
B, JRepBifits Table 8,9, Fig. 4,5 ik Lico XH 7
FHRTF A — X =W Tk Table 10, 11 1Z5R L7,
TIPC oM EEIHES IBRTE—271tEL, 0k
& DPREEIL 23.20 pg/ml TH > F2o —F, CVA 12 454>
TE—Z7IEL, 1L.12pg/ml 55 Uiz, 70, RbBE
1% TIPC, CVA &3z 0~2 BefiifAsikim <, Fh¥Eh
2, 601. 00 pg/ml, 123.94 pg/ml TH b, 0~8 KD Feh
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Table 13 Serum concentration in SeriesII : BRL28500 (1.6g, IV bolus)
No. | “Umebo) 1/4 1/2 1 3/2 2 4 6
Drug

TIPC 214.99 142.34 98.04 58.33 39.82 28.42 5.99 1.16
1 CVA 8.91 6.27 4.54 2.40 1.54 0.92 0.33 <0.08
TIPC 246.92 170.60 122 .41 73.14 48.03 36.60 10.03 2.49
1 CVA 12.03 8.02 4.69 2.24 1.29 0.84 0.22 <0.08
TIPC 196.43 137.07 93.65 58.30 40.28 29.80 7.88 1.89
1 CVA 9.88 6.17 3.9 1.93 1.02 0.74 0.16 <0.08
TIPC 197.07 127.66 101.42 59.78 37.61 30.26 6.99 1.91
1 CVA 11.33 6.95 4.11 2.50 1.53 0.99 0.27 <0.08
TIPC 214.95 118.62 94.88 59.61 40.84 24.69 7.53 1.78
15 CVA 10.31 6.42 3.73 2.19 1.37 0.80 0.26 <0.08
TIPC 248.10 147.22 121.17 68.13 40.18 32.11 8.% 1.8
16 CVA 13.00 7.59 5.04 2.54 1.42 0.98 0.31 <0.08
TIPC 201.60 154.70 122.22 77.79 52.85 38.45 13.01 3.
1 CVA 11.53 7.23 5.21 3.03 1.96 1.15 0.41 0.10
TIPC 236.52 157.07 119.00 76.41 - 53.46 40.24 12.29 3.87
18 CVA 12.88 8.90 6.04 3.70 2.26 1.39 0.4 0.15
TIPC 214.00 144.50 96.55 59.87 38.31 27.07 5.99 1.07
1 CVA 10.85 7.41 4.69 2.59 1.51 0.91 0.26 <0.08
TIPC 243.73 198.65 149.80 92.09 60.04 47.31 13.55 3.4
2 CVA 12.88 8.69 5.43 2.95 1.76 1.01 0.29 <0.08
TIPC 193.06 137.35 91.51 52.95 32.35 22.87 5.57 1.3
a CVA 9.63 7.25 3.91 1.95 1.25 0.81 0.21 <0.08
TIPC 205.57 133.05 111.35 61.24 48.70 32.37 7.9 1.89
2 CVA 10.15 6.71 4.94 2.97 1.85 1.12 0.32 <0.08
Mean 217.74 174.40 110.17 66.47 44.37 32.52 8.81 2.15
TIre +S.D. 20.74 21.27 17.40 11.32 8.13 7.03 2.81 0.89
Mean 11.11 7.30 4.69 2.58 1.56 0.97 0.29 <0.08

CVA +SD. 1.38 0.89 0.69 0.51 0.34 0.18 0.08 -

HEfbsRix TIPC, CVA TEZh Fh 69.48%, 41.11% &
WOERME LRI

(2) Y —X2 (HEHIZRF 5 dose response)

BRL 28500 0.8g, 1.6g X0 3.2g »&IRAEE
Lich& O MEFRE, Rebdiits X OKB %<5
A — 2z —% Table 12, 13, 14, 15, 16, 17, 18, 19, Fig.
6, Fig.7 iz/R L#-, BRL 285000.8¢, 1.6g, 3.2g %
BMIRAC 1B S L 72384 0 5 0% 0 TIPC MmiEHiE
EEi3Fh £ h 118.84, 217.74 5 X UF 404. 34 pg/ml,
CVA [Mi5shiBEsi 5.86, 11.11 35 3 0¥ 20. 89 pg/ml T
Hotoe %7, AUC i TIPC T (% 108.01, 217.67 35

X0 469.05 hr-pg/ml, CVA —T 3 4.60, 8.62% LU
18.52 hr-pg/ml TH - 2, TIPC, CVA 3tz 5 4%0M
HHIRE L AUC (1B Bl L, dose responst
A& BT, MEHREERI (Tioa, T 12 TIPC
Tz (0.16, 0.97), (0.16, 1.02) 35k 7¥ (0.10,1.06)
BrfE, CVA iz (0.14, 0.83), (0.18, 0.93) % ¥
(0.18, 0.97) B¥ [ CTHEFEIHHb bTIRE-ET
5o ¥7. FRPRIBERIT TIPC, CVA iz 0~2KF
PMIEET, 0.8g HETIIER F h 2,480.09 pgll,
121.44 pg/ml, 1.6 g #5 T3 4, 937. 98 pg/ml, 228.13
rg/ml, 3.2g 5 T3 9, 665. 49 ug/ml, 481124/ Th
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Table 14 Serum concentration in SeriesII : BRL28500 (3.2g, IV bolus)
mm;’"eﬂ“‘) 1/12 1/4 1/2 1 3/2 2 4 6

TIPC 317.34 263.08 157.63 118.94 73.32 45.31 9.39 1.65

1 CVA 15.71 13.22 8.32 5.25 3.34 2.16 0.45 0.11
TIPC 405.66 314.49 200.46 144.26 107.31 82.20 19.95 4.44

12 CVA 19.36 13.93 8.32 4.48 2.98 2.33 0.43 0.10
TIPC 343.28 230.87 177.77 114.20 86.45 61.18 14.89 3.68

B CVA 17.08 11.13 6.98 3.93 2.37 1.65 0.28 < 0.08
TIPC 400.67 216.05 202.33 132.84 99.38 63.52 16.57 4.12

" CVA 20.02 12.66 8.18 5.30 3.67 2.21 0.47 0.10
TIPC 370.74 253.00 180.05 134.70 97.79 66.57 17.31 3.97

B CVA 19.52 12.88 8.60 4.75 3.34 2.02 0.46 0.09
TIPC 425.38 276.92 223.88 155.25 104 .47 87.76 23.37 5.30

16 CVA 23.00 15.99 10.41 6.17 3.99 3.10 0.67 0.17
TIPC 359.21 318.03 230.97 167.35 120.09 112.36 33.79 13.02

17 CVA 23.86 16.84 10.94 6.44 4.17 3.46 0.89 0.29
8 TIPC 425.67 299.80 209.04 154.25 127.58 106.13 30.74 12.44
CVA 22.28 18.20 11.50 7.08 4.58 3.46 0.85 0.36

19 TIPC 462.27 243.98 216.20 126.98 82.01 64.72 15.60 3.68
CVA 22.88 13.45 9.66 5.52 3.34 2.39 0.62 0.15

2 TIPC 545.90 376.96 297.65 210.27 151.64 127.52 33.10 10.45
CVA 24.01 17.89 11.21 6.52 3.99 3.23 0.69 0.20

2 TIPC 372.75 269.41 194.45 116.61 92.75 62.27 14.29 3.72
CVA 21.14 13.83 5.83 4.42 2.97 2.18 0.53 0.13

2 TIPC 423.18 317.10 234.07 148.61 120.29 85.58 21.19 5.33
CVA 21.81 14.16 10.42 6.19 4.36 3.27 0.71 0.18

TIPC Mean 404.34 281.64 210.37 143.69 105.26 80.43 20.85 5.98
+S.D. 60.40 45.44 35.68 26.89 21.87 24.57 7.93 3.77

CVA Mean 20.89 14.51 9.20 5.50 3.59 2.62 0.59 0.16
+SD. 2.63 2.21 1.78 0.99 0.65 0.64 0.18 6.09

Y, BIFHBTHE L dose response A& bhtc, —
7, 0~8 BB DR hEIRKII AR Db b IIE—E
T, TIPC T2 76%, CVA T3 49% T » 7=

(3) ¥y —X3 (EAHEEER)

BRL 28500 AR THAHDT, *TDOEABEHTH %
TIPC & CVA pBEV-ORIY - Btz RiETHEX R
M Ulo /A L 7 %A1z TIPC (%) 3.0g, CVA-K
(B3 0.2g % X ¢ BRL 28500 (&%) 3.2g C, = h
b% triple cross over 3:CHE L, EFHEEMEA » &
#f L (Table 20, 21, 22, 23, 24, 25, 26, 27, Fig. 8,
9)0

BRL 28500 (&%) 8.2g 35X TIPC (Ejh) 3.0g
ERTAERES LIRD 5 5% o TIPC MEHREL
EH R 408.81 pg/ml, HIEE LR 420.72 pg/ml T
&b, AUC 124 %|C 473.13 hr- ug/ml, Bi¥h 7251032
hr-pg/ml Thoteo Th-MFEHhBEXRE (T a,
T128) XAHFIT (0.15 1.08), BT (0.12, 1.08)
B T5 - 720 BRL 28500 (&%) 3.2 g 35 L 1¥ CVA-K
(B 0.2g #ZThXThifs Lo 5 5% 0 CVA @
FPRE, A#IT20.19 pg/ml, BTl 19. 49 pg/ml
THYH, AUC i2BKIT 17. 44 hr- pug/ml, B¥h—T(116.20
hr-pg/ml TH o foo FERANTAHIT (0.19, 1.01), #



OCT. 198¢

CHEMOTHERAPY

230

29°9S SL 6L ov-o 85 0 S6°T o8'e 2z L 89°21 90" LY oL €9 (26) @31ex UONPIdIXF
1€°82 \ SI°86S 0z'o (450 4 86°0 00" 12 19°¢ 60°S6 €5°€2 €L LLY (Bur) UONRIIXFH 61

00°99¥% 00°€8 00°82 00°S2 00°0¢€2 (jw) SwN[OA Jurif)

or'g 01°28 05°31 02692 0187 06°L92'T 0g° 201 01°220'¢ | (1w/37) uonexuaduoy

81°99 0L°8L 95°0 16°0 05'2 95§ 1€°L PR 28'S¥ 11°8S (%) @3Bl UOIPIOXY
60°82 S2° 065 82°0 09 Sz 1 12 ¥¢ 99°¢ T €11 16°22 28° Gev (Bw) UolRIOXY .

00°SI0‘T 00°0¥2 00091 00°0€2 00°S8€ ([w) Swn[oA Jupin

00°2 09°8¥ 082 00° €12 06°ST 01" €6¥ 0565 00°2€1‘T (Jw/3877) uoneIuIdU0)

8L'8S 16°6L 0S°0 ¥8° 1 9.1 ¥2'S 26 L 08'91 668y €6°95 (%) 91rex uonaIXy
6£°62 2€° 665 §2'0 6511 88'0 1368 9'e 10° 921 0S°¥2 6" cav (Bw) UOTIRIIXF I

00°S8% 00" 00T 00012 00°0L 00°SO0T (jw) swmnjoa suLin

0S°2 05" STT 0z 00" /81 0L°€S 01°008‘T 0" €€2 04°€20'7 | (lw/37) uorjesuaduo)

¥6° €V 61°€L 6£°0 96°0 €1 9z'¢ 1L°S 89°¢CI 28 9¢ 0€°99 (%) @381 uonRIdXY
16°12 ¥6°8¥S 0z°0 2L 99°0 a4 982 60" S6 92" 81 €222 (Bw) UOHRIIXF o1

00°S€6 00°S61 00°SI€E 00°0¥2 00°S8T (Ju) Swn[oA durin

00'T 002 01'2 052 06°T1 02" 96¢€ 086 0£'282‘¢ | (1w/37) uoresnuaouo)

16T €8'0L 220 S50 ST'T we $0°S 0S'TT 95°6¢ 9095 (%) @1ex uonaIOXy
66°02 61°1€S 11°0 av 850 8¢°02 28°¢ 1298 8L L1 raaVag (Bw) uoRIIXY ol

00°09S 00°SET 00091 00°59 00°00¢ (Jw) swnjoA aunn

08°0 0508 09'¢ 0221 08°8¢ 02 L2e‘1 06° 88 0T'201°2 | (1w/37) uonesjuasuo)

18°28 8L°¢8 L2°0 vL°0 ¥e'1 ge'e L8 €L'el ¥ Gy S6°59 (%) ®31ex uonaIdXy
€792 £8°029 y1°0 65'S 19°0 ¥1'S¢ 982 6756 LLee 29' v6¥ (Bw) uonRLIXY -

00°S€e€ 00°0S 00°0 00°09 00" SST (jw) owmjoa Surin

0.2 0L 111 09'6 01" 65¢ 09" Ly 0S8"165°1T 06°9v1L 0T T6T'E (Ju/3n') uoryeIUIdU0)

ve' sy 96°€L 810 60" 1 20°1 20y Ly 07" ST 2y 6 79°€S (%) @yex uonRIdXY
19'22 2L ¥SS 60°0 078 15°0 81°0¢ 92 20° V1T 12761 1¢° 20 (Bw) UoRIIXY el

00° 0¥ 00°02 00°02 00°06 00°0TT (Jw) swnfoa dutin)

0€' 1 02 L11 0€°L 4 02°92 06°992‘ T 02" 6L1 07°489'¢ | (1w/37) uopnesuasuo)

9L 1y 68°LL 92°0 280 66°0 e 8¢y 8 2l €1 9¢ £V 19 (%) @3e1 uonRIIXy
83802 81°¥8S €10 €19 05°0 VL €2 61°2 09°€6 90° 81 0L"09¥% (Bw) uorjaIIXy -

00" 065 00°021 00°S9T 00°SVT 00091 (jw) Swnjoa dutn

011 0r' 1§ 00°¢ 06°€v1 0I'ST 05" S¥9 06° 211 07 6.8'C | (1w/87) uonenuasuo)

11709 9L'L9 W0 €50 €1 A4 oL 51T L' 08 0L €S (%) ®1BI uonRIOXF
G008 12°80S 0Z°0 00" L0 18°ST ¢ 85° S8 18752 9L 20¥% (B LUSEARRG | -

00°$86 00°S8T 00562 00°062 00°S1Z (jur) suwmoa surrn

01T 09°'12 092 08" €S 08°2L 01" 662 00" 81T 0£°€.8°T (Ju/37) uoreUIdU0)
VAD odIL VAD odIL VAD OdIL VAD QOdIL VAD odIL woi oN

8-0 8-9 9-v V-2 2-0 [@UIELUR

(SNoq Al ‘88°0) 00982 TH : I1SIH9S Ul UOHEUIOU0D ATeunp) GT d[qe],



231

CHEMOTHERAPY

VOL. 34 S—4

96°9 (450 4 12°0 8¢°0 €0 88°0 o'l 91 09°S 86'€ ‘as+
65°08 08°64 170 S6°0 ¢S 1 e8¢ LT°9 LE°€1 0S¢y 16°LS (95) 91e1 UOIJRIIXI UBSIAL
_ _ 0.0 €9°%¢ €e'e 20" L1T 91°91 L1°SES 20" Ly 16°1€8 ‘as+
— —_— 1S°1T 91°'6S 81'S ~80°€81 98'92 L1°988 v 1¢t 60°08%‘2 (Jw/377) UO1}BIUIIUOD UBIIA]
¢L'es 8¢ €L 8% 0 16°0 €Ll 12°¢ vl 0.2t (a4 9595 (%) 9yex uonardxy
9€°9¢ §€' 0SS ¥e'o €89 980 01'¥¢ 1L°¢ €% S6 SS°1¢ 0¢" vev (3w) UOIIaIOXY 72
00'016 00" 041 00" 02€ 00" 081 00°0%2 (lw) dwnjoa dupip
0y’ 1 02" 0¥ 0.°¢ 0€°'SL 09°02 00° 625 08°68 0S°292°1 (Jw/387) uoljenuadu0)
CL'ES 19°9L 82°0 18°0 e T 62°¢ €29 29°¢l 0L S¥ 6L°6S (%) 9yex uonaIdXyx
98'92 18° €45 V1'0 00°9 9.0 89°¥2 e £9°76 5822 ¢ 8y (Bw)  uonarxg -
00°029 00°0¥1 00°G8T 00°G2I 00°0L1 (ju) BwnjoA durl)
00'T (257 or'v (A% 062 00°2SL 0oV e 08°2€9°C (ju/B77) uoreIUIIU0Y
8 VL 070 181 &1 9y 67'S 9p 71 67 S¢ ST'4S (%) 2181 uonaIXy
W' 12 L2855 02°0 §°01 2.0 b €e Lz S¥°801 SLLT 11°90% (Bw)  uoperxy o
00" 81T T 00°0S3 00°592 00°01¥ 00° 06T (ju) BswnfoA aurn
08°0 00° ¥ 0.2 0€°921 0.9 0S92 0v° €6 0F'LET'T (jw/87) uorenuadu0)
VAD OdIL VAD odIL VAD OdIL VAD JdIL VAD JdIL w3y oN
8-0 8-9 9-v ¥-¢ 2-0 (ag)auur T,
2SI dIqeL



OCT. 1986

CHEMOTHERAPY

232

€L°8S 60° 18 €570 8L°0 R g 9z°¢ W ¥9°S €2°€1 0€°0S 99°59 (%) @1e1 UoNRIXY
£L°85 0£°192°T €570 9L 11 9%2'g 11°99 v9°S 15°861 0£°0S 16°186 (Bw)  uonapxyg o1
00°072 00°56 00°5L1 0011 00°55€ (ju) Bum{oA aur
09°S 08°£21 0621 08°LL€ 00°6¥ 02°92L°1 0L ¥ v LT | (/BT uonenuaduod B
81°89 6I°1L 16°0 LT 10°1 102 16 R 9L°9p 06°05 (25) 181 UONDIOXE
8185 68°290‘T | 16°0 29°92 101 90°1¢ Lr'6 99°9¥C 9L°9v 95°€9L (w)  uonasoxy o
00°081°T 00°0¥2 00" 08T 00°01% 00°00% (lw) dwmnjoa dutin
08°¢ 06°011 00°8 06°852 01°€2 09°109 06°911 06°806‘T |  (1w/37) uonexjuaduod
zL'se 16°89 95°0 6v°1 09°1 €6°G T vwr | eLel | @te | %esy (%) 91E1 U01)219X
zL'8e 05°7E0‘T | 9570 1822 09'1 £6°6L 19°p 06°902 26°1¢ ) (Bw)  uonamXg I
007599 00°0L¢ 00°00T 00°5 00°071 (1w) dumjoa duin
05°1 0£°09 00°91 08664 0FE8 | 06°T9L'E 00°822 00" 18IS (/87 vopenuaouoy |
S0'0r - | -S2°9L 92°0 68°0 60°1 5L'e 80°F v2°91 R R 95) 911 UOIIIXT
50" 0% LEVT'T | 92°0 £e°el 60’ ! ¥29g 80'% 19°€78 £9'1¢ 65°068 (Bu)  uopaIxg or
00°08¢ 00°06 00°06 00°59 00°SET () dwnjoa sulif
06°2 01°8¥1 01"zt 06729 0L°29 06°L1L°S 05°952 05°21°9 (ju/87) uonenudu0) -
R 88°88 €0 60T TR 16°¢ 8L°S 12°L1 99°9¢ $9°99 (%) 2181 UO01}RIXT
og'vr | TgUese'T | ze0 1€°91 151 £1°68 8L'g 01°852 99°9¢ 19°666 (Bw)  uonaiXyg o
00°65L 00" ST 007622 00071 00561 (1w) swnjoa suin
02°2 05211 098 00612 0g° TP 09°€78°T 00°881 05°921°S (ju/87) uonenuAdU0) o
16°€5 0499 220 16°0 191 @S 99 €57l 20°6p $0°9F (%) 9381 UONPIXT
16°¢S | 08°000°T | 220 69°€1 29'1 9z°8L 95°9 16212 10°S¥ 19°069 (w)  uoyardxyg "
00°509 00°0L 00071 00°C€2 00°091 () Aumpoa autin)
L or'g 09°G61 06" 11 00685 0622 0¥ 126 0L°182 0891 (lw/87) vopenuU0)
PLIP 6L 08 020 £6°0 i 15°6 iy 8p°S1 aLce 78°85 (%) @181 UONIOXY
il sgIe T | 0200 16°€T e 6528 e 52 282 2L'se £6°288 (Bw)  uonamxg ol
00°S7¥ 00°08 0058 00°02 00°01Z (lw) oumpoa durin
05°2 06°€L1 0r°gl 09° 16 0L°88 06°21°¢ 01°0L1 05202 ¥ (jw/3r) uone1uadU0) -
ey £6°06 £2°0 18°0 81 ve's ary 0L°LT €8°9¢ £9°99 (%) @181 vonR19XY
ggzp 00°83'T | €2°0 86°21 81 50°08 ey 95°692 £8°9¢ 19666 (Bw)  uonarxy -
00°055 00001 00052 0055 00°S¥1 (w) swmoa sup
08°2 08" 621 05°g 02" 02¢ 06°7L 0£°828‘¥ 00" 752 0$°268°9 (1w/37) uopexUAdU0)
62°85 V2 sL 120 05°0 81 082 20°L IZR v 6p 60709 95) 9181 UONAIIXY
62°85 898211 | £2°0 ) 86° 1 10°2¥ 20°L 09°2L1 ey v 106 (Buw)  uonamxg 0
00°06¥ 00°S¥ 00°001 00°002 00°SpT (Jwr) dumM[oA dul)
| 019 | 01°891 08°ST | 01°02% 0I'SE | 00°888 08°0rE |, 09°912°9 (u/B7) uogenuasuoy |
vAD | odIL vAD | odIL VAD | OdIL VAD OdlL_ | VAD | OdiL wh
8-0 8-9 9-v v-¢ Z2-0 (1) owi],

(Sn[og Al “B9°T) 00882 TNE : [1SPHAG UI UONEINULOU0D Areulif) 9T djqel,



233

CHEMOTHERAPY

VoL 34 S—4

Ll €L 12°0 <0 TR Ll 81 02 0£'9 20°L ] asT
o1'8p 91°8L 6£°0 S0°1 1871 £8°p 20°9 €r-St LT°0F P1°L8 (%) 2181 UO1YRIOXD LB
18T 62°0F R 197072 78 IE Y2 SLe'T 5201 R ‘as¥
188 99" ¥ET 98" 1 12°€18 20°29 95°509‘2 £1°822 86°LE6'F (Ju1/371) UOLEIIUSOUOD UBDA
SL1S 02°6L Lr0 86°0 €2z 19°5 16°8 z'91 zror 98°95 (95) 1e1 UOLRIOXT
LIS 96°/81°T Lp0 99" £2'2 80°18 76°8 SL'€hT 21 op 9p° 78 (Bw)  uonaxyg -
00°0SS 00°06 00°0T2 00°08 00°0L1 () dwnjoA duLIfy
02'S 06°291 09°01 0" 00F 0L T11 06°970°€ 00°9£2 08626 | (u/B7) uonenuaduo)
89°67 86°8. R 26°0 81 10°S 78'9 08°€l 9°0F 6165 (%) @181 UOKRIOXT
89°67 89°481°1 €0 18°€1 61 80°9L 78°9 86902 19°0p 6L°L88 (Bw)  uonaroxg z
00°0€E 00°06 00°S6 00°SS 00°06 /81) aumjoA duri()
08°¢ 08°€ST 05°61 08°008 0y ¥at 02°€9L°€ 09°1IS¥ 0£°%98°6 (Jw/37) uoryeIIUSIU0))
00°T¥ V2" LL 6£°0 ol 91 9r°S 9I'g SL'8T 86°€¢ 09°18 (%) 9101 uonPIOXY
00°Tp 29°'8S1°1 6€°0 re 1z or°1 £6°18 9r'g 1€° 182 86°€¢ Y0°'FLL (Bw)  uoreIXy oz
00°0%0‘T 00°082 00°061 00°00T 00°0L¥ (Jur) sumoA durf)
| T, 029 oL 0gIEp 09'1S | OI'EI8‘? 08'2. | 06°9¥9'l |  (1w/8M) uopenusouo)
YAD OdIL VAD 2dIL vAO | OdIL YAD 2dIL vAD | odiL W
8-0 8-9 9-v v-C 20 (1) SWNT
2-91 el



OCT. 1986

CHEMOTHERAPY

234

81 IS 929 S50 €21 €8°1 St's 0c'8 69°L1 15°0V 02°2S (%) 3eI UONPIdXY
2£°201 18°282°2 601 08°9¢ 99°¢ L8°¥ST 65°91T 99°0€S 20°18 86°G9S‘ 1 (Bu) UoORRIOXH 61
00°Se¥ 00°S6 00°S0T 00°0L 00°GST () dwmnjoA sulif)
05" 11 0v°L8€ 06" V€ 02°0Lv*1T 00°L€2 080852 0,°225S 01°€01°0T (Jw/37) uoresuadU0)
€2°1S 92°9L €5°0 SS°1 96°¢ |VAVA L3°8 0,°81 18°6E 1€°8¥ (%) @181 UOPIOXY
9%° 201 9L°182'2 90° 1 £V 9v 11°S Vg 1€C G691 £€6°09S vL 6L ST'6W‘1T (Bu) UORIIXH 81
00°S18 00021 00°59Z 00° 591 00592 (1w) oumoA duLI)
08°8 06°98¢ 0€°61 09°2.8 0€°001 09°66€‘¢ 06°00¢ 05'89%‘S (Ju1/37) UOI}eIIUIIUOY
0S° 1S 16°€L Sv°o 0Ll 0L 1 Ll ov-L JARUAL S6°1¥ 8€" Ly (%) @1e1 U01RIXY
66201 86°812'C 68°0 Iris w'e 6v'1€2 08°¥1 ¥0° SIS 06°€8 ¥eIer'l (Bur) UOTRIIXH I
00°06¥ 00°S¢1 00'S8 00°00T 00°0LT (Jw) swnoA sut1)
099 09°8LE or-ov 0v‘€zL‘e 00°8¥I 0F°0S1‘S 0G° g6 08°09¢‘8 (1w/37) uoneIUU0Y
8V vy L6°8L 6E°0 g1 €1 98°S S0°9 6L°91 1L9°9¢ 20°SS (%) 91e1UONRIXY
16°88 G1°69€°C 8L°0 ¢16¢ SL°¢ £€8°GL1 02t SL°€0S £€e'eL 9r*0S9‘1T (Bur) UoRIdXy o
00°589 00°0€2 00°0S2 00°0L 00°GET (Jur) swn[oA suL)
or'¢ 01021 00" 11 0€°€0L 06°3LT | 0V 961°L 0¢°¢vs 09°62¢‘21L (wi/31) uoneIUIIU0)
8L'Sh €208 62°0 el 811 L8°S 60°9 % 35 L1 23°8¢ c€°9S (%) 91e1 UO1IAIOXFY
9516 20°01%‘C 850 ¢8°€E LE°C ¢c0° 191 81°¢l 0,°52S €v-9L 8V°689 1 (Bu) UOI3210Xy ol
00°01¥ 00°06 00°08 00°0L 00°0LT (jw) sumjoA dur)
(1)48°] 08°S.E 09°62 | 0,'210°2 00" ¥L1 00°016°L 09°6hv 01°S€6°6 (Jw/387) uonyeI3UdU0Y
6G° 8% 09°€L 62°0 801 69°0 ﬁ 16°¢ 69°S 80°91 €6° Ty Ly €S (%) @1e1 UOI}IOXFH
L1716 1872022 L5°0 v ae 8€°1 L0°68 8¢ 1T SE oSy G8°€8 €0°109°1 (o) uoRIIXY -
00°SL¢ 00°SL 00°08 00°0L 00°0S1 (Iw) owmnjoA duLif)
09°L 0g°cev 03 L1 Ob° €11 056291 0L°0638°9 00°6SS 0S°€69°01 (Jw/B7) uonLIIUIIU0Y
8E ¥ G879 02°0 62°1 ¥0°1 ¥8°S 6y 6€°91 3¢ 8¢ €€ €S (%) 9181 UOLAIOXT
GL'88 8€°60€‘C 0 0 19°8¢ 20°8 SI'SLT 81 8L 16V 9L $8°66S‘1 (Bw) UoI3.10XH o1
00°S.¢ 00° <0t 0008 00°08 00°0IT (Jur) sumjoa autif)
08°¢ 0L7L9¢ 06°G2 0F° 6812 00°€21 - 0S°LFL*9 06" 769 oo.vvm.il o qw w«: uonenuaduoy |
ST bh S¢°8L €0 8T | 6oL | 6% 97°S | sorz1 €€ 815 (?;) meruonoroxy |
67" 88 9F* 1682 79°0 S i 81°¢ 12°61'T 26°01 €r°els SLTFL 82°Gr9‘1 (Jur) Uuo132.10X73] ~
00°0.8 00°00T 007092 00°0%2 00°0€2 (Jw) dwmoa duri) o
0r°9 01" Sil 0r'8 06°€L8 00° 6 0 0e8‘T | 00°Sz¢ 01 €SL‘L (1w/87) uonenuaduO)
00°¥5 €0°08 1670 290 el R 1L 26l 86" 7P 9,09 (%) ervonpoxg |
00°80T 10°10v‘2 L0 AN 88°¢C 167001 ob vl 1€°26F S6°68 19°228°1 (Bur) UonLX7y I
00°S10°T 00°01¢ 007082 00592 00°091 (Jw) sumjoa suLn)
ov'2 069 0€°01 0F"09¢ oVt L°GCL* 1 02" 95 0L°16E° 11 (Tw/37) uonenuaouoy | .
VAD odIL VAD odIL VAD OdIL VAD OdIL | VAD | OodiL way | on
8-0 8-9 9-v V-2 .z (ay) aw

©(SN0q AL 'BZ°€) 00S8ZTUA : [[SOIS UI UOBENUAOUOD Axeurl) L1 JIQEL



235

CHEMOTHERAPY

VoL 34 S-4

807 8€'2 01°0 0€°0 95°0 291 8y 1 181 90°¢ T 16 ‘as¥
6Ly 86°9L 180 €1 or°1 92°S 689 6L L €68 2928 (%) 2181 UO1AIIXD UBS
1L SUVIL VLT 92 ¥EL 09°69 l°€IS's | se9el 22 928'c ‘asF
€9 9L° LE8 06°12 82°6L2°1 | 6L°€S1 86°90'9 | 21°18¥ 6V'599°6 (w/37) UOIEIUIDUOD UEDIN
2L 08 ¥0°6L 250 o1 e 669 86°6 912 01°8¢ 886 (%) 931 uoljaIXT
Zr 101 ez | et 25 2p €2y £€9° 161 96°61 89°0%9 02°92 85967 1 (Bw)  uogaIdXy -
00°09¥ 00001 00" 051 00°0L 00°0P1 (jw) swnjoa dutfy
0g°01 0e°Sev 02°82 05°LL2°T | 01°582 08°261°6 | 0E'¥¥S 09788901 (jwi/8) uO1EIJUIIU0)
2 6% S0°9L 0€°0 901 8°0 RS V'L €102 €6°07 11°2S (%) 2181 U0HRIXY
vh'86 15°182°2 | 19°0 98°1€ 89°1 9528 62 ¥1 €8°€09 1818 €8°€95° 1 (Bw)  uonelOXF -
00°06€ 00°STIL 00°SS 00°SL 00°S¥1 (Jwr) dumoA duuf)
0€°S 00222 05°0¢ 00°10S‘T | 05061 01°150‘8 | 0995 09° 18201 (jw/87) uonE1IURIU0)
10°0% L6°EL 8¢°0 281 86°0 637 95°G e 61 60°€E 6Ly (%) @181 uonaIXY
10°08 LU61g's | sL'o 6945 961 09°9¥T AR 2088 61°99 €6 2871 (Bw)  uonasxy o
00°508 007091 00°592 00°0L 00°01¢ (jur) SwnjoA aupIn
0Ly 08" 1€ oV 09° €55 08°8ST 02°682'8 | 0S°€IZ 02" L£9*% (Jw/37) uorE1ULdU)
VYAD DdIL VAD JdIL VAD JdIL VAD OdIL VAD JdIL S .
8-0 8-9 9-7 -2 2-0 (1) swirL,
2-L1 9198,



CHEMOTHERAPY

236 OCT. 1986
Table 18 Pharmacokinetics parameter of TIPC in SeriesII

o | Do | 5 p B | Ko | Ka | Ki |Tuea | Tusp | Vg | TBCL (;:JC
’ (1/hr.) | (1/br) | (1/hr.) | (1/hr.) | (1/br) | (hr) (hr) L) |(ml/min) ug/m)
0.8g 77.99 | 78.35 | 17.05 1.02 7.09 9.06 1.93 0.04 0.68 9.03 | 154.04 | 81.15

11 1.6g | 145.61 | 131.16 5.73 0.78 1.95 3.13 1.43 0.12 0.89 9.93 | 129.60 | 192.90
3.2g | 138.22 | 252.44 5.61 0.84 1.33 3.92 1.19 0.12 0.83 10.99 | 152.94 | 326.93

0.8¢ | 112.26 | 63.04 5.63 0.69 2.28 2.47 1.58 0.12 1.00 9.77 | 112.35 | 111.26

12 1.6g | 160.58 | 134.22 3.88 0.66 1.21 2.13 1.21 0.18 1.05 9.28 |102.20 | 244.63
3.2g | 249.42 | 299.63 7.37 0.69 2.55 4.34 1.18 0.09 1.00 9.28 ’ 107.41 | 465.51

0.8¢g 86.11 | 56.41 4.72 0.65 1.75 2.26 1.36 0.15 1.07 10.99 | 119.01 | 105.04

13 1.6g |129.71 | 113.90 | 4.68 | 0.68 1.56 | 2.55 1.25 0.15 1.02 | 11.30 |127.91 | 195.45
3.2g | 219.88 | 240.10 7.88 0.70 2.90 4.44 1.23 0.09 1.00 11.56 | 133.97 | 373.22

0.8g 68.60 | 38.55 2.17 0.69 0.41 1.22 1.22 0.32 1.01 12.45 | 142.15 | 87.94

14 1.6g |117.88 | 110.37 3.92 0.68 1.17 2.25 1.19 0.18 1.02 11.47 | 129.93 | 192.42
3.2g | 852.02 | 277.13 | 25.79 0.70 16.99 6.86 2.65 0.03 0.98 9.99 | 117.15 | 426.80

0.8g |125.68 | 57.34 7.80 0.74 3.63 2.95 1.96 0.09 0.93 10.82 | 133.99 | 93.29

15 1.6g | 190.53 | 113.64 7.52 0.69 3.36 3.24 1.61 0.09 1.00 11.43 | 132.11 | 189.24
3.2g | 262.85 | 269.10 | 10.00 0.70 4.00 5.41 1.29 0.07 0.99 10.44 | 121.35 | 412.04

0.8¢ 90.60 | 63.72 3.33 0.70 0.94 1.79 1.31 0.21 0.99 9.05 ’ 106.17 | 117.74

16 1.6g | 164.69 | 126.57 4.25 0.69 1.39 2.24 1.32 0.16 1.00 9.77 |113.19 | 220.87
3.2g | 374.83 | 308.32 | 12.90 0.67 5.98 6.19 1.39 0.05 1.04 9.15 | 102.03 | 490.03

0.8g 91.45 | 69.45 3.13 0.61 0.92 1.70 1.12 0.22 1.14 8.60 ‘ 87.19 | 143.38

17 1.6g 92.04 | 134.16 3.02 0.61 0.69 2.04 0.91 0.23 1.13 9.81 |100.24 | 249.41
3.2g | 140.62 | 271.09 3.30 0.51 0.75 2.35 0.72 0.21 1.36 10.25 86.84 | 575.75

0.8g 86.45 | 72.86 5.40 0.65 1.98 2.82 1.24 0.13 1.07 9.00 ! 97.63 | 128.03

18 1.6g | 152.81 | 131.31 4.41 0.59 1.54 2.35 1.10 0.16 1.18 9.89 97.03 | 257.64
3.2g | 290.26 | 267.87 6.55 0.52 2.66 3.41 1.00 0.11 1.34 10.31 89.19 | 560.61

0.8z | 208.76 | 83.51 | 19.67 1.04 11.14 6.36 3.21 0.04 0.67 7.93 | 137.10 | 91.17

19 1.6g | 142.49 | 130.74 5.48 0.79 1.80 3.03 1.43 0.13 0.87 9.91 l 131.06 | 190.75
3.2g |525.75 | 264.14 | 11.41 0.71 5.93 4.29 1.90 0.06 0.97 10.10 | 120.02 | 416.61

0.8g 90.76 | 82.50 3.92 0.63 1.23 2.20 1.13 0.18 1.09 7.72 | 81.47 | 153.42

20 1.6g | 112.89 | 166.82 2.95 0.65 0.63 2.02 0.95 0.23 1.07 7.83 | 84.77 | 294.90
3.2g | 336.38 | 393.02 8.50 0.61 3.19 4.86 1.06 0.08 1.14 7.19 | 72.84 | 686.39
0.8g 70.42 | 40.09 3.18 0.66 0.93 1.57 1.33 0.22 1.05 13.70 | 150.87 | 82.86
21 1.6g |135.40 | 91.15 3.13 0.70 0.85 1.68 1.31 0.22 0.99 12.36 | 144.03 | 173.57
3.2g | 207.72 | 247.85 4.95 0.70 1.49 3.01 1.15 0.14 0.99 10.82 | 126.68 | 394.70
0.8¢ 97.74 | 64.48 7.64 0.73 3.29 3.48 1.61 0.09 0.95 10.16 i 123.89 | 100.89
22 1.6g |130.02 | 135.24 6.50 0.71 2.29 3.66 1.26 0.11 0.98 10.04 | 118.89 | 210.28
3.2g |202.23 |315.48 | 5.92 | 0.68 1.69 | 3.87 1.04 | 0.12 1.02 .86 | 99.99 | 500.05
08¢ Mean 100.57 | 64.19 6.97 0.73 3.02 3.16 1.58 0.16 0.97 .94 | 120.49 | 108.01
+S.D. 37.67 | 14.65 5.63 | '0.14 3.16 2.29 0.59 0.09 0.15 1.80 24.15 | 23.62
16g Mean | 139.55 | 126.61 4.62 0.69 1.54 2.53 1.25 0.16 1.02 10.25 | 117.58 | 217.67
+SD. | 26.18 | 18.38 | 1.44 | 0.06 0.76 | 0.60 0.20 0.05 0.09 1.21 | 17.97 | 36.41
32g Mean | 316.77 | 283.85 | 9.18 | 0.67 4.1? 4.41 1.32 | 0.10 1.06 9.91 | 110.87 | 469.05
+SD. |199.89 | 41.60 | 5.91 | 0.09 | 4.38 | 1.28 | 0.50 | 0.05 | 0.15 | 1.16 | 22.34 | 100.51
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Table 19 Pharmacokinetics parameter of CVA in SerieslI
T a s K2 K21 Kz Tiza | Ti2f | Vd-p | TBCL AUC
No. | Dose A B (/hr) | /hr) | (/hr) | (1/hr) | (1/he) | (hr) | (hr) L) |(ml’min) (:;;m”
" o8 | 237 | 371 | 6.25| 098 | 1.57 | 4.20 | 1.46 | 0.11 | 0.71 | 12.25 |200.16 | 4.16
1 [16g | 789 | 1.72 | 1.81 | 042 | 043 | 067 | 1.13 | 0.38 | 1.66 | 28.28 | 19.52 | 8.48
32¢ | 8.80 | 9.09 | 2.39 | 1.74 | 0.43 | 1.58 | 1.12 | 0.29 | 0.94 | 16.93 |208.76 | 15.97
08¢ | 4.40 | 3.04 | 6.44 | 1.04 | 2.16 | 3.25 | 2.07 | 0.11 | 0.66 | 13.32 |231.66 | 3.60
12 | 16g | 11.36 | 3.11| 2.97 | 0.66 | 0.78 | 1.16 | 1.70 | 0.23 | 1.04 | 17.71 |195.84 | 8.51
392¢ | 1518 | 9.48 | 4.12 | 0.76 | 1.30 | 2.05 | 1.53 | 0.17 | 0.91 | 16.28 | 206.58 | 16.14
08 | 391 | 229 | 412 | 0.85 | 1.21 | 2.06 | 1.71 | 0.17 | 0.81 | 16.10 | 229.27 | 3.63
13 | 16¢ | 862 | 3.02| 3.11 ] 073 | 0.81 | 1.35 | 1.69 | 0.22 | 0.9¢ | 19.78 |242.03 | 6.89
3.2¢ | 12.77 | 8.97 | 4.76 | 0.87 | 1.49 | 2.47 | 1.67 | 0.15 | 0.80 | 17.71 | 255.46 | 13.05
087 | 4.62 | 2.86 | 5.00 | 0.90 | 1.60 | 2.47 | 1.83 | 0.14 | 0.77 | 13.53 | 203.70 | 4.09
4 | 162 | 998 | 429| 425 | 0.70 | 1.50 | 1.77 | 1.68 | 0.16 | 0.99 | 16.88 |196.13 | 8.50
3.9g | 15.57 | 11.40 | 6.34 | 0.79 | 2.40 | 3.14 | 1.60 | 0.11 | 0.87 | 14.99 |197.99 | 16.84
08¢ | 4.62 | 2.82 | 6.37 | 0.94 | 2.31 | 3.00 | 2.00 | 0.11 | 0.73 | 14.28 | 224.58 | 3.71
15 | 1.6 | 9.08 | 3.09| 3.3¢ | 063 | 1.06 | 1.32 | 1.59 | 0.21 | 1.11 | 20.88 |217.84 | 7.65
3.2¢ | 13.92 | 10.27 | 4.41 | 0.79 | 1.38 | 2.32 | 1.49 | 0.16 | 0.88 | 15.69 | 205.70 | 16.21
08g | 4.10 | 2.83 | 3.54 | 0.75 | 0.99 | 1.89 | 1.41 | 0.20 | 0.92 | 13.49 | 169.63 | 4.91
6 | 1.6g | 10.27 | 865 | 8.70 | 1.17 | 3.04 | 461 | 2.21 | 0.08 | 0.59 | 9.97 |194.90 | 8.55
3.2¢ | 16.38 | 11.99 | 4.14 | 0.71 | 1.33 | 2.16 | 1.36 | 0.17 | 0.97 | 13.51 | 160.29 | 20.80
082 | 319 | 3.56 | 3.02| 073 | 067 | 1.94 | 1.14 | 0.23 | 0.94 | 11.54 | 141.12| 5.91
17 | 16g | 831 | 820 | 9.33| 0.96 | 3.42 | 512 | 1.76 | 0.07 | 0.72 | 11.05 | 177.36 | 9.40
3.2¢ | 18.26 | 10.60 | 3.50 | 0.60 | 1.17 | 1.67 | 1.27 | 0.20 | 1.15 | 14.54 | 146.52 | 22.75
08g | 7.60 | 3.55 | 6.81 | 0.70 | 3.06 | 2.65 | 1.81 | 0.10 | 0.98 | 11.53 | 135.49 | 6.15
18 | 1.6g | 7.44 | 858 | 5.26 | 0.8 | 1.49 | 3.23 |-1.43 | 0.13 | 0.79 | 10.19 | 148.68 | 11.21
3.2g |15.53 | 10.57 | 2.59 | 0.60 | 0.68 | 1.40 | 1.10 | 0.27 | 1.16 | 14.14 |140.69 | 23.69
08¢ | 4.59 | 2.73 | 4.18 | 0.78 | 1.32 | 2.05 | 1.59 | 0.17 | 0.89 | 13.93 | 181.41 | 4.59
19 | 16g | 7.33| 6.02 | 4.14 | 0.92 | 1.09 | 2.37 | 1.60 | 0.17 | 0.76 | 13.00 |199.86 | 8.34
3.2¢ | 17.37 | 9.80 | 4.04 | 0.70 | 1.36 | 1.90 | 1.48 | 0.17 | 1.00 | 15.03 |181.30 | 18.39
0.8 | 6.02 | 501 | 9.67 | 0.96 | 3.83 | 4.91 | 1.8 | 0.07 | 0.72 | 8.92 |142.51| 5.85
20 | 1.6g | 9.01 | 695 | 4.21 | 0.92 | 1.13 | 2.35 | 1.65 | 0.16 | 0.75 | 11.20 | 172.53 | 9.66
3.2g |17.72 | 11.20 | 3.23 | 0.68 | 0.93 | 1.67 | 1.31 | 0.21 | 1.02 | 13.41 |151.48 | 22.01
0.8 | 6.67 | 2.38 | 7.64 | 0.78 | 3.53 | 2.58 | 2.31 | 0.09 | 0.89 | 16.33 |212.84 | 3.92
21 | 1.6g | 9.00 | 3.12 | 3.18 | 0.68 | 0.91 | 1.32 | 1.63 | 0.22 | 1.03 | 19.86 |223.47 | 7.46
328 | 2445 | 8.26 | 6.67 | 0.69 | 3.07 | 2.20 | 2.09 | 0.10 | 1.01 | 18.54 | 212.82 | 15.66
0.8 | 320 | 2.85 | 3.3 | 0.77 | 0.83 | 1.98 | 1.30 | 0.21 | 0.90 | 13.93 | 179.08 | 4.65
22 | 1.6g | 6.35 | 7.90 | 10.05 | 0.97 | 3.40 | 6.00 | 1.62 | 0.07 | 0.72 | 11.76 |189.35 | 8.80
3.2g | 14.52 | 12.91 | 5.41 | 0.72 | 1.88 | 2.93 | 1.32 | 0.13 | 0.97 | 13.48 |160.72 | 20.74
08¢ Mean | 461 | 3.14 | 553 | 0.85 | 1.92 | 2.75 | 1.71 | 0.14 | 0.83 | 13.26 | 187.62 | 4.60
#SD. | 1.51 | 0.74 | 2.01 | 0.11 | 1.06 | 0.96 | 0.34 | 0.05 | 0.11 | 2.03 | 34.96| 0.93
L6g Mean | 8.72 | 5.39 | 5.03 | 0.80 | 1.59 | 2.61 | 1.64 | 0.18 | 0.93 | 15.89 | 196.21 | 8&.62
#SD. | 1.39 | 2.59 | 2.76 | 0.20 | 1.07 | 1.75 | 0.24 | 0.09 | 0.28 | 5.65 | 24.40 | 1.12
3% Mean | 15.87 | 10.38 | 4.30 | 0.80 | 1.45 | 2.12 | 1.4 0.18 | 0.97 | 15.40 | 185.69 | 18.52
#SD. | 3.71 | 1.35 | 1.3¢ | 031 | 0.72 | 0.53 | 0.27 | 0.06 | 0.11 1.71 | 34.56| 3.38
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Table 20 Serum concentration in Serieslll : TIPC (3.0g, IV bolus)
Time T Tiz | AUC
®e)l a2 | s |1 1 2 4 6 @ | & |6
No. (hr.) (hr) | ug/ml)
23 403.66 | 243.89 | 176.67 | 118.19 76.01 60.74 20.46 6.69 0.10 1.20 388.56
24 464.23 | 306.84 | 233.73 | 143.11 | 106.29 78.34 21.00 5.12 0.09 1.02 479.86
25 504.47 | 325.38 | 265.95 | 180.28 | 129.44 96.16 | 21.81 6.58 0.06 1.02 556.38
26 423.41 | 285.60 | 212.26 | 165.36 | 118.45 87.65 29.43 8.67 0.09 1.20 511.50
27 431.62 | 283.81 | 250.66 | 192.37 | 141.07 | 104.21 29.27 7.50 0.10 1.08 | 570.57
28 305.01 | 261.57 | 204.20 | 140.10 92.42 67.77 16.85 3.55 0.21 0.96 407.85
29 378.08 | 248.46 | 184.83 | 129.47 92.73 74.63 21.33 6.49 0.09 1.15 ‘422.28
30 402.50 | 351.21 | 267.23 | 176.40 | 128.78 92.46 21.84 5.55 0.17 0.99 541.67
31 464.56 | 348.42 | 306.02 | 187.66 | 140.05 | 106.40 32.70 9.61 0.19 1.16 617.86
32 439.89 | 298.30 | 282.05 | 170.87 | 129.48 93.83 28.58 8.15 0.04 1.11 556.17
33 394.79 | 288.10 | 219.87 | 145.61 96.57 70.20 17.07 4.38 0.11 0.98 439.66
34 436.43 | 312.47 | 249.95 | 170.96 | 117.86 88.80 21.25 5.89 0.08 1.02 517.70
Mean 420.72 | 296.17 | 237.78 | 160.03 | 114.10 85.10 23.47 6.51 0.11 1.07 500.83
+S.D. 50.52 35.08 39.60 23.99 21.03 14.66 5.18 1.77 0.05 0.08 72.85
Table 21 Serum concentration in Seriesll.: CVA-K (0.2g, N bolus)
Time
No. Gbr)l 1/12 1/4 1/2 1 3/2 2 4 6

23 17.07 | 10.09 8.07 4.54 3.21 2.22 0.73 0.25

24 18.70 11.71 6.27 4.22 2.86 1.98 0.52 0.18

25 23.94 14.46 10.35 5.42 3.38 2.25 0.51 0.14

26 18.26 11.01 6.61 3.84 2.64 1.86 0.41 0.11

27 20.09 14.25 8.78 5.88 4.24 2.80 0.82 0.26

28 17.23 9.77 6.50 3.33 2.00 1.27 0.24 <0.08

29 12.77 7.19 5.94 2.89 2.17 1.31 0.38 0.10

30 20.59 16.49 10.25 6.16 4.59 2.80 0.69 0.21

31 22.15 16.31 9.56 5.57 3.53 2.49 0.61 0.16

32 21.82 14.51 8.10 4.31 2.71 1.91 0.44 0.12

33 20.456 | 14.68 8.17 4.68 3.10 2.18 0.52 0.15

34 20.78 | 14.20 7.45 4.34 2.77 1.93 0.52 0.15

Mean 19.49 12.89 8.00 4.60 3.10 2.08 0.53 0.16

+SD. 2.93 2.88 1.52 1.00 0.76 0.49 0.16 0.06
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Table 22 Serum concentration in SeriesIll : BRL 28500 (3.2g,-N bolus)
T, ety 1/4 1/2 1 3/2 2 4 6
— | mec 314.82 239.46 170.30 108.99 81.67 62.30 18.17 5.52
B CVA 22.17 12.74 8.26 5.64 3.40 2.42 0.88 0.30
| mec 374.55 291.84 212.14 145.96 99.55 69.04 15.82 4.31
4 CVA 19.10 14.17 8.48 6.17 4.02 2.45 0.75 0.23
TIPC 416.62 328.28 222.38 156.33 101.08 73.22 18.38 4.65
B CVA 21.50 14.12 9.64 5.56 3.23 2.01 0.64 0.19
TIPC 377.41 272.53 216.00 128.14 104.06 79.71 25.35 8.03
% CVA 18.18 13.22 9.46 5.02 3.15 2.20 0.53 0.16
TIPC 524.35 356.78 292.44 189.60 146.46 100.67 26.27 6.52
a CVA 26.79 15.08 11.05 6.53 4.07 2.91 0.80 0.23
TIPC 388.19 308.80 209.65 140.42 91.97 67.41 15.64 3.27
B CVA 17.70 10.60 7.46 4.13 2.42 1.61 0.33 0.16
TIPC 376.92 261.75 183.98 133.23 87.16 62.71 19.18 6.05
B CVA 17.87 10.09 7.14 3.99 2.25 1.79 0.45 0.11
TIPC 458.89 337.52 260.04 171.72 127.28 85.21 26.94 6.97
0 CVA 20.80 14.55 11.49 6.65 4.35 2.82 0.81 0.23
. TIPC 448.28 308.15 251.52 160.55 122.60 84.63 25.75 7.54
CVA 19.57 13.45 9.77 5.76 3.39 2.35 0.64 0.18
2 TIPC 478.04 276.48 212.66 170.78 108.98 78.13 28.99 7.47
CVA 22.14 12.85 8.15 4.47 2.70 1.87 0.42 0.11
" TIPC 341.07 239.51 199.70 135.26 76.76 56.68 14.47 3.84
CVA 17.44 11.68 8.70 5.28 3.25 2.06 0.61 0.17
u TIPC 406.62 298.34 217.02 172.11 108.41 76.57 22.87 5.48
CVA 18.96 13.70 9.62 5.56 3.09 2.19 0.56 0.16
TIPC Mean 408.81 293.29 220.65 151.09 104.66 74.69 21.49 5.80
+SD. 59.78 37.17 33.40 23.09 20.06 12.19 5.09 1.56
CVA Mean 20.19 13.02 9.10 5.40 3.28 2.22 0.62 0.19
+SD. 2.69 1.54 1.33 0.87 0.64 0.39 0.17 0.05
BT (0.18, 1.03) BEITHofo BEDX 51 TIPC  Bbhis,
¢ CVA om+BBAHIRE, BhEEECHIHLT 1. % =

BERZETH» oo

RepPitic s T h, A8 JOBBBE L EL
LD DTH ot Thebdb, RepifEz TIPC, CVA
EHiT 0~2 BERIARAE T Ao TIPC 11, 433. 29 pg/
ml, B& o TIPC 10,611.50 pg/ml TH h, F1AH D
CVA 583.58 ug/ml, B# > CVA 523.51 pg/ml 2 3&E{
LTwico (72, 0~8 BRI O RABEIRER 2% 5 & &F D
TIPC 74.67%, ¥ TIPC 79.33% ThHb, %id
HID CVA 47.71%, B3> CVA 49.42% »\»5 (BN

BRL 28500 | 3% E Beecham #- 2B R L - S B
penicillin RHFTEHE T, BELLEHZhTWBTIPC
= p-lactamase BAEHITH 5 CVA ¥ EE L-AFITH
bo HETIIEEIC Benver® LAMEEARK\T, EH
FLEABBTPHRN LT TOTLEENERIhTL
%o

BRL 28500 DEEKRFHEZH S E THD BTHoD.
ERORLME, BRI - /e & ORE % B AR A DB
AN TEERE—HERBR L LTT» o
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Table 24 Urinary concentration in Serieslll : TIPC (3.0g, IV bolus)
No. Time (hr.) 0-2 2-4 4-6 6-8 0-8
Concentration (ug/ml) 6872.00 1,868.60 1,117.90 300.50
Urine volume (ml) 235.00 280.00 150.00 220.00 885.00
z Excretion  (mg) 1,614.92 523.21 167.69 66.11 2,319
Excretion rate (%) 53.83 17.44 5.59 2.20 79.06
Concentration (ug/ml) 6,918.50 1,438.90 461.10 203.70
Urine volume (ml) 258.00 353.00 328.00 204.00 1,143.00
24 Excretion (mg) 1,784.97 507.93 151.24 41.55 2,485.70
Excretion rate (%) 59.50 16.93 5.04 1.39 82.86
Concentration (ug/ml) 11,050.50 2,032.40 903.10 408.40
" Urine volume (ml) 160.00 255.00 185.00 105.00 705.00
% Excretion (mg) 1,768.08 518.26 167.07 42.88 2,496.30
| Excretion rate (%) 58.94 17.28 5.57 1.43 83.21
Concentration (ug/ml) 14,961.20 9,956.70 4,123.50 841.60
Urine volume (ml) 110.00 60.00 60.00 90.00 320.00
% Excretion (mg) 1,645.73 597.40 247 .41 75.74 2,566.29
Excretion rate (%) 54.86 19.91 8.25 2.52 85.54
Concentration (xg/ml) 12,177.70 1,683.20 1,932.90 328.30
Urine volume (ml) 125.00 345.00 100.00 115.00 685.00
2z Excretion (mg) 1,522.31 580.70 193.29 37.75 2,333.96
Excretion rate (%) 50.74 19.36 6.44 1.26 77.80
Concentration (ug/ml) 4,955.90 2,578.20 1,167.90 169.90
28 Urine volume (ml) 325.00 215.00 125.00 190.00 855.00
Excretion (mg) 1,610.67 554.31 145.99 32.28 2,343.25
Excretion rate (%) 53.69 18.48 4.87 1.08 78.11
Concentration (zg/ml) 18,479.10 9,605.50 2,977.60 512.90
I Urine volume (ml) 90.00 55.00 65.00 120.00 330.00
Excretion (mg) 1,663.12 528.30 193.54 61.55 2,446.51
Excretion rate (%) 55.44 17.61 6.45 2.05 81.55
Concentration (ug/ml) 7,457.70 3,915.30 1,991.00 604.80
a0 Urine volume (ml) 215.00 120.00 90.00 65.00 490.00
Excretion (mg) 1,603.41 469.84 179.19 39.31 2,291.74
Excretion rate (%) 53.45 15.66 5.97 1.31 76.39
Concentration (ug/mi) 16,711.70 9,946.50 3,358.70 1,187.90
31 Urine volume (ml) 80.00 45.00 60.00 55.00 240.00
Excretion (mg) 1,336.94 447.59 201.52 65.33 2,051.39
Excretion rate (%) 44.56 14.92 6.72 2.18 68.38
Concentraticn (ug/ml) 9,297.30 8,250.90 2,698.30 816.70
2 Urine volume (ml) 170.00 85.00 110.00 95.00 460.00
h Excretion (mg) 1,580.54 701.33 296.81 77.59 2,656.27
Excretion rate (%) 52.68 23.38 9.89 2.59 88.54
Concentration (ug/ml) 10,759.00 9,863.30 2,810.50 699.70
43 Urine volume (ml) 145.00 50.00 50.00 60.00 305.00
Excretion (mg) 1,560.06 493.17 140.53 41.98 2,235.73
Excretion rate (%) 52.00 16.44 4.68 1.40 74.52
Concentration (ug/ml) 7,697.00 2,224.70 1,310.80 361.30
2 Urine volume (ml) 205.80 225.00 120.00 125.00 675.00
Excretion  (mg) 1,578.05 500.56 157.30 45.16 2,281.07
Excretion rate (%) 52.60 16.69 5.24 1.51 76.04
Mean concentration (ug/ml) 10,611.60 5,280.35 2,071.11 536.31 -
+S.D. 4,269.00 3,820.55 1,124.78 304.37 -
Mean excretion rate (%) 53.52 17.84 6.22 1.75 79.33
+S.D. 3.83 2.26 1.51 0.53 5.41
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Table 25 Urinary concentration in Serieslll : CVA-K (0.2g, NV bolus)
No. Time (hr.) 0-2 2-4 \ 4-6 6-8 | 0-8
Concentration (ug/ml) 504.00 165.40 47.30 12.90
Urine volume (ml) 170.00 95.00 95.00 127.00 ‘ 1487.00
2 Excretion  (mg) 85.68 15.71 4.19 1.64 | 107.32
Excretion rate (%) 42.84 7.86 2.25 0.82 | 53.76
Concentration (ug/ml) 493.50 42.90 27.80 7.30 | '
Urine volume (ml) 157.00 315.00 124.00 155.00 ! 751.00
% Excretion  (mg) 77.48 13.51 3.45 113 | %557
Excretion rate (%) 38.74 6.76 1.72 0.57 47.79
Concentration (ug/ml) |  1,076.90 80.30 |  24.40 760,
i Urine volume (ml) 80.00 135.00 | 105.00 85.00 | 405.00
B Excretion  (mg) 86.15 10.84 2.56 0.65 | 100.20
| Excretion rate (%) 43.08 5.42 1.28 0.32 | 50.10
Concentration (ug/ml) 632.80 185.60 39.30 7.90 |
Urine volume (ml) 110.00 60.00 72.00 100.00 ! 342.00
2% Excretion (mg) 69.61 11.14 2.83 0.79 84.36
Excretion rate (%) 34.80 5.57 1.41 0.40 12.18
Concentration (ug/ml) 366.00 34.30 30.50 11.80 | o
2 Urine volume (ml) 220.00 460.00 135.00 110.00 ‘ 925.00
- Excretion (mg) 80.52 15.78 4.12 1.3 101.7
| Excretion rate (%) 40.26 7.89 2.06 0.65 50.86
| Concentration (ug/mi) 402.40 27.20 19.60 1.90 o
2 i Urine volume (ml) 184.00 256.00 60.00 65.00 565.00
| Excretion (mg) 74.04 6.96 1.18 0.32 32.30
Excretion rate (%) 37.02 3.48 0.59 0.16 11.25
Concentration (ug/mi) 469.00 157.00 42.90 6.90 |
2 Urine volume (ml) 220.00 55.00 60.00 115.00 150.00
Excretion (mg) 103.81 8.64 2.57 0.79 | 115.31
Excretion rate (%) 51.66 4.32 1.29 0.40 57.66
Concentration (ug/ml) 403.70 24.20 34.10 14.20
30 | Urine volume (ml) 270.00 100.00 100.00 75.00 545.00
Excretion (mg) 108.81 2.42 3.41 1.07 115.71
Excretion rate (%) 54.41 1.21 1.71 0.33 ‘ 57.85
Concentration (ug/ml) 749.80 201.60 41.50 11.00 | T
al Urine volume (ml) 100.00 80.00 70.00 55.00 | 305.00
i Excretion (mg) 74.97 16.13 2.91 0.61 E 94 .61
| Excretion rate (%) 37.49 8.06 1.45 0.30 47.30
! Concentration (ug/ml) 369.80 82.50 28.60 7.40 i
2 ! Urine volume (ml) 190.00 120.00 75.00 50.00 ‘ 435.00
Excretion (mg) 70.26 9.90 2.15 0.37 32.68
Excretion rate (%) 35.13 4.95 1.07 0.19 41.34
Concentration (ug/ml) 588.30 208.40 53.10 11.30 !
3 Urine volume (ml) 145.00 70.00 57.00 75.00 347.00
Excretion (mg) 85.30 14.59 3.03 0.85 103.77
Excretion rate (%) 42.65 7.29 1.51 0.42 51.88
Concentration (ug/ml) 226.10 27.90 25.80 8.90
3 Urine volume (ml) 380.00 435.00 100.00 95.00 | 1,010.00
Excretion  (mg) 85.92 12.14 2.58 0.85 ; 101.48
Excretion rate (%) 42.96 6.07 1.29 0.42 | 50.74
Mean concentration (ug/ml) 523.51 103.11 34.57 | 9.34 | —
+S.D. 222.35 74.67 10.22 | 2.83 | —
Mean excretion rate (%) 41.76 5.76 | 1.47 kT 0.42 i 19.42
1SD. 6.10 2.07 0.43 | 0.18 5.70
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Fig.8 Comparison of mean serum concentration
following IV bolus administration of either
TIPC 3.0g or CVA-K 0.2g or 3.2g of
BRL 28500 (n=12)
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Fig.9 Comparison of mean urinary excretion
following IV bolus administration of
either TIPC 3.0g or CVA-K 0.2g or
% 2g of BRL 28500 (n=12)

(ug/ml)

15000¢ TIPC
8 —— TIPC3.0g(3.2g)
£ ] ——TIPC3.0g
€ 10000f ( )BRL 28500
< @
s (%) =
- 100
= B)
s Z
£ 5000 S
= 50 %
£
0 il o =
0-8(hr.) =
(ug/ml)
7
sock CVA
- o— CVA 0.2g(3.2g)
2 ] ——=CVAO0.2
g o0y ( )BRL28500,
= -
S (%) £
§ 400f 100 g
> s
s S
£ 2001 50 %
D -
ol - 0o 2
0-2 2-4 46 6-8 0-8(hr.) =

YY) =1 (HARKES) Tk Tk BRL 28500 %
18 0.8 g HARHEE Lich, BKIERS L OBk E

fECRWTE - e BEIRD bRILh - e,

v ) —X2 (BERFICERIT % dose response) T3,
BRL 28500 0.8g, 1.6g ¥ XU* 3.2¢ % 1 ElRAR
L1, BRERS L OBRREECS TR
D BT 5 T ’

v ) — X3 CGEAIMEER) TLbEHCERT LR
bhBERBEIIRD bhith - fehs, CVA Bk
FRRIER T1 Bicis Rk o ehL#A AR bhioa, —
BYETHY, # 1.5 FERKIER L,

7¢%, BRL 28500 (3BERFT D TIPC & CVA D4
ThbH, TIPC DRLMRERXFTHTHERZ IR T3,
CVA 34— 72 vF VBRI E O TILD - o,
ZOREMIECHER IR TV 5Y,

Dotk y, SEOEERAC L HERS—HERR
CREWTE, FEROEHAHAER & B L TEiMEL
RBEMRIRDONT, TORLEIFHERIN, ¥hm
BFBTRE, Robkt s TIPC BIHBRER L k2N
7e, CVA #B&T5Z itk b TIPC L oMEER
LRDOLNT, FIEFE LTEIBERCE, TELEDL
NBEARTH %,

X [N

1) BROWN, A.G.; D. BUTTERWORTH, M. COLE,
G. HANSCOMB, J.D.HooD, C.READING & G.
N. ROLINSON : Naturally-occurring p-lactama-
se inhibitors with antibacterial activity. J.
Antibiot. 29(6) : 668~669, 1976

2) HR A, BAFE, FFME R HORTON:
BRL 28500(Clavulanic acid-Ticarcillin) o &
PIEERIER, Chemotherapy ()

3 WM &, BIE EAKE: <120k K
HREEMAF . FILE, Hm, 1983

4 W B~ = v XD EMENBIREENE,
BILE, B, 1984

5) ¥f &, H.P. 72 ViRZE : EYolBKLKRR
e, BI ¥, Fa, 1983

6) HAFE, hIUBHKE: BERR -~V 7y 7,
7YT V7V AT A, HIE, 1980

T OTEE % MNEFS, FEY_ M 771
FART 4 9 P AERYE, VT L= VAR K
7, 1985

8) BENNET,S.; R.WISE, D.WESTON & J. DENT:
Pharmacokinetics and tissue penetration of
ticarcillin combined with clavulanic acid. An-
timicrob. Agents Chemother. 23(6) : 831~
834, 1983

9) BRL 25000 (Clavulanic acid-Amoxicillin) #X
445, Chemotherapy Vol.30 (S-2), 1982



VOL. 34 s—4 CHEMOTHERAPY 247

PHASE I STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

—_SINGLE INTRAMASCULAR AND INTRAVENOUS ADMINISTRATION—

KenTaro WaTaNaBE, Masaru Kovama and Fukuvo Inma
Department of Internal Medicine, Tokyo Kyosai Hospital

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

Series I

BRL 28500 0.8 g was administered to ten volunteers by intramuscular injection. The peak serum
concentrations of TIPC and CVA were achieved one hour and 45 minutes after administration with
values of 23.20 and 1.12 pg/ml respectively. The urinary excretion rates (0-8 h) of TIPC and CVA
were 69.5 and 41.0% of dose. No adverse effect or abnormal laboratory findings were observed.

Series II

BRL 28500 0.8g, 1.6g and 3.2g was administered to twelve volunteers by intravenous injection.
Serum concentrations of TIPC and CVA were 118.8 and 5.9 pg/ml following 0.8¢g, 217.7 and 11.1
pg/ml following 1.6g, 404.3 and 20.9 pg/ml following 3.2 g respectively, achieved 5 minutes after
administration. AUC’s for TIPC and CVA were 105.9, 4.6 and 215.3, 8.6 and 461.2, 18.3 hr-pug/
ml respectively. A dose response between 0.8g, 1.6g and 3.2g BRL 28500 was observed. The
urinary excretion rates (0-8h) of TIPC and CVA were about 76 and 497 respectively. No adverse
effect or abnormal laboratory findings were found.

Series III

TIPC 3.0g, CVA 0.2 g and BRL 28500 3.2 g were administered to twelve volunteers by intravenous
injection using the triple cross over method. The serum concentrations of TIPC following administra-
tion of TIPC alone and following BRL 28500 were 420.7 and 408.8 pg/ml respectively achieved 5
minutes after administration, while corresponding values for CVA alone and after BRL 28500 were
19.5 and 20.2 pg/ml achieved 5 minutes after administration. There were thus no significant differen-
ces when the components of BRL 28500 were administered separately and in combination. These
results confirmed that there was no interaction between CVA and TIPC when co-administered as
BRL 28500. The excretion rates of TIPC after administration alone and as BRL 28500 were 79.3 and
74.7% corresponding values for CVA were 49.4 and 47.7% respectively. No abnormal laboratory
findings were found. One case of facial flushing in the administration of CVA was observed which
disappeared about one hour and forty minutes after administration without treatment. No association
with the injection’ofJCVA was found.



