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Fig. 1 Effect of PC-904 on blood pressure in volun-
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Fig:2 Effect of PC-904 on heart rate in volun-
teers
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Fig.3 Effect of PC-904 on respiratory rate in
volunteers
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Table1 Effect of PC-904 on GOT,GPT and LDH

Case Liver After injection of PC-904
No. |function Before Just after| After | After.
injection {60 min.| 48 hr.
GOT™ 29 26 27 26
1 GPT* 33 22 26 28
LDH*| 337 280 283 365
GOT 21 21 24 26
2 GPT 24 17 20 23
LDH 187 293 180 238
GOT 27 26 26 29
3 GPT 28 22 22 26
LDH 237 275 244 273
GOT 22 18 19 33
4 GPT 14 9 12 14
LDH 168 260 264 203

*¥1 GOT normal value : 8-40 K. U.
*2 GPT normal value : 3-35 K. U.
*3 LDH normal value : 50-400 K. U. |
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Table 2 Background factors of volunteer and laboratory findings by intravenous injection of PC-904

No. of case No. 1 No. 2 No. 3 No. 4
Sex Male Male Male Male
Age 52 41 47 39
Body weight 68kg 53kg 63kg 57kg
Dose 500 mg 500 mg 1000 mg 1000 mg
Time of inj. 4min, 2min. 4 min, 2min,
Item Normal value | Before | After Before | After Before | After Before After
RBC (x10%) 450~ 550 540 531 438 450 440, 438 _474 ]
Ht (%) 38~18 52 52 42 44 49 48 46 46
Hb (g/dl) 14~18 16.8 17.8 13.5 13.9 15 14.8 15.4 15.2
Reticulocytes (%) 3~11 5 4 7 6 6 6 4 3
WBC (_/mm?*) | 5000~ 8000 7100 7300 5000 4200 6500 6800 4000 4600
Baso. 1 - - - - - 1 1
Eosi. 1 2 1 1 8 6 2 1
Myelo. - - - - - - - -
Meta. - - - - - - - -
Stab. [ 3 3 4 3 3 3 3
Seg. 43 52 33 51 47 30 48 54
Lympho. 4 39 60 41 41 58 45 38
Mono. 2 4 3 3 1 3 1 3
Platelet (X 10*/mm?) 14~34 15.0 17.2 18.4 22.0 19.8 20.2 12.2 13.6
(1hr) 8 3 4 3 6 4 3 2
ESR (2hr) 21 14 11 12 19 14 8 10
RA test =) (=) (=) (=) (=) (=) (=) (=) (=)
Coombs test -) (=) (=) (—) (_) (-) (=) —=) (=)
CRP =) (=) (=) (=) (+) (=) =) =) (=)
ASO (todd) 125~166 50 12 12 12 12 125 50
Bilirubin total (mg/dl) 0.2~0.8 0.9 1.1 0.2 0.6 0.3 0.4 1.3 0.8
direct _ (mg/dl) 0~0.2 0.3 0.3 0.1 0.2 0.1 0.1 0.5 .3
GOT (kU) 8<40 29 36 21 26 27 29 22 2.
GPT (kU) 3~35 33 28 24 23 28 26 14 14
ALP (kU 3~11 10.8 10.8 9.0 9.9 11.4 10.8 10.8 .2
L H (kU) 50~ 400 337 365 187 238 237 27 168 20.
T TT 0~ 4 1.6 1.4 2.4 3. 2.8 .6 3.1 .1
ZTT 4~12 5.6 5.5 4. 4 3.5 .8 5.9 0
Total protein (g/dl) 6~8 7.8 7.6 7. 7. 7.8 7.6 7.4 7.4
Albumin (%) 57~68 58.4 56.9 60. 59. 59.9 56.8 59.2 60.2
ai-Globulin (%) 1.5~5.7 3.7 3.6 3.6 4.0 3.5 3.6 3.4 3.6
ar (%) 5~11 6.9 7.2 8.2 10.5 8.6 8.7 8.0 7.3
p- (%) 7~13 12.4 13.7 11.7 10.0 13.8 14.8 13.2 13.8
7 - (%) 10~18 18.3 18.4 16.0 15.7 14.0 15.8 16.0 14.9
B U N (mg/d 9~17 14 14 10 13 10 13 18 24
s-creatinine (mg/dl) 0.8~1.8 1.1 1.0 0.9 0.9 1.1 1.0 1.0 1.0
s-amylase (mg/dl) 70~220 110 117 149 156 159 128 424 426
Uric acid (mg/dl) 2~6 6.6 6.5 4.0 4.9 6.7 6.7 6.0 5.7
_Cholesterol (mg/dl) 130~ 250 188 209 134 172 194 233 190 183
F BS (mg/dl) 80~11 91 87 95 99 99 95 83 92
Na (mEq/1) 138~ 14 153 146 150 145 153 143 151 142
K (mEq/1) 3.8~5. 4.7 4.8 4.5 4.5 4.7 4.4 4.8 4.4
Ca (mg/dl) 4.0~5.9 4.7 5.0 4.5 4.8 4.9 4.8 4.9 4.8
Cl (mEq/1) 97~106 103 104 104 101 104 103 103 104
Urine specific gravity 1.025 1.018 1.024 1.024 1.007 1.010 1.025 1.029
pH 5 6 6 6 6 6 5 6
Urinary protein (=) (=) (=) (=) (=) (-) (=) -=) =)
Glucosuria (=) (=) (=) (=) (=) (=) (=) =) -
u-bilirubin =) (=) (=) (=) (=) (=) (=) - -
Urobilinogen (=) (= (=) (=) (=) (= (=) = -
Urobilin (=) (= (=) (=) (=) (= (=) = -
Acetone_body (=) (= (=) (=) (=) (= =) = -
Occult_blood -) (= (=) (=) (=) (= =) - =
R B C 7 1 6 1 - - — -
Secdiment  Oast - = 2 - — - - 2
W B C - — = = 2 5 = T
Urinary amylase (u/dl) 110~ 810 308 134 344 324 48 52 756 974
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Table 3 Serum concentration and half life of PC-904 after intravenous injection
Time of Serum concentration (ug/ml)
Standard Dose y .
curve (mg) (rlm‘;: ) Case No. Before Just after| After After After Half life
i injection | 15min. | 30 min, | 60 min,
500 4 1 <0.47 155 52.9 37.0 21,8 36
Serum 2 2 <0.47 394 82.5 51.8 32.6 34
dilution
(consera) 1000 4 3 <0.47 188 93.6 72.7 41.9 39
2 4 <0.47 825 126 89.8 62,7 45
500 4 1 <0.13 64.4 20.3 13.8 7.9 _
PBS 2 2 <0.13 174 32.7 19.9 12.1
dilution
(pH:7.0) 1000 4 3 <0.13 78.9 37.4 28.5 15.9
2 4 <0.13 384 51.4 35.8 24.4
Bioassay : Disk method (HIA)
Test organism : M. luteus ATCC 9341
Table 4 Urinary excretion of PC-904 after intravenous injection
Ti 0~2 hr. 2~4 hr. 4~6 hr,
Dose fl_me Case Uni Uni c G Us U - : - :
y |9f V2| Na. rine |Urinary |Cumulative| Urine |Urinary|Cumulative| Urine |[Urinary|Cumulative
(mg (min. ) volume | conc. | recovery |volume | conc. | recovery |volume | conc. | recovery
(ml) |(ug/ml)| rate (%) | (ml) [(ug/ml)| rate (%) | (ml) |(ug/ml)| rate (%)
4 1 235 327 15.4 95 161 18.4 150 25.0 19.2
500 2 275 360 19.8 140 117 23.1 475 11.2 24.1
Mean 255 344 17.6 118 139 20.8 313 18.1 21.7
4 3 900 219 19.7 100 284 22.6 175 52.8 23.5
1000 2 4 150 1450 21.8 65 635 25.9 65 298 27.8
Mean 525 835 20.8 82.5 460 24.3 120 175 25.7

Bioassay: Disk method (HIA)
Test organism : M. luteus ATCC 9341
Standard solution : M/15 PBS (pH 7.0)
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CLINICAL STUDY ON THE SIDE EFFECTS OF INTRAVENOUS
ADMINISTRATION OF PC-904 IN HEALTHY VOLUNTEERS

Rvoy Uepa, Susumu HoricucHi,

Hisavyasu Takemura and Yuzo Kawamor:

Department of Internal Medicine, Kosetsu Memorial Hospital

For the purpose of investigating reactions of toxicity of PC~904 when it was one-shot injected intra-
venously (iv), 500 mg or 1000 mg of the drug were infused iv with 2 or 4 min. respectively into

healthy adult men.

Clinical signs were observed by checking blood pressure, electrocardiogram, peripheral blood analysis,
blood chemistry and urine tests before and after the administration. R
As the results, no abnormal changes were noted in blood pressure, heart rate and electrocardiogram..
Other laboratory findings also did not reveal any abnormalities. ‘
From these data, it is believed that PC-904 does not affect any detectable toxicity on various kinds
of organs’ functions including circulatory system, when the drug is administered by iv one-shot with

the above mentioned dosage and infusion speed.

The abstract of this paper was presented at the 25 th Congress of Chemotherapy (Japan Saciety of
Chemotherapy), New Drug Symposium, Gifu, June 1977.



