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Table 1 List of male healthy volunteers in phase I study on RU 28965
Series Sex Age (year) Body weight (kg) Height (cm)
s M 20 51 187
M 21 57 170
M 23 72 177
M 21 55 170
M 21 70 170
M 20 52 161
I M 21 65 165
M 22 73 160
M 26 52 171
M 21 65 175
M 22 66 173
M 20 72 179
M 21 68 173
M 21 61 170
M 21 70 158
M 22 56 165
M 22 68 176
M 21 68 174
I M 23 55 172
M 21 52 166
M 22 57 167
M 20 60 177
M 20 59 170
M 21 60 170
M 23 61 170
M 20 60 175
M 21 65 173
| M 23 63 180
M 20 63 178
M 24 78 175
M 20 61 177
M 22 64 180
M 21 61 168
M 22 70 172
M 21 56 170
M 22 56 168
M 24 61 180
v M 20 58 174
M 25 55 162
M 22 65 170
M 21 63 167
M 20 53 165
M 21 63 178
M 22 62 170
M 22 60 172
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Table 2 Summary of studies on RU 28965
Series Purpose Dose ] Number of volunteers Note
100 mg 12
I Dose response § tol 150 mg | Fasting
and tolerance 300 mg ! (Cross-over) !
Dose response 300 mg 12 .
i
and tolerance 600 mg (Cross-over) Fasting
ll| Tolerance 150 mg X 7 7 Fasting
v Tolerance 150 mg X 29 14 Fasting
Fig. 2 Examination schedule for single administration of RU 28965
[Series 1] 100, 150, 300 mg [Series [I] 300, 600 mg
Administration After
Item |
Pre 1 2 4 8 12 24 h 1 week

1 1 1 1 1 1 1

Haematology @) o o

Serum biochemistry o PN PaN AN O (¢]

Urology e} o o

Physical exam e} O o} o o} (0] @]

A Only for Al-P,GOT, GPT



Haematology

MCHC, Prothrombin time(PTT), Active thromboplastin time(APTT), Fibrinogen,
Thrombo test, Partial thromboplastin, Direct and Indirect Coomss’ test,
Haptoglobin, HBs Ag®*, anti-HBs*
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Fig. 3 Examination schedule for multiple administration of RU 28965
[Series M) 150 mg/day for 7 days
Day 1 Day 2 | Day 3 |Day 4 | Day 5 | Day 6 Day 7 After
Item Adm. Adm, | Adm. | Adm. | Adm. | Adm. | Adm.
Pretl 2 4 8 12 hipy ! Pre ¥ Pro ¥ Pre * Pre ¢ P!l 2 4 8 12 24 h|lweek
Haematology @] O (@] Qo
Serum
biochemistry © o © o
Urology o o) o) o e}
Physical exam |O O O O o |o 0 o) o) o) o) o |o
Fig. 4 Examination schedule for multiple administration of RU 28965
[Series IV] 150 mgX2/day for 15 days
29 doses
Item Days 1 and 8 Days 2,5,9,12 Day 15 After
Pre 1 2 4 8 12h|Pre Pre 1 2 4 8 12 24h| 1week
e 1 1 1 1 1 1 1 1 1 1 1 1 1 1
" Haematology o} 0] 0] 0 0
. ‘Serum biochemistry | O (¢] (@] 0O [e]
Urology (@] o] o [e] (@]
Physical exam O 0O 0O O o (0] O O O ©° o O . [e]
Table 3 Clinical laboratory test items in phase I study on RU 28965
RBC, WBC, Hb, Platelets, WBC, WBC fraction, Ht, Reticulocytes, MCV, MCH,

Serum biochemistry

GOT, GPT, Al-P, Total protein, A/G ratio, BUN, Creatinin,
Total cholesterol, LAP, LDH, 7 -GPT, Total bilirubin, Blood sugar,

Na, K, Cl, Ca, P, ai1-Microglobulin®®*, [:z-Microglobulin®*

Urology

pH, Specific gravity, Sugar, Urobilinogen, Bilirubin, Ketone, Occult blood,

Urinary sedimentation

Physical examination

Blood pressure, Pulse, Body temperature, Frequency of respiration

Others

Clinical symptoms, ECG®*, X-ray*, Skin reaction test*

* : Only for screening test

: Only for multi administration test
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Table 4 Laboratory findings in Series I : RU 28965 (p.o.)
RU 28965 100 mg RU 28965 150 mg RU 28965 300 mg Aftes
ltem Normal range Belore Alter Before Alier Before. Aler 1 ek
RBC 450~550/mm> | 481.3240,9 [486.9%41.2 [459,9438.7 [478.0+44.6 [455.3+45.4 [458.1146.4 |464.6+45.8
H { 18.0~17.0g/dl 16,1+ 1.1 | 15.4% 0.0 | 14.0% 1,0 [ 15.0% 1,2 | 14.3% 1.2 | M4.2% 1,2 | 14.5¢ 1.3
Platelets 14~35%/mm? | 23.8% 5.5 | 23.8% 5.1 | 22,54 5.1 | 23.44 4.8 | 22.6% 53 | 22.4% 4.7 | 229+ 55
WBC(X10%) 4,000~8,000/mm° 5.7t 1,5 6.0 1.5 5.5¢ 1.2 5.6+ 1.3 5.5 1.6 5.4% 1.5 5.6t 1.5
R Ba 0~1 0.3 0.5 | 0.3 0.7 | 0.9% 0.8 | 0.4% 0.7 | 0.7£ 0.8 | 0.6% 0.7 | 0.3%05
= Eo 3~5 1.6 1.5 1.5 0.7 1,9+ 0.7 1.9% 1.3 2.0% 1.2 1.7 0.9 1.8 1.1
E Stabs. 3~6 2.9 1.4 3.3% 1.6 3.5+ 1.0 2.3% 1.1 3.1 1,2 3.0+ 1.5 4.1% 10
g Segs. 43~55 57.8+10.7 59.3% 3.1 55,3 5.0 | 51.8% 6.5 56.2% 6.3 | 55.7% 7.8 | 55.1t 8.2
) Lympho 30~45 33.7£10.0 31,5+ 4.3 | 34.9% 5.1 40.0% 6.0 | 33.8%£ 5.9 | 36.7% 8.1 U.7£ 13
'g 3 Mono 4~7 3.7 1.0 4.1+ 1.2 3,5% 1.2 3.7 1.5 4.3 1.1 3.4% 1.1 4.0% 1.3
g | Hematocrit 40~50% 46.3% 3.1 47.0% 2.5 | 44.3% 3.0 | 46.4% 3.0 | 44.4% 2.9 | 44.7+ 3.1 | 46.3 35
é Reticulocytes 3~12%0 9.8% 2.8 10.2+ 3.7 9.8% 2.4 12.8 4.3 10.9% 3.3 10.9+ 2.8 | 13.2% 3.7
MCV 89~99 um> 96.3% 4.4 96.9+ 5.0 | 96.6% 4.8 | 97,5% 5.1 97.9+ 6.9 | 97.8% 5.3 | 99.8 5.6
MCH 29~35pg 31.3% 1.5 31,7 1.7 | 30.5% 1.4 31.4% 1.8 | 31.6% 1.9 | 3l.2% 1.7 | 3L1% 1.8
MCHC 31~35% 32.5% 0.8 32.8+ 1.1 31.5¢ 1.1 32.3+ 0.9 | 32.1% 1.4 31.9% 1.2 | 30.4% 2.1
Prothrombin time 10~ 13sec 12.2% 0.8 11.9% 0.5 1.6t 0.6 11.7% 0.4 11,6+ 0.4 11.2% 0.3 | 1L7£ 1.1
Activated partial thrombo. 30~ 50sec 51.8% 5.0 | 48.1% 6.4 54.4£15.0 | 46.4% 6.1 51.4% 8.2 | 51.0% 9.2 | 49.1£10.9
Fibrinogen 150~400mg/dl [ 189.1%36.6 |185.5+29.0 [179.7+£23.7 |179.8+24.9 {162.3£32.3 |177.4£31.2 1169.3+31.8
Thrombo test 75~100% 98,3% 4.2 | 98.8% 3.5 | 99.7+ 0.8 |98.5 £ 5.2 | 99.7% 1.2 | 99.1% 3.2 ]100
Partial thr 1 50~100 90.9% 4.6 | 85.9%+ 6.8 | 8.5+ 5.8 | 95.6% 9.9 | 77.9% 4.8 | 78.9% 4.4 | 78.9+10.3
13.14{14.8 11.4]13.3 12.3]113.5
*GoT 8~40 (U) 14.7% 6.6 481133 12.0% 2.6 128123 12.5% 3.4 B.alizo 18.4% 5.8
13.3[13.8 11.4111.9 12.0}112.9
*GPT §~35(U) 14.3£12.5 1341135 11.5% 6.1 220123 12.4% 8.7 1350125 13.9% 7.1
1.4] 1.4 1.3] 1.5 1.3] L3
®Al-P 0.8~2.9 () 2.1 2.5 L4l 1.3 1.5 0.4 Lal 13 1.3+ 0.4 131 1.3 L4t 0.4
Total protein 6.5~8.0g/dl 6.6t 1.8 7.3% 0.5 6.9% 0.5 6.9+ 0.5 6.8% 0.4 7.0+ 0.4 7.5+ 0.5
A/G ratio 1.3~2.4 2.2+ 1.8 1.6+ 0.2 1.8+ 0.2 1.7 0.2 1.7+ 0.3 1.6+ 0.2 1.6% 0.2
g BUN 8~20mg/dl 11.5¢ 3.9 13.3%+ 2.1 1.6+ 2.1 12.2% 1.9 11.4% 2.7 12.4% 2.9 13.2+ 2.6
g Creatinine 0.8~1.7mg/dl 2.3 3.7 1.2+ 0.1 1.0+ 0.1 1.0+ 0.1 1.0+ 0.1 1.0+ 0.1 let 0.1
S | Total ol 130~230mg/di | 151.3+51.7 |171.6+24.4 |168.2+23.1 |169.5+24.0 [158.6%17.4 |163.9+19.8 | 181.2+26.6
'§ LAP 113~171 (U) 129.8+18.7 |113.3+15.1 [115.6+13.9 [123.4+14.5 |117.8%14.8 [118.7+14.6 |136.9118.3
@ LDH 50~400 (U) 234.3+52.9 [218.9430.3 [244.5+36.4 1236.4+17.8 |242.1428.1 |226.0%28.8 }252.2450.9
Y -GTP 0~50mU/ml 32.7+58.5 15.2% 5.1 12.1+ 4.9 12.8% 4.5 12.1% 4.5 12.5% 4.9 | 14.0% 3.7
Total bilirubin 0.2~1.0mg/dl 0.4 0.03 0.4 0.4 0.4+ 0.03 0.4 0.4 0.4+ 0.03
Blood sugar 70~110mg/d] 92.0+29.7 |100.2+ 5.2 9.7 7.7 95.8% 5.3 97.0% 6.3 95.3% 6.7 | 93.1110.4
- Na 135—147mEq/L |136.2+11.9 |138.6+ 2.2 |140.7+ 3.4 |137.8+ 2.3 {137.6% 1.9 |139.6% 3.4 |140.3+ 2.4
$ K 3.6~5.2mEq/L 15.1+37.8 4.2 0.2 4.2+ 0.2 4.1+ 0.3 4.1+ 0.2 4.2+ 0.2 4.0+ 0.3
_g Cl 98~108mEq/L | 93.6+28.5 |103.5% 2.2 [104.3%+ 2.2 [102.0%+ 1.9 [101.8%+ 2.0 |103.3% 2.6 |103.4% 2.5
g Ca 4.5~5.5mEq/L 12.4£27.0 4.6 0.2 4.8% 0.2 5.2% 0.1 5.0% 0.1 4.7 0.3 4.9+ 0.3
P 2.5~4.5mg/dl 3.1 0.6 3.0+ 0.2 3.2+ 0.4 3.0+ 0.3 3.1+ 0.3 3.1+ 0.4 3.1% 0.3
pH 6.1+ 0.6 5.9% 0.4 6.0t 0.6 5.9+ 0.4 5.7+ 0.3 5.8+ 0.4 5.9% 0.5
Specific_gravity 1.020~1.036 | 1.017~1.035 | 1.0)6~1.037 | 1.015~1.037 | 1.016~1.039 | 1.013+1.037 | 1.024~1.040
Protein
Sugar
" Urobilinogen
'g Bilirubin
2 | Ketone
5 [ Occult_blood
5 | RBC
% | WBC
‘é — No particular abnormality
:; Small round heli
Others
1-1 form 108~224
o Haptoglobin 2-1 form 178~256mg/dl
2 2-2 form 109~187
5 Direct COOMBS (=)

Indirect COOMBS

(=)

*GOT, GPT, Al-P value A‘&
8h 124



VoL 38 5-¢ CHEMOTHERAPY Ll
Table 5 Laboratory findings in Series II : RU 28965 (p.o.)
RU 28965 300 m RU 28965 600 mg After
) Ttem Normal range Before Al;e Before After 1 week
RBC 450~550/mm> 475.6+21.0 [457.0%+21.5 [439.7+16.4 [435.8+23.5 [449.7%18
Hemoglobin , 13.0—~17.0g/dl 4% 0. 4.8+ 0.7 14.3% 0. .0+ 0.7 4.4
Platelets L 14~35%/mm’ .3% 5. .5+ 5, 22.4% .6+ 4.0
WBC X10%) o 4,000~8,000/mm’ 6.0% 1. 4% 0. 8% 1. 4% .32 0.
[ Ba . . 0~1 0.7+ 0. .7+ 0. 0.4% 0. + , 7% 0.
~ Eo', " ~5 3.3+ 2.2 2.2+ 1. 2.1+ 1.5 .3 T2 1
£ ﬁ”( ~6 1.6% 1.2 | 3.5% 1.2 | 3.2 1.3 | 3.8% 7% 1.
E Sefis. ..o 43~55 49.6+ 7.7 44.6x11.1 47.2% 6.0 48.5% 47.7% 7.
E ) Lymphd . - 30~45 40.8%+ 7.4 44.9%10.7 42.9% 5.1 41.8% 41. 1%+ 8,
Bl 2 Mot ¢ 4~7 4.2+ 1. 4.2% 1.0 4.3+ 1.4 4% 1. 5.3 £ 1.
& | Hematocrit N 40~50% 47,2+ 1.6 44,81 2.1 43.5% 1.7 42.8%¢ 2.0 44.4% 1.
& [Reticulocytes 3~ 12% 8.4% 1.6 | 9.2 3.8 | 89% 2.2 | 10.8% 2, 10.3% 2.0
MCV 89~99.ug’ 99.0% 2.8 98.3%+ 3.1 98.2+ 2. 98.1+ 2. 98.8+ 3.7
MCH 29~35pg 3.8+ 1.1 32.4% 1.2 32.3% 1. 32.3% 1. 32.0 1.5
MCHC 31~-35% 32.1% 1.0 32.8% 1.1 32.9%+ 0.7 32.8% 0.9 32.4% 0.9
Prothrombin_time 10~13sec 11,7+ 0.2 12.0% 0.5 1.9+ 0.2 12.3% 0.6 1.7 0.9
Activated partial thrombo. 30~50sec 42.1% 5.3 43.3%+ 3.8 41.2+ 4.0 43.2+10.9 | 36.0%+ 6.2
Fibrinogen 150~ 400mg/d! 169.7+14.9 |173.3+17.3 |173.3+32.1 [189.0+26.0 |198.3%+17.1
Thrombo test 75~100% 99.9% 0. 99.6+ 1.4 99.0+ 3.5 |100.0 99.9+ 0.3
_ Partial thromboplastin 50~100 87.21 6. 84.3+ 7.9 79.4% 7.0 81.4+11.3 80.9% 5.0
. - 15.1]15.8 15.9117.9
GOT 8~40 (V) 15.3+ 4.4 1511138 15.3+ 5.2 16.8115.3 19.7% 6.8
. - 14.1]13.6 14.8115.4
. *GPT 5~35(U) 13.0+ 7.5 1461133 13.9% 8.1 517149 15.9¢ 8.9
*Al-P 0.8~2.9 (U) 1.5% 0.4 i: = g 1.3% 0.3 }g }; 1.4% 0.3
Total protein 6.5~8.0g/dt 7.0+ 0.4 6.8+ 0.5 6.5+ 0.3 6.5+ 0.4 7.1+ 0.4
A/G ratio 1.3~2.4 1.6+ 0.2 1.7+ 0.2 1.7+ 0.2 1.7+ 0.1 .6+ 0.2
g‘ BUN ~20mg/d] 12.8+ 3.1 13.3+ 2.0 1.5 2.5 11.9%+ 2.2 13.3+ 2.7
'g Creatinine 0.8~1.7mg/d! 1.2+ 0.1 1.0+ 0.1 1.0+ 0.1 1.0+ 0.1 .0 0.
£ | Total cholesterol 130~230mg/d! 162.9+30.9 [161.3+25.5 [147.0+22.1 |143.5+20.7 |155.0+21.9
'§ LAP 113~171 (U) 147.3+13.2 | 148,2+14.4 (133.1+13.8 |130.1+11.9 [147.8+14.7
H LDH 50~400 (U) 234.1+24.5 [230.0+32.6 |245.4+37.1 1227.4+30.1 |!264.8+39.0
r-GTP 0~50mU/ml 19.6+12.7 17.8+11. 4 16.3%10.5 16.4+11.2 18.3+11.2
Total bilirubin 0.2~1.0mg/d! 0.4 0.4 0.4+ 0.04 0.4 0.4
Blood sugar 70~110mg/dl 97.1% 5.4 94.9% 6.3 98.8+ 5.0 [102.9+ 3.8 [106.3+25.8
" Na 135~147mEq/L 137.3+ 1.6 |139.4+ 2.2 [142.7+ 2.3 |139.3%+ 2.7 [138.1%+ 2.0
s K 3.6~5.2mEq/L 4.0+ 0.3 4.0+ 0.4 4.1+ 0.2 3.9+ 0.3 3.9+ 0.2
E Cl 98~108mEq/L 103.3+ 2.8 |103.0+ 4.0 [102.3+ 2.5 |102.9%+ 2.4 |104.6% 2.3
El Ca 4.5~5.5mEq/L 4.7+ 0.2 4.7+ 0.1 4.9% 0.2 4.6+ 0.2 4.9% 0.2
P 2.5~4.5mg/dl 3.6+ 0.3 3.6 0.5 3.5+ 0.5 3.7+ 0.4 3.1+ 0.3
pH 6.0+ 0.5 5.9+ 0.4 5.9+ 0.2 5.8 0.3 6.0+ 0.7
Specific gravity 1.020~1.035 [ 1.018~1.035 | 1.018~1.036 | 1. 008~1.040 | 1. 016~1. 042
Protein
Sugar
" U'n.:bilinoggn
g Bilirubin
S | Ketone
5[ Occult blood
s [RBC
% W§ !:(a:mous epithelium No particular abnormality
E Small round epithelium
Others
1-1 form 108~224
Haptoglobin 2-1 form 178~256 mg/dl
2-2 form 109—187

Direct Coomes

(=)

<]
_J Indirect Coomss

(=)

*GOT, GPT, AI-P value :

4h |12h
8h 124h
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Table 6 Laboratory findings in Series [l : RU 28965 (150mgX7)

Item Normal range Before Day 4 Before Day 7 24 h k,_}js"':k
RBC 450~550/mm’ 444.04+24.5 |453.4%32. 439.3+30.0 [462.6+31.6 |442.4+25. J-
Hemoglobin 13.0~17.0g/dl 13.9% 0.6 14,1 0. 14.1% 0.6 14.3% 0.7 13.87 1.0
Platelets 14~35%/mm’ 20.0%+ 3.2 21.1% 2 2.0t 2.5 21.6% 2.2 216+ 2.1
WBC(X10%) 4,000~8,000/mm” 5.0+ 1.4 5.4% 1. 50% 1.2 | 6.0 2.0 | 4.5% 1.0
® Ba N 0~1 01+ 04 ] 0608 ] 04t 05 | 0.1% 0.4 0.1t 0.4
= Eo R 3~5 2,91 1.9 2 . 3.0t 2.8 23+ 1.7 | 1.7% 0.8
2 Stabs. 3~6 L1+ 1.1 | 2.3% : 2.0t 0.6 1.7 0.8, 2.3+ 1.3
¥ Segs. T 43~55 46,1+ 5.0 | 48.3% 6.3 | S0.3% 7.3 | 55.4+ 4.6 . SI.1% 4.5
Lympho 30~45 44.7% 6.0 41.41 7.4 39.74.5.3 | 397+ 3.6_| 4l.1% 54
§ Mono . 4~7 5.0% 2.4 491 21 40t 1.6 | 471 zﬁlﬂ.&_ 3.9% 1.7
| Hematocrit . _ 40~50% 44.31 2.4 44.74 2.8 | 43.61 2.8 | 119t 29 | 43.3% 2.7
Reticulocytes _ _ 3~ 12%. 7t 2.7 12.4% 4.6 12.1% 2.7 109+ 4.2 | 13.0% 3.6
MCV . 89~99,m' | 99.7+ 3.1 98.6+ 3.4 99.3% 2.4 96.7+ 3.5 | 98.0% 3.1
MCH ) 29~35pg 31.6% 1.3 3l.4% 1.1 31.9% 1.2 30.3% 1.3 30.9% 1.1
MCHC o 31~35% 31,3+ 1.1 32.0% 0.8 3.1+ 0.7 31.4% 0.8 31.9% 1.1
Prothrombin time 10~13sec 11,9+ 0.8 12.9¢ 0.3 13.0% 1.0 12.0% 0.4 12.0% 0.5
Activated partial thrombo 30~50sec 41.0% 4.1 45.91 4.4 32.2¢ 3.1 36.9% 3.2 38.9% 4.0
Fibrinogen 150~400mg/d! 197.6+24.8 |231.7437.8 [193.3£19.8 |203.0%£23.5 {211.7425.5
Thrombo test 75—100% 95.7+ 7.9 2.6+19.5 96.4% 8.2 94.7¢ 8.2 9.3+ 9.5
___| Partial thromboplastin 50~100 80.6+ 3.6 96.4112.9 90.3+ 2.4 92.6% 8.2 85.3% 5.8
GOT 8~40 (V) 12.6% 2.3 15.4% 3.7 15.3% 4.0 14.0t 2.6 14.0% 2.6
GPT 5~35 (U) 10.6+ 2.4 13.7% 4.4 14.3¢ 3.9 13.9% 4.0 12.0% 3.6
Al-P 0.8~29 (U) 1.1+ 0.1 1.2+ 0.2 1.3+ 0.2 1.3+ 0.2 1.32 0.3
Total protein 6.5~8.0g/dl 6.5+ 0.2 6.9+ 0.3 6.8+ 0.4 6.7 0.4 6.9+ 0.4
A/G ratio 1.3~2.4 1.7 0.1 1.6+ 0.1 1.8+ 0.1 1.8+ 0.1 1.6+ 0.3
z BUN 8~20mg/di 11.6+ 2.2 12.1+ 2.4 10.7 2.1 11.3% 1.5 10.9+ 2.7
£ [ Creatinine 0.8~1.7mg/dl 1.0+ 0.2 1.0+ 0.1 0.9% 0.1 1.0£ 0.1 1.1+ 0.1
£ [ Total cholesterol 130~230mg/d! 134.9+20.2 |143.4+21.3 |151.7+21.3 |142.6%21.8 |135.3+22.1
3 LAP 113~171 (U) 145.9+10.7 }154.3+13.9 [149.0+13.6 [157.0+11.9 {152.0%+ 9.6
@ LDH 50~400 (U) 234.3+39.8 [263.7+36.8 |243.4+32.6 |233.6+29.3 | 247.7136.4
Y -GTP 0~50mU/ml 8.3+ 0.5 11.3+ 2.9 10.0%+ 2.2 8.4 2.1 8.9+ 1.5
Total bilirubin 0.2~1.0mg/dl 0.4 0.4+ 0.04 0.4+ 0.04 0.4 0.4
Blood sugar 70~110mg/d! 96.3+ 3.9 90.1%+ 4.0 96.7t 4.7 98.6+ 2.7 | 96.9% 7.8
a 1-Microglobulin 10.2~24 2mg/L 17.6+ 3.3 | 187+ 5.1 | 18.4% 4.7 | 18.3% 3.7 | 18.7% 4.3
B 2-Microglobulin 0.8~19mg/L 1.3+ 0.2 1.3+ 0.1 1.3+ 0.1 1.2+ 0.1 1.3+ 0.2
. Na 135~147mEq/L 137.6+ 2.5 |[141.0+ 1.9 [140.7% 2.3 [141.6+ 3.0 |139.4% 2.8
< K 3.6~52mEq/L 4.3+ 0.4 4.1+ 0.2 4.3+ 0.2 4.2+ 0.2 4.2+ 0.2
K Cl 98~108mEq/L 102.6+ 3.2 [103.6+ 1.7 |102.7+ 2.0 {101.0+ 1.0 [103.9% 1.7
< Ca 4.5~55mEq/L 4.7 0.1 4.5% 0.2 5.0 0.1 4.9+ 0.2 4.9% 0.2
“ P 2.5~4 5mg/dl 3.6% 0.4 3.0+ 0.2 3.2+ 0.3 3.3+ 0.4 3.5+ 0.4
pH 5.8% 0.3 5.7+ 0.3 5.8+ 0.3 5.6 0.2 5.9% 0.4
| Specific_gravity 1.031~1.040 1 1.017~1.043 | 1.023~1.039 | 1.024~1.035 | 1.024~1.038
a 1-Microglobulin 0.68~4 24mg/L 3.8 2.0 6.0+ 3.8 5.8*% 3.3 3.3+ 1.3 6.8+ 3.7
B2-Microglobulin 30~340mg/L 185.7469.5 [ 110.7+57.6 [134.6+83.0 |103.3+41.4 | 236.9+161.5
NAG 0.0~50 U/ 3.5+ 2.6 5.1+ 2.3 6.0+ 2.6 3.4+ 1.3 | 6.5+ 3.4
Protein
| Sugar
., | Urobilinogen
¢ | Bilirubin
75‘ Ketone
S | Occult_blood
s | RBC
% [ WBC X
g Squamous _epithelium No particular abnormality
€
< [ Small round epithelium
4 [ Others
1-1 form 108~224
» | Haptoglobin 2-1 form 178~256 mg/dl
£ 2-2 form 109~187
©| Direct Coomss (=)
Indirect CooMBs (=)
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Table 7-1 Laboratory findings in Series IV : RU 28965 (150mgX29)
(Before ~ Day 8)
. hem Normal range Before Day 2 Day 5§ Day 8
FRBC . 450~550/mm° 451.0+23.5 461.617, 458. 114, 446.3+19.7
Hemoglobin 13.0~17.0g/dl 14.4% 1.0 4.7% 0.7 + 0. 14.3% 1.0
Platelets 14~35%/mm® 20.9% 4.7 1.7 5. .01 5. 22.7% 5.6
WBC x10%) 4, 000~8,000/mm3 4% 1 5.1 0. 7% 1.6 5.8+ 1.3
[y Ba 0~ REEN 1.4% 1.0 0.7% 0.8 0.3 0.5
- Eo ~ .31 1. 3.9+ 3.3 3.3 1.0 3.0% 2.0
2 Stabs. ~ 2.4 1.3 0.9+ 1.1 0.4+ 0.5 0.9 0.9
4 E Segs. 43~55 41.6+ 9.8 41.1+10. 44.3£10.5 47.4% 6.9
] Q Lympho 30~45 47.3¢ 49.3%12. 48.3+10.4 44.0% 9.1
HEE Mono 4~7 4.3% 2. 3.4% 4.0+ 2.2 4.4+ 1.6
§ [Hematocrits Q=50% .62 2. 45.3% 2 4.4% 1.4 43.1% 2.9
= [ Reticulocytes 3~12% 11.3% 2. 11.4% 2.6 10.3+ 2.7 4% 2.1
MCV. 89~99 um’ 98.9% 2. 98.0+ 3.9 97.1% 1.8 .6+ 3.6
MCH 29~35pg 32.0% 3.7+ 1.1 3.6 1.1 .0+ 1.5
MCHC 31~35% 32.3+ 0.8 32.7% 0.8 32.6+ 0.8 2.9+ 0.9
Prothrombin_time 10~13sec 12.5¢ 0.4 12.0+ 0.6 13.3+ 0.4 12.2% 0.4
Activated partial thrombo. 30~50sec 36.9+ 6.8 44.5% 8.4 41.7% 2.9 40.0% 3.7
| Fibrinogen 150~400mg/dl 215.9+54.3 201.3+40.9 185.11+37.4 180.6+45.0
Thrombo_test 75~100% 96.1+ 4.8 94.1% 8.1 97.9+ 2.9 85.6%19.4
__| Partial thromboplastin 50~100 90.8+ 8.1 131.9£17.0 102.7+18.4 96.4%11.8
" GOT B~40 (U) 12.4% 2.8 12.7% 3.1 15.1% 3.1 15.4% 3.5
, GPT 5~35 (U) 9.9+ 2.0 10.4% 2.4 13.0% 3.7 12.3% 3.0
Al-P 0.8~2.9 (U) 1.0x 0.1 1.1+ 0.04 1.2+ 0.1 1.2+ 0.1
Total protein 6.5~8.0g/dl 6.6+ 0.4 6.8+ 0.2 7.1+ 0.5 6.8+ 0.4
A/G ratio . 1.3~2.4 1.4% 0.1 1.6+ 0.1 1.5+ 0.1 1.6+ 0.1
:.E' BUN o 8~20mg/dl 13.7+ 2.3 12.6+ 2.8 12.4% 1.5 12.7+ 2.5
‘8 | Creatinine o 0.8~1.7mg/dl 0.9% 0.1 0.9+ 0.1 1.0+ 0.1 1.0+ 0.1
% | Total cholesterol = -~ 130~230mg/dl 150.7+15.0 154.7+16.5 161.0+24.7 158.1+22.1
§ LAP i § 113~171 (U) 145.6112.4 148.3+14.2 150.7+14.5 142.9+15.5
@ LDH A 50~400 (U) 220.3+39.4 221.4146.1 240.3+40.2 225.31+21.8
Y-GTP = "~ 0~50mU/ml 12.3% 5.1 12.4+ 5.6 14.0+ 5.3 11.9+ 4.5
Total bilirubin ' 0.2~ 1.0mg/dl 0.4 0.4 0.4+ 0.04 0.4+ 0.04
Blood sugar 70~110mg/dl 95.4% 3.6 88.9+ 2.5 94.4% 9.2 99.6+ 5.3
@ 1-Microglobulin 10.2~24.2mg/L 17.8%+ 1.7 18.0+ 2.0 18.9+ 1.8 17.4% 3.2
2-Microglobulin 0.8~1.9mg/L 1.2+ 0.2 1.2+ 0.2 1.2+ 0.2 1.1+ 0.2
” Na 135~147mEq/L 138.1+ 2.7 137.6+ 2.4 138.1+ 1.6 139.7+ 2.8
_§. K 3.6~5.2mEq/L 4.1+ 0.2 4.2+ 0.2 4.0+ 0.1 4.0+ 0.2
£ Cl 98~108mEq/L 104.7 2.2 103.6+ 1.0 102.4% 1.7 104.6+ 2.9
- g Ca 4.5~5.5mEq/L 4.7+ 0.1 4.8+ 0.1 4.8+ 0.2 4.7+ 0.1
: P 2.5~4.5mg/dl 3.5+ 0.2 3.1+ 0.2 3.3+ 0.4 3.5+ 0.4
pH 6.1+ 0.5 5.6+ 0.4 5.9% 0.4 6.1+ 0.2
| Specific gravity 1.026~1.040 1.018~1.040 1.019~1.043 1.019~1.039
a1-Microgiobulin 0.68~4.24mg/L 2.0+ 0.6 2.1+ 0.7 3.7+ 1.5 2.3+ 0.8
" |_82-Microglobulin 30~340mg/L 117.6430.2 104.4+24.0 151.9450.2 116.61+48.6
NAG 0.0~5.0 U/ 3.5+ 0.8 3.4+ 0.9 6.0+ 2.6 4.4% 0.9
Protein
Sugar
o | Urobilinogen
£ Bilirubin
% Ketone
> [ Occult blood
g [RBC
% ;vESmous T No particular abnormality
% | Small round epithelium
% [Others
1-1 form 108~224
§ Haptoglobin 2-1 form 178~256 mg/dl
2-2 form 109~187
& Direct Coouns (=)
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Table 7-1 Laboratory findings in Series IV : RU 28965 (150mgXx29)
(Day 9~ After 1week)

ltem Normal range Day 9 Day 12 Day 15 Day 16 IA:'::k
RBC 450~550/mm’ 455.3+27.3 [450.3+14.1 [431.3+15.9 [447.6+15.8 |450.6+16.2
Hemoglobin 13.0~17.0g/d1 14.44+ 1.0 14.5% 0.7 13.7¢ 0.7 14.4% 0.7 14.71 1,0
Platelets 14~355/mm® 22,7+ 5.3 22.9% 4.7 22.0% 4.9 23.1+ 5.7 22.7+ 3.9
WBC(X107) 4,000~ 8,000/ mm> 5.6+ 1.0 5.8% 0.4 5.2% 0.7 5.4% 0.9 5.7% 1
= Ba ] 0~1 0.9+ 0.7 0.9% 0.7 1.3+ 1.0 0.4+ 0.5 1.0% 0
< Lo 3~5 1.9+ 1.1 2.7t 1.8 2.8% 2.2 2.9+ 1.7 1.9%
2 Stabs 3~6 0.1% 0.4 1.3+ 0.5 1.0t 0.9 1.9 1.5 | 0.9%
H Segs. - ~ 43~55 52.3%10.0 | 51,0% 7.0 | 47.5% 9.0 | 49.1% 9.1 | 50.4% 7.8
5l g Lympho | 30~45 42.0t 9.7 | 40.9% 5.6 | 42.3% 6.9 | 41.6+ 9.8 | 42.3% 7.2
il = Mono 4~7 2.9% 1.7 3.3t 1.8 50t 2.3 1,11 2.0 3.6 0.5
§ [ Hematocrits R 10~50% 44.4% 3.0 | 44.4% 2.2 | 42.2% 2.6 | 4.1+ 2.1 | 45.1% 2.4
= | Reticulocytes 3~12%0 12.3f 1.5 | 11.4% 1.0 | 13.3% 3.1 | 13.3+ 1.5 | 12.4% 3.0
MCV B 89~99 4 m’ 97.6+ 3.6 | 98.7+ 2.8 | 97.84 3.1 | 98.7+ 2.6 |100.1+ 3.3
MCH 29~35pg 3.4+ 1.6 | 32.3% 1.1 | 31.5+ 0.8 | 32.1+ 1.2 | 32,4+ 1.4
MCHC 31~-35% 32.4+ 1.3 | 32.6% 0.8 | 32.7+ 1.0 | 32.74+ 0.5 | 32.4% 0.8
Prothrombin time 10~13sec 12.4+ 0.4 12.7%+ 0.4 12.0%+ 0.4 12.8+ 0.6 12.2% 0.4
Activated partial thrombo 30~50sec 41.8%+ 3.3 40.3% 2.9 42.4% 4.6 43.7% 4.6 40.0% 5.5
Fibrinogen 150~400mg/d! 187.1£53.8 [197.1+49.0 [182.2+50.2 [180.0+44.5 |210.4+105.4
Thrombo test 75~100% 96.3+ 7.3 100.0 100.0 86.3+17.0 99.7+ 0.8
Partial thromboplastin 50~100 104.8+15.7 88.4116.7 93.1% 9.1 94.6+ 8.7 92.8% 9.9
GOT 8~40 (U) 13.9+ 2.7 | 16.1% 3.8 | 10.3+ 2.9 | 12.0% 3.2 | 12.4% 3.7
GPT 5~35 (U) 11.3+ 3.5 | 13.1+ 4.6 8.5% 3.1 8.3+ 3.1 9.7+ 3.5
Al-P 0.8~2.9 (U) 1.2+ 0.1 1.2t 0.1 1.3% 0.2 1.2+ 0.2 141 0.2
Total protein 6.5~8.0g/dl 6.8+ 0.4 7.1+ 0.7 6.7+ 0.2 7.0+ 0.4 7.4% 0.5
A/G ratio 1.3~2.4 1.6+ 0.1 1.5+ 0.1 1.5+ 0.1 1.6+ 0.2 1.6+ 0.2
£ BUN 8~20mg/d! 11.9+ 2.1 | 153+ 1.9 | 11.8+ 2.5 | 10.9+ 2.5 | 12.6+ 2.9
£ [ Creatinine 0.8~ 1 7mg/dl 0.9+ 0.1 0.8+ 0.1 0.9+ 0.1 0.8+ 0.2 1.0+ 0.1
£ | Total cholesterol 130~ 230mg/d! 159.6+23.1 [166.0+20.1 [156.0+19.7 [168.9+23.3 [180.1+14.7
3 LAP 113~171 (U) 149.0+16.6 | 148.6+14.5 |150.8+17.9 [159.3+24.2 [153.3+14.2
@ LDH 50~ 400 (U) 214.0+29.3 [241.7+33.1 [218.2+35.6 |228.1+43.3 |246.7+39.2
Y -GTP 0~50mU/ml 13.4+ 4.6 | 14.7+ 6.7 | 15.8+ 6.6 | 15.0% 6.6 | 15.0% 6.8
Total_bilirubin 0.2~ 1.0mg/dl 0.4 0.4 0.4 0.4+ 0.04 0.4+ 0.04
Blood sugar 70~ 110mg/dl 93.7+ 8.4 | 90.6% 3.7 | 91.7+10.5 | 82.6%+ 7.7 | 86.6%16.0
a i-Microglobulin 10. 2~ 24 2mg/L 22.6+15.6 | 15.9% 0.9 | 15.4% 2.1 | 17.5+ 1.5 | 16.3* 1.7
B 2-Microglobulin 0.8~19mg/L 1.1+ 0.1 1.2+ 0.1 1.1+ 0.2 1.2+ 0.2 1.2+ 0.2
. Na 135~147mEq/L | 138.1% 1.1 |138.1+ 4.9 [141.7+ 2.9 [137.9% 2.3 [139.6% 5.1
< K 3.6~5 2mEq/L 4.2+ 0.2 3.9t 0.3 4.3+ 0.3 4.0+ 0.2 3.8+ 0.3
g Cl 98~ 108mEq/L 103.0+ 2.8 [100.6+ 1.7 [103.0+ 3.8 |103.3+ 1.8 [103.4= 2.8
£ Ca 4.5~5 5mEq/L 4.8+ 0.2 50% 0.1 4.7+ 0.1 5.0+ 0.1 4.8+ 0.1
P 2.5~4 5mg/dl | 3.1+ 0.1 3.6t 0.5 3.6+ 0.2 3.0+ 0.4 3.4% 0.4
pH 5.9+ 0.2 5.7+ 0.4 6.2+ 0.3 5.9+ 0.2 5.9+ 0.4
Specific_gravity 1.017~1.056,1.020~1.047 , 1.026~1.043 | 1.021~1.037 | 1.026~1.044
a 1-Microglobulin 0.68~4 24mg/L 1.5+ 0.7 3.2% 2.0 2.1% 0.2 2.6+ 1.8 3.3+ 1.3
B 2-Microglobulin 30—~340mg/L 81.3+18.7 [163.0492.0 [119.2+25.0 |104.0+23.9 |158.9%58.1
| NAG 0.0~5.0 U/l 1.9 0.6 5.9+ 2.3 3.8% 1.6 3.5+ 0.9 5.9+ 2.0
Protein
Sugar
» | Urobilinogen
2 [Bilirubin
2 | Ketone
= [ Occult_blood
s | RBC
3 [ WBC . .
€ Sqamous epithelium No particular abnormality
% Small round epithelium
“ | Others
1-1 form 108~224
” Haptoglobin 2-1 form 178~256 mg/dl
K] 2-2 form 109~187
& | Direct Coomss (=)
Indirect CooMmss (=)
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Table 7-2 Laboratory findings in Series IV : Placebo
(Before ~ Day 8)
Item Normal range Before Day 2 Day 6 Day 8
RBC 450~550/mm’ 464.9116. 462. 6 14. 4 464.6£23.0 463, H:zg. )
Hemoglobin 13.0~17.0g/dl 14.6% 0.6 14.6% 0.6 4z 0. 4.62 0.
Platelets 14~355 /mm’_ 21.6% 3. 21.3% 3.6 21.1% 4. 20.7% 4.
WBC(X10°) 4L000“’8L000/M‘ 5.6% 0. 5.1+ 0.9 1 2, 5.4% 1.0
R Ba 0—-1 1.1+ 1.2 1.3+ 1.1 0.9+ 0. 0.4% 0.8
= Eo 2.9% 2.4 2.7 2.2 2.4 2.4% 1.0
§ Stabs. 1.0% 1.2 1.0% 1.2 0.9% 1. 1.6 1.5
3_ Segs. 4 39.4% 6.8 40.4% 4.9 44.3%+ 9. 43.0% 5.9
S Lympho 30~45 49.6+ 6.9 51.1% 5.7 46.9% 9. 48.6% 6.8
K] § Mono 4~7 6.0+ 1. 3.4% 1.4 4.7 2. 4.0+ 1.8
& [ Hematocrits 40~50% 45.4% 1. 45.3% 1.7 4.6 ¢ 4.9 2.6
= | Reticulocytes 3~12% 10.0% 3. 10.6% 3.0 10.7% 3. .3+ 2.3
MCV 89~99 um’ 98.0% 1.9 7.7+ 3.0 96.0+ 2.8 .7+ 3.5
MCH 29~35pg 3.7+ 1.0 1.4% 0. 31.0% 0. 1.4 1.0
MCHC 31~35% 32.1+ 1.1 2.3 0. 32.1% 1.1 32.4% 1.0
Prothrombin_time 10~13sec 13.2% 0.5 12.1% 0, 13.2+ 0.5 12.2+ 0.5
Activated partial thrombo. 30~50sec 39.7% 4.1 44.8% 5.0 42.6% 6.3 . 39.6+ 4.6
Fibrinogen 150~400mg/dI 187.4+£25.1 178.6+16.9 180.1+20.3 169.4%19.2
Thrombo test . 75~100% 100.0 96.6% 7.1 99.3+ 1.9 83.0+21.4
__{ Partial thromboplastin 50~100 87.1%+ 7.2 126.2+22.8 87.4% 6.3 100.8+10.8
GOT 8~40 (U) 13.1% 2.9 13.7% 3.0 14.7% 4.6 16.0% 4.4
GPT 5~35 (U) 14.0% 7.8 13.1+ 8.5 13.3% 9.7 14.0+10.6
Al-P 0.8~29 (U) 1.1+ 0.2 1.1+ 0.1 1.2¢ 0.1 1.2 0.1
Total protein 6.5~8.0g/dl 6.9+ 0.3 7.1 0.2 7.1+ 0.4 6.9+ 0.3
A/G ratio 1.3 1.5+ 0.1 1.6 0.1 1.6+ 0.1 1.7+ 0.1
[ BUN 8~ 20mg/dl 13.7% 1.9 12.3% 1.3 3.1% 1.1 12.7% 2.1
'8 | Creatinine 0.8~1.7mg/dl 1.0+ 0.1 1.0+ 0.1 1.1+ 0.1 1.0+ 0.1
€ | Total cholesterol 130~230mg/dl 157.1+25.9 157.7+22.3 156.3+27.2 155.7+30. 4
} LAP 113~171 (U)_ 152.6+12.9 149.31+12.6 149.7+14.5 144.0115.8
= LDH 50~400 (U) 231.6+16.8 229.9124.0 246.0+25.3 243.7+26.9
¥ -GTP 0~50mU/ml 11.6+ 4.2 11.7+ 4.5 12.6% 4.7 11.0+ 4.2
Total bilirubin 0.2~1.0mg/dl 0.4 0.4+ 0.04 0.4%+ 0.04 0.4+ 0.04
Blood sugar 70~110mg/di 98.0+ 5.9 87.6%+ 4.9 94.91 4.9 101.6%+ 2.9
a 1-Microglobulin 10.2~24.2mg/L 17.0%+ 2.4 17.7+ 2.6 17.5% 1.7 17.1+ 2.5
B 2-Microglobulin 0.8~1.9mg/L 1.1+ 0.1 1.1+ 0.1 1.1+ 0.1 1.0+ 0.1
- Na 135~147mEq/L 140.3+ 2.8 136.9% 1.7 136.4+ 1.4 140.7+ 1.8
g' K 3.6~5.2mEq/L 4.2+ 0.3 4.1+ 0.2 3.9+ 0.2 3.9+ 0.2
2 Cl 98~108mEq/L 104.1+ 1.9 103.9% 1.1 101.9+ 1.9 102.6t 2.6
‘% Ca 4.5~5.5mEq/L 4.7+ 0.2 4.8% 0.1 5.0 0.3 4.7+ 0.2
P 2.5~4.5mg/d! 3.5+ 0.4 3.1+ 0.4 3.6+ 0.5 3.3+ 0.4
pH 5.8+ 0.3 5.6 0.2 5.7+ 0.3 5.9% 0.3
" | Specific gravity 1.033~1. 045 1.031~1.042 1.032~1.042 1.025~1.042
' a 1-Microglobulin 0.68~4.24mg/L 2.7+ 1.3 3.7+ 1.9 6.0+ 2.2 3.7+ 1.9
éz-Microglobulin 30~340mg/L 89.9+28.2 106.71+29.8 118.0+27.4 110.4+35.0
NAG 0.0~5.0 U/ 4.7+ 2.3 5.2% 1.8 7.1+ 2.9 5.7 1.6
Protein
Sugar
2 Urobilinogen
2 Bilirubin
£ | Ketone
= | Occult_blood
s | RBC
§ W§ E(a:mous prcTT No particular abnormality
j Small round epithelium
Others
1-1 form 108~224
v Haptoglobin 2-1 form 178~256 mg/dl
H 2-2 form 109~187
& [Direct Coomss
1 Indirect CooMss
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Table 7-2 Laboratory findings in Series IV : Placebo
(Day 9 ~ After 1 week)
Item Normal range Day 9 Day 12 %'y;é/s Day 16 IA:::;
RBC 450~550/mm’ 464.9412.7 1459,1£30. 451,9418.9 1462.7+23 448.9£20.8
Hemoglobin 13.0~17.0g/d! 14.6% 0. 4.5 0, 14.3+ 0.7 | 14.8% 0.8 14.4% 0.¢
Platelets 14~35% /mm° 22.4% 6. 20.1% 6. 21.0+ 5.8 | 21.1% 22.4% 5.
WBC(X10%) 4,000~8.000/mm’ 4.9% 0, 54 1.1 4.8% 0.7 .14 4% 1,
R Ba 0~1 BERE 0.7% 0.5 .71 0. .7+ 0. 0.3%
~ Eo ~5 .94 1. 4.0% 1.6 .7+ 2. 4.4% 3.5 2.9 1.
; Stabs. ~6 NERE 0.1+ 0.4 .32 0. 2.0+ 1.4 1.9% 1.
Segs. 43~55 43.6% 7.8 | 47.6% 7.8 | 49.1% 4.2 48.9%+ 6.4 | 50.9% 6,
Lympho 30~45 46.7% 8.1 42.7% 5.7 | 41.0% 4. 40.0% 7.0 | 39.3%+ 6,
_E Mono 4~7 4.0% 2.5 4.9% 2.0 5.1+ 1.9 4.0% 1.9 4.9% 1.
Hematocrits 40~50% 44.9+ 2.0 | 44.7% 3.0 | 44.4% 2.3 | 45.4% 2.4 | 44.9% 3,
Reticulocytes 3~12%0 12.0% 4.2 .7 3.5 1.7 1.9 | 12.9% 13.71 3.
MCV 890~99 um’ 96.6+ 2.9 .6+ 3.9 | 98.1+ 2,9 | 98.3% 99.94 3.
MCH 29~35pg 31.6% 1.0 1.6+ 1.0 | 31.9+ 0.7 | 31.9% 32.0¢
MCHC 31~35% .6+ 0.8 | 32.4% 0.8 | 32.3+ 0.8 | 32.6% 0. 3.9+
Prothrombin_time 10~13sec .5+ 0. 12.9% 0.7 12.0% 0.7 12.5% 0.6 12.1%
Activated partial thrombo. 30~50sec 40.8% 3.7 | 42.4% 3.9 | 43.6+ 4.9 | 45.6% 6. 42.4%
Fibrinogen 150~400mg/d| 178.3+25.5 |168.6+20.4 |169.3+18.4 |169.6+32. 174.3£15.7
Thrombo_test 75~100% 99.4% 1.5 100.0 100.0 87.1£12, .91 3.0
___| Partial thromboplastin 0~100 109.6+10.1 94,.1£10.1 95.5+ 9.3 | 94.7%13. 87.94 5.3
GOT 8~40(U) 14.1% 3.1 15.0% 3.4 11.7% 4.0 13.4% 4.4 14.3% 3.4
GPT 5~35 (U) 14.1£10.5 { 14.0%+ 9.8 | 1.1+ 7.9 | 11.3%+ 9.6 | 1L1% 1.5
Al-P 0.8~2.9 (U) 1.3% 0.1 1.3 0.1 1.3+ 0.2 1.3+ 0.2 L4t 0.2
Total protein 6.5~8.0g/dl 7.1+ 0.3 7.2+ 0.5 7.1+ 0.3 7.4+ 0.2 7.4% 0.4
A/G ratio 1.3~2.4 1.7+ 0.2 1.6 0.1 1.5+ 0.1 1.5+ 0.2 .8+ 0.2
é’ BUN 8~20mg/dl 11.9+ 2.3 | 13.1%+ 3.3 | 12.0% 2.1 11.9+ 2.6 | 12.1+ 1.9
'8 | Creatinine 0.8~1.7mg/dl 1.0+ 0.1 0.9% 0.1 0.8+ 0.1 0.8+ 0.1 1.0 0.1
£ | Total cholesterol 130~230mg/d} 157.0+25.6 [158.3+25.6 |160.7+22.1 [170.3%23.6 |172.3%35.5
3 LAP 113~171 (U) 151.1+12.5 |146.9%+14.0 |155.94+20.9 [165.3+18.5 |150.7+21.0
& LDH 50~400 (U) 235.1+27.8 {253.6+23.4 [239.1+27.4 |247.3+31.9 |265.9146.1
Yy -GTP 0~50mU/ml 12.3+ 3.7 | 13.0% 4.9 | 12.7+ 3.5 | 13.3+ 3.5 | 13.0% 4.6
Total bilirubin 0.2~1.0mg/dl 0.4+ 0.04 0.4+ 0.04 0.4+ 0.04 0.4+ 0.04 0.4
Blood sugar 70~110mg/dl 97.3+ 3.4 94.7+ 7.0 [101.0% 4.5 82.3+ 1.8 91.6% 4.0
a 1-Microglobuli 10.2~24.2mg/L 13.7+ 5.4 | 44.6+54.9 | 15.9% 2.2 | 16.9+ 1.9 | 16.0% 2.4
2-Microglobulin 0.8~1.9mg/L 1.1+ 0.1 1.1+ 0.1 1.1+ 0.1 1.1+ 0.1 1.1+ 0.1
Na 135~147mEq/L 138.3+ 1.5 [138.0%+ 1.4 [140.7+ 2.5 [139.1+ 1.8 [141.4%+ 5.9
§.- K 3.6~5.2mEq/L 4.1+ 0.3 4.1% 0.2 4.0+ 0.1 4.0+ 0.2 4.0% 0.4
g Cl 98~108mEq/L 101.6+ 2.0 |101.9+ 3.4 |102.7+ 3.8 [101.3+ 1.1 [103.6%+ 2.0
g Ca 4.5~5.5mEq/L 4.9% 0.1 4.9+ 0.2 4.8+ 0.1 5.0+ 0.1 4.8% 0.1
P 2.5~4.5mg/dl 3.2+ 0.4 3.2+ 0.2 3.4+ 0.3 3.1+ 0.4 3.2+ 0.5
pH 5.6+ 0.2 5.6+ 0.2 5.9+ 0.2 5.6+ 0.2 5.7+ 0.5
Specific gravity 1.023~1.042 1 1.029~1.044 | 1.029~1.039 ' 1.021~1.043 } 1.026~1.042
a1-Microglobulin 0.68~4.24mg/L 2.5+ 1.1 3.7 1.4 2.9+ 1.2 3.7+ 1 5.1+ 2.1
f 2-Microglobulin 30~340mg/L 93.0+34.3 | 117.61+49.8 [108.4+41.1 [104.1+44.5 [144.9472.7
NAG 0.0~5.0 U/I 3.5+ 1.2 6.6+ 1.4 5.2% 1.3 5.5 1 5.9 1.5
Protein
Sugar
., | Urobilinogen
2 | Bilirubin
E Ketone
5 [ Occult blood
e [RBC
£ [WBC
g Squamous epithelium No particular abnormality
§ Small round epithelium
Others
1-1 form 108~224
Haptoglobin 2-1 form 178~256 mg/dl
2-2 form 109~187




VOL. 38:.18-4 CHEMOTHERAPY

Fig. 5 :Laboratory findings in multiple dose study on RU 28965 ( consecutive 15-day administration )
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RU 28965 150 mg #¢5-8 22V Tid, MHE29[0] (150
mg2 §8/8, 15AM)IZH7: o TI20EM M T 7 124
O#%5 L7, 58, 2, 5, 8, 9, 12, 15, 16AH
BLU 1L EMEIZBIT LA % Table 7-112/ L
2o 77 EFEGBIZOWT G EHIZMHE29(E] ( Placebo
SE28/RH, 15SHM)IES L L, FOHEKBRAMYL Table
T-21IR L7, $7, LR2HBRSBOFELBRENBIC
DWVTiE, FOEMDOHMS % Fig. 5120 L7, LEE
5B TIBRER - BAREMS, HICRHIEZDHO6N
ot TIERBESBRIIBOTIRTHZHIB L
Rba-320707Y 0L 161(2.46—5.43—~
6.30—3.63 mg/L)DR 6N, M, 77 KGR
FTHIGISHEE, M15IRISAEICRSN,

o #* »
RU 2896513 1) 2074 > AD YDy b > %2-

APEL-LRFL-AFNAFLLATRBLIZEICL
0, WHMIEHIME L ARBREASUE SNIHRT I 054
FRIVEMR TH S,

AR OBKRIRIZE D, € MIBITARB LR
T B 7 OEAASH DMK A Y F & 13 RIS 170,
FOMEYL Table 8ISFE L7z, BEMNRK L LTizE
ITHENREONTBN, HER5600 mg X5 8IZH
WTHETH o7, 77, MFEIXGHIZBOTIZT 8
WIS TI6IP3IFICRONTN, T REDHEL
1T - 7:29[E MBI 5 T EEL SR IZFORENES
nY, 77 REE5BICTHNRON, ZhiIZEOR
KRN LS BN BB ETH), HFIMMIILEBD
ns,

B RAMBEIZOVTIE, HEKS B TARORD
HANA$300 mg #% 5 B2469 3 #1, 600 mg X5 B 1204
18122 RN, TOMIIFICHBIZLAE

Table 8 Summary of tolerance test

Subjective Physical Serum X .
Item o o Haematology . Urinalysis
/Objective symptoms examination biochemistry
Fibrinogen }
100 mg * 1 case
12
{12 cases) A (264126 mg/dl)
No abnormality
150mg No ab lit
(12 cases) o abnormality
No abnormality - No abnormality No abnormality
. Reticulocytes t
Single 3
300 mg Diarrhea 1 case 8 17c;:es
dose (24 cases) Soft stools : 2 cases ( 715 %o)
5 — 14 %o
Reticulocytes ¢t
. 1 case
600 mg Diarrhea : 6 cases (6—13%0)
(12 cases, Soft stools :
) 1 case APTT 1:1 case
(39.1=+>75 sec)
7
repeated Diarrhea 3 cases
doses Headache : 1 case
(7 cases) No abnormality
Multiple Active
No abnormality
dose drug
of 29 No abnormality | No abnormality | No abnormality ——_l?—
150 mg | repeated a 1-Microglobulin
tablets doses 1 case
7 each ) 2.146
Placebo Diarrhea : 2 cases 5.43
cases )
6.‘30
3.63 mg/ml
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BEbhED o7, T2, 75 EHLEDHBETT 7229 x "
AABEHEES BT, TOEELBKRERE X Fig. 1) CuantorT, J. F. & A. BRYSKIER : Proc. the 14 th In.
SRl B, EEBBIUT IR, ML ternational Congress of Chemotherapy. Antimicro-
¥BERLI bial Section 2, 1985

PDEOBRDG, RO IOITA FRIEMR LT 2) Jones, R. N. : Proc. the 14 th International Con-
HLTHCHBLLAFRLBOLNT, TNOREMS gress of Chemotherapy. Abstr. ws-11-6, 54,
IUBEMIRR SN, FERE L THSEERIEH ] 1985
fELEbh s, 3) Saito, A. : Proc. the 14 th International Congress

of Chemotherapy. Abstr. ws-11-7, 54, 1985

TOLERANCE STUDY OF RU 28965

Masaru Koyama
Internal Medicine, Tokyo Kyosai Hospital, Tokyo

Masao TATENO
Internal Medicine, Hitotsubashi Hospital, Tokyo

We carried out a tolerance test of RU 28965 in 45 subjects. To confirm tolerance and safety, the test was performed so
that a single dose of 100 mg, administered initially, was increased step by step to 600 mg, and thereafter 150 mg was
administered twice daily for 15 days in 29 doses. '

As subjective and objective symptoms, diarrhea and soft stools were observed in a few cases. However, under repeated
dosage diarrhea was observed in 2 cases of the placebo group, whereas no abnormality was observed in the active drug
group. .

Besides the above, no abnormal findings were observed in the repeated-dose group except for one case of headache. No

noteworthy abnormal laboratory findings were observed.



