CHEMOTHERAPY
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Table 1 Intravenous chronic toxicity study
of 6315—S in beagle dogs
Dose Volume No. of dogs
Drug | (mg/kg/day) | (ml/kg/day) [ Male | Female
Control 0 1.6 6 (2 6 (2
(saline) (2) (2)
100 0.4 6 (2) 6(2)
6315-S - 200 0.8 6(2) 6(2)
400 1.6 6(2) | 6(2)

() : Number of dogs used for recovery study
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<, 5 ml/min OMEET, 180~181 HMH, AR MK
RIS Lo XHREFICIE 6315-S 400 mg/kg icH
133K 1.6 m/kg DERREHE, BROFLTH
Lk, 56, FEELKHEIBREAROBELEAT &
EAELGEEICLDITE -, BBEOMBS 2 FIC
SVWTRESMRKT % 30 BRORIEABR AT - 72,
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Fig.1 Changes of average body weights (kg) in dogs treated
intravenously with 6315-S for 6 months
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Fig.2 Changes of average food consumptions (g) in dogs treated
intravenously with 6315—8 for 8 months
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Table 6—1 Biochemical findings

for 8 months (1)

in male dogs treated intravenously with 6315-8

T. Creatl- T.chols- | Tel
Doss | No.of |Glucose y Ures-N | CGOT orT ALP LDH crK
Drug protaln | A/G nine Uimh)| (mU/mi U/ml) kmUsmiy| %o iglyceride
(ma/ke) | dogs | (myfa) | 00 (mprdty |(msd) |(mUTmi)| omUIml | (KA) - |mUfml) K ) (mgd) | (mesaty
1 waeek befors dosage
Control ‘ 107.09] s18 | 1 082 | 1272| 227 | 2800 | 55 382 | 453 ] 1330 | 273
ontro - 162 | 2018 [ 2034 | 2013 | e348| s34 | 43 [en1 | 106 | 199 | 304 | 255
ens=s | 100 6 145 | sas | 138 | o078 | 11.3as| 237 | 3285 | 68° | 430 | 642 | 1200 | 07
- *08 2017 [£014 | 2008 | £1.86| 246 | 241 |07 | ¢ 96 |2292 | 4312 | .63
6315-8 | 200 6 109.2 | 838 | 134 | 078 | 1240 230 | 270 { 6.3 w3 | 58| 1317 | s
261 [20326 [20.14 | 2010 | £1.30]| 240 | 258 |09 | ¢142 | 2128 | 4103 |48
63188 | 400 P 109.2 | ss0*| 125 | o082 | 1310 29.7*| 368 | 7.0° | 423 | 932 | 1453 | 345
192 (t0321 [toa4 2012 | 2247] %62 | 221 | s10 0.3 |#51.4 | 3855 |21y
Week S of dosage period
Control | - o 1093 | 523 | 142 | o083 | 1322( 285 | 378 | S3 570 | se.8 | 108s | 327
27 | £0.21 | ¢0.15 | «0.05 | *1.16| #5.6 | £11.6 |21.4 237 | 2109 | 2174 [t4s
6315-s | 100 . 117.0° | 543 | 1.63°| 0.73°¢| 1548 | 248 | 335 | 69° | 0.3 | 603 | 139.0°| 383
t6.2 | 0.10 | t0.15 | 005 | 22.63| 6.7 | 9.8 | 0.7 0229 | 2188 | 2239 | 227
es15-8 | 200 6 1067 | 557° | 150 | 075 | 19.23% 23.7 | 313 | 73 65.3 | 60.8 | 1367°°] 398
6.9 | 2024 | t0.00 | 2008 | £4.33] 242 | 269 | ¢1.0 | 2164 | 2106 | 2158 | 077
6315-s | 400 6 1062 | s67°¢| 132 | 0720 | 18409 282 | 363 [ 9.7°¢| e6.2°¢] 618 | 181.50¢ aa.2ee
- 196 | 2024 | £0.10 | 1010 | £4.74 | 248 | 9.4 | t18 244 | 0102 | 2312 | 74
Week 13 of dossge period
Control 6 1022 | 547 | 138 | o090 | 1418 268 | 378 | 59 71.2 | s9.2 | 1070 | 362
ntro! - 17.6 | 2030 | 014 | 20.11 $2.61 | 226 6.6 | 21.3 £11.2 | s23.8 £10.1 | 241
6315 100 ¢ 1083 | 575 | 145 | o085 1503 27.2 [ 412 | 74 75.7 | 627 | 145.2°°) 45.3
-> 55 (2030 | ¢0.17 | 2008 | 2224 | 88 | 7.6 |212 | 2246 | 2274 | 1218 |t161
6315-s | 200 ¢ 101.0 | 587 | 14 078 | 1587 280 [ 453 { 73 980 | 633 | 1358°°] 52.0°
B 5.5 | 2014 | £0.09 | $0.08 | 2238 | $7.0 | £11.3 | 217 | £31.0 | 296 | 128 |e140
6315-s | 400 P 1023 | 565 | 1.26 | 077° | 15.25| 287 | 47.3 | 9.4°¢| 667 | 532 | 1622°°] 52.2*
- 6.9 [2036 | *0.15 | 20.08 | 1.24 | 246 | 102 | £1.8 9.6 | 151 | £25.4 |a121
s) Mean t 5.D.
Significantly different from control : * (p< 0.95), ** (p <0.01)
Table6—1 Biochemical findings in male dogs treated intravenously with 6315-S
for 6 months (2)
Drag | Dose | No.of [Glucose P':‘;In AG c‘ni’:‘ UeaN | Gor | et | AL | ton | ok | T-chel T"i .
Ik d I | serel
(mg/kg) | dogs | (mgldl) (e/d1) (megldl) (mg/dl) |[(mU/ml}| (mU/ml) | (KA) [(mU/ml) KmU/md) (mg/d)) | (mp/d)
Week 26 of dosage period
Control 6 952 | 527 | 128 | 087 | 1283] 310 | 387 | 48 9.8 | a3 950 | 29.2
£9.1 | £0.20 [ *011 | £0.14 | 2244 6.7 | 2103 | 213 | 2145 | 169 | 2106 | t105
! 98.2 | 532 | 142 | o078 | 1295) 305 | 317 | 69°*| S6.0 | 483 | mn4e| 3.7
6315-> | 100 ¢ 238 | 2017 | 206 | *0.10 | 061 ) 282 | 6.6 |09 | 2131 | 2159 | 2177 | 136
6315-s | 200 P 980 | 537 | 139 | 077 | 1330 268 | 347 | 7.2° | 470 | 668 | 120.7°¢| 353
£7.6 |20.15 | t0.21 | t0.14 £3.06 | 15.2 | £10.1 | ¢1.8 £11.5 | 2+61.8 283 6.7
63ns—s | 400 ¢ 958 | 560 | 121 | 073 1147 [ 300 | 49.2 | 9.0°*| 488 | 383 | 1583°¢ 39.0
t4.2 (2036 | £0.17 | 015 | £1.32| 4.0 | 2284 [216 | 2120 | 280 | 2357 | s59
End of recovery period
Control 2 99.0 | 525 | 116 | 0.80 | 11.35[ 265 | 345 | 51 445 | 615 | 1170 | D5
14 | 2021 |$0.18 | £0.00 $1.06 | 15.0 £9.2 | £0.8 6.4 | £51.6 114 £5.0
6315-5 | 100 2 99.5 5.65 1.30 0.80 13701 21.0 325 6.0 53.0 430 133.5 S
$5.0 14021 |+0.a8 | 20.00 £2.97 | +2.8 £7.8 | 206 £12.7 | £15.6 26.4 221
6315—s | 200 2 1035 | ss5 | 117 [ o075 | 1225 215 [ 300 [ 5.9 66.0 | 39.5 | 1195 | 280
£0.7 | £0.07 | £0.01 | £0.07 | $0.21 | 221 | +14 |01 | £17.0 | 221 21 | £71
6315-s | 400 2 1085 | 580 | 1.31 0.90 | 1245| 345 | 480 | 59 87.0 | 570 | 1480 | 335
$10.6 |+042 | $0.04 | £0.00 | £0.07 | £16.3 | £25.5 208 £9.9 | e19.8 | 2255 | 221
a) Mean ¢ S.D.

Significantly different from control : * (p< 0.05), ** (p <0.01)
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Table6—~2 Biochemical findings in male dogs treated intravenously with 6315-8
for 6 months (1)

o D "ﬂc. of P:ni;ni:ro« :J:‘l:l l,m::m,. :. ) :IL lcl & Pl‘“ Proteln fraction (%)
(mafke) | dom | cugjat) | (mgiet) | (mptat) | VB4 |(MEQ/L) | (mEQULY] (mgldl) ) imglel) AIbumInI o-c [-. -0 | -0 l 16
1 wock before dosage

. ¢ | 27227 038 | 030 | 1sas | sa3 |11067] 1027 | 455 | sass | 688 | 483 | 1055 | 3283

Contr - 2514 [40.04 | 2006 | 219 | 2020 | 91,31 | #0104 |40.21 | £2.96 | £1.57 [¢0.63 | ¢1.82 | £2.08

estss | 100 6 | a3 | o2z} 030 | 1511 | 507 |11000| 1063 | S07 | set0 [ 735 | 538 | 1030 | 3068

631 2350 2004 | 4000 | 03 | 2012 | 2100 2031 |s0.44 | 2272 | 2117 [¢0.87 | £0.39 | #1.93

) ¢ | 2620 | 023 | 030 | 1540 | 532 | 11283 | 10780 522 | 8718 | 668 | 548 | 9.23 | 2003

6315-S | 200 £33.8 (4010 | 2006 { 23 | 038 | £2.93 | t0.14 | 2033 | £2.52 | 21,04 |20.46 | 2069 | #1.49

o s | 2995 | 013t 030 1562 | so2 11380 | 10630) 497 | 5848 | 773 | 493 | 933 | 2240

63158 +80.7 [+0.08 | 006 | 1.3 | 20.24 | s2.80 | 2019 |20.56 | £277 | e1.50 |s0.72 | 21.08 | e3.04

Weck § of dosage period

o | 2247 | 032 | 027 | 1500 | sos |11847] 1003 | 498 | 5852 | 620 | 4s7 | 748 | 2243

Coanol +200 | 2012 | t0.08 | 210 | 019 | t1.84 | 2020 |20.33 | £2.68 | t1.54 |r09s | t1.42 | t1.68
o |27 | 037 | 027 | 199 | s02 |1547| 1027 | 523 | erene| g5 | 453 | 7.87 | 1887

6315-5 | 100 357 |+012 | 20.08 | 0.5 | +0.20 | :1.94 | £0.20 |+0.32 | £2.17 | +0.68 |+0.49 | 2112 | 2162
o | as12%¢| 043 | 032 | 1512 | sas {11733 1000 | 532 | 6002 | 732 | 495 | 745 | 1995

6315-8 | 200 2234 [1008 | 1008 | 1.8 | 2025 | 2266 | t0.21 |e0.290 | £1.64 | 20.81 |20.27 | to.68 | £1.37
00 ¢ | 3537 04| oan | 1510 | sa6 [11s.s0] 983 | sos | 5692 | mesec| 4ss | 792 | 2132

63158 | - +46.0 [+0.08 | 2004 | 1.8 | 20.18 | +425 | 2030 | 046 | £1.77 | 2092 [s0.50 | 2079 | £2.09

Week 13 of dossge period

” 6 | 267 | 020 | 038 | 1s2 | 492 [117.07] 995 | 433 | 5603 | 595 | 520 | 795 | 2252

Cont £18.2 | £0.06 | +0.04 | 216 | 0.23 | 1.61 | 2036 |s035 | 252 | +0.55 |¢0.56 | #1.38 | 2.66
00 o | 303300l 027 | 043 | 1500 | so4 |117.07] 978 | 473 | 59.02 | 8100 | 448 | 857 | 19.53

6315-5 ) 1 424 [2023 | 20010 | 227 | 2007 | 2279 | 2030 |20.55 | 2263 | t1.56 [+08 | #1.20 | £111
200 ¢ | 2055ve] 027 | o038 | 1505+ 4ms | 118501 1047% | 502 | sB40 | Bo3ew] ddse| 72 | 2008

63158 +209 | 1046 | 2004 | £1.0 | 2017 | t2.17 | t0.24 | 2047 | £1.46 | 2086 |*0.19 | 2097 | £1.97

| wee |76 | 33120 025 [ oo | 1493 [ 490 |117.00 [ 1002 | 5100 | sses | seoee| 463 | 813 | 2167

6315-8 €479 | 2008 | 000 | 212 | 2009 | #1.67 | t0.21 | 2060 | £3.16 | 20.73 |+0.62 | 2097 | +2.74

a) Mean ¢ S.D.
Significantly different from conteol : * (p< 0.05), ** (p<0.01}

Table6—2 Biochemical findings in male dogs treated intravenously with 6315-S
for 6 months (2)

Drog | Do | Mo-of "I‘i:.'::w. :}::; wbililbin Na K a € P Froteln fraction (%)
{7 d § L) B
(mefke) | do 1 (rngial) | (mgidt) | (mgiany | (EYLI|(mBSILY | (mEQ/L)| (mptdl) [ (mydl) | L G J:_cl 0-G I r-G
. Week 26 of dosage period
s
Control 6 B ﬁ‘.l') 038 0.33 149.1 4.70 | 113.37 9.05 3718 56.08 6.17 5.38 8.67 23.42
£21.2 | t0.10 | £0.05 $1.0 | £0.14 | £1.48 | 20.19 | £0.32 | £2.14 | 20.87 [£0.33 | 20.96 | £2.49
63158 100 6 227.8 042 0.32 150.1 4.80 | 111.83 8.93 3.80 58.55 6.60 5.5% 8.85 20.25*
136.8 $0.13 £0.04 1.0 $0.20 1,33 | t0.40 £0.37 299 +1,08 20.60 21.70 11.62
6315-5 | 200 6 237.2°°| 0.40 0.28 1494 4.72 | 113.83 9.40¢ 4.18% | 57.87 7.07 5.23 8.65 20.87
+14.1 | 0,00 | t0.04 1.4 | 2013 | £249 | £0.23 | 4017 | 23.76 | 21.31 [s0a2 | £1.25 | 2279
6315-5 | 400 6 296.0°*] 0.45 0.37 148.4 4.75 111183 9.53 4.08 54.63 9.02**| 5.08 8.42 22.58
£63.2 | £0.06 | £0.05 $1.2 | £0.00 | %214 | 2047 | +0.49 | 2373 | 21.71 [:0.81 | :0.81 | +2.73
End of recovery period
Control 2 236.5 0.25 0.28 145.3 4.81 | 113.50 9.00 3.90 53.50 8.45 4.15 10.55 23.05
$0.7 | £0.07 | £0.07 14 | £0.18 23,54 | £0.14 | 20.42 | £3.68 | 20.21 +0.21 £3.04 | £0.21
6315-§ 100 2 272.5 0.25 0.25 144.3 4.73 | 112,00 9.60 375 56.45 8.30 3.55 7.90 23.55
13.5 £0.07 20.07 2.2 40.02 20.00 | £0.42 £0.07 +3.47 20.14 $0.21 10.71 12,76
6315-8 200 2 245.5 0.30 0.30 145.8 4.56 | 115.00 9.20 3.95 54.00 7.95 3.65 9.55 24.50
‘3.5 [ 40,00 | 20.00 $0.7 | 20.25 | £1,41 | 20.14 | $0.21 | 20,29 | £0.92 |20.21 | #0.78 | :0.42
63155 | 400 2 299.0 0.55 0.40 | 1454 492 | 113.00 | 9.35 3.75 | 56.70 9.25 3.30 9.15 | 21.35
£36.8 | £0.07 | 20.14 203 | £0.18 | 2141 | 0.35 | 2035 | 20.85 | £0.78 [20.28 | 20.07 | 20.35

8) Meant S.D,
Significantly different from control : * (p< 0.05), ** (p< 0.01)
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Table 7—1 Biochemical findings in female dogs treated intravenously
with 6315—8S for 8 months (1)
brg | Dove | No.of |Glucone vr::- o | ac Gt | rean | Gor | oPr | ALP | LDH | oK T choke: "T"’
‘ il 1 corlde
(nglkg) | dogs | (mgldl) Tl (mgldl (mg/dl) |(mUfml) [(mU/ml) | (KA) |(mU/ml) [(mU/m!) (mg/d) | (mg/)
1 week bofore dosage
Contre! o 10" sae | 133 | 072 | 1272 218 | 517 80 | 543 | 900 | 1408 ] 425
168 | 2025 [20.14 | 4010 | 236 | £7.0 | t48 [ £38 | e106 | 4475 | 2114 2116
e318-s | 100 ¢ | Ma3 | 827 | 127 | 073 | 1232] 252 | 260 87 | 4ss | 27 | 1288 377
£3.6 |t028 |s018 [s0.04 | 278 | £33 | sas | €27 [e100 [2272 | s208] e55
ea15-8 | 200 o |1oms | s | w13 | 075 | 1135 270 | 287 87 | 498 | 790 | 1402 368
£8.4 4016 | 2019 | 008 | ¢1.31 | 3.0 | +4.8 | e25 |e100 | #2305 | £300] 281
315-8 | 400 o |108a | s22 | 131 | 073 | 1240 | 280 | 290 80 | 467 | 700 | 1373 233
+97 |1025 1023 | 032 | +1.99 | #5.2 [e104 | 215 | #1339 [e201 | 0142] 230
Waesk 8 of dosage perlod
Control 107.0 | s18 | 136 | o067 | 1370 | 317 | 330 70 | 625 | 853 | 1202] 377
nero 6 156 | 2023 |2017 [+008 | 138 | £7.4 | 2720 [ s37 | e147 (2502 | t168| t66
esses | 100 o |1om2 | s32 | 137 | a2 | aess| 208 | 342 | 108 | 648 | 602 | 1400} 4ez°
- £0.0 | 2040 |£0.15 | 008 | 33¢ | e40 | 259 | 238 | 2166 |s149 | 2255] 273
e3t5-s | 200 1047 | 522 | 138 | 073 | 1372 | 292 | 328 | 110 | 568 | 662 | 1512 392
- 6 $7.3 | 2008 |e0.17 |2008 | 156 | £57 | 204 | 3.4 | e39 | e09 | 1300] 262
615-s | 400 . 1095 | 530 | 136 | o067 | 1495 | 238 | 0.7 | 104 | 620 | 680 | 17679 448
- 162 |£017 [+0.20 | 2004 | +284 | 245 [e132 | 22 [ 183 | 2198 | 2521 ] e6.4
Week 13 of dosage period
Control . 1085 | 568 | 1.23 | 072 | 1575 | 27.5 | 39.0 60 | 677 | 9.8 | 1645] 360
£22 [+031 [2019 |2012 | 312 | 82 | t50 | 220 | 2167 |2387 | 43.4| 259
ears_s | 100 s 1028 | 577 | 133 | 070 | 1510 | 245 | 393 9.9° | 648 | 497 | 1615 5320
£78 |£022 [+0.18 [2009 | 2294 | 226 | +55 | 228 | 287 {2220 | 400 | 2101
1017 | 555 | 142 | 073 | 1440 | 270 | 48.3° | 11.4¢| 655 | 555 | 1540] 402
6315-8 | 200 6 +87 2012 [t015 |2005 | s132 | e21 | 282 | 238 | 252 | 263 | t1ss]| :98
615-s | 400 6 100.7¢| 568 | 140 | 070 | 1492 | 253 | 415 | 104%¢| ess | 527 | 1768 ss7°*
$6.0 (2022 [:013 [2009 | #3132 | £3.0 |e169 | 223 | a1 [2126 | 2279 2109
a) Mean2 S.D.
Significantly different from control : * (P<0.05), ** (p<0.01)
Table 7—1 Biochemical findings in female dogs treated intravenously
with 6315—S for 6 months (2)
T Creati- T. chole- | Te
Dose No.of |Glucose . N Urca-N GOT GPT ALP LDH CcPK
Drug protein AIG nine sterol  plyceride
(mglkg) | dogs | (me/dl) | gy, oy | tmetd) {(mUtml) im0t | (k) |(mUrmD [imumy | 220 BT
Week 26 of dosage period
Control B . 1022"| sso | 129 | o083 | 1408 | 310 | 350 49 | sta2 | 483 | 1230 363
t44 |2028 [to21 |ro16 | 2254 | 89 | 259 | 222 |s109 |e281 | #310] e104
eases | 100 . 96.7 | 537 | 142 | 077 | 1203 | 278 | 402 84 | 443 | 370 | 1330] 430
147 [t024 [r018 |2010 | 200 [ 3.9 | 204 | 233 | 262 | 289 | 237.4]| 48
6315—s | 200 . 977 | 537 | 129 | 077 | 1295 | 22.7 | 403 88| 423 | 463 | 1633 467
e56 2014 2012 [2005 | 249 | 220 | 292 | 223 | 284 |2325 | 466 t102
sa1s—s | 400 . 945 | 535 | 132 | 065 | 1243 | 250 | 328 9.3° | 445 | 352 | 1657 48S*
£7.5 |+0.18 (2017 |20.06 | 2306 | 260 |+150 | 228 |e101 | 9.0 | s40t| 265
End of recovery period
Contral _ , | 1060 | s40 | 120 | 080 | 1535 | 210 | 290 42 | 41.5 | 350 | 1625| 325
57 | £0.00 (2001 |20.14 | s0.78 [ £2.8 | 200 | 211 | 264 [t103 | 2460 #163
e1ss | 100 ) 1055 | 530 | 137 | o080 | 1355 | 250 | 315 60 | 565 | 365 | 1255| 340
+6.4 | 2014 |2006 |2000 | 2219 | 20.0 | #s0 | 212 | 264 | 235 | £17.7| 85
easos | 200 2 990 | 530 | 136 [ o8s [ 1325 | 230 | 305 66 | 570 | 370 | 1425 380
+14.1 |+014 [t028 [%007 | £233 | £0.0 | 50 | 203 | e42 | 228 | 2346 #71
940 | s50 | 120 | o065 | 1180 | 27.5 | 425 41 | so5 | 295 | 1250 340
6315-5 | 400 2 £14 2000 [2021 [2007 | 207 | t07 [#276 | s04 | e50 | 221 +7.1| 200
a) Mean ¢ 5.D.

Significantly different from control

: % (P<0.05), ** (p<0.01)
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Table 72 Biochemical findings in female dogs treated intravenously
" with 6315—-S for 6 months (1)

n,“; Dose | No. of H;‘;.l:l:o. :::: hlll':;bln Ne X o C P Protein fraction (%)
. (mglky) | doms (mgidl) |(mgid) | (mesd) {mBq/L)| (mBq/L) | {mBq/L)| (mg/dl} |(mg/dl) A“"‘"""l a,~0 I a,-0 I -0 | +-G
1 week bafore dosage

¢ | m83Y) o1 [ 032 [1sse | sos 11247 1118 | s70 | sems | 95 | 872 | wds | 2i1e

Centrol 219.0 | 2008 | 2008 | 224 | 2034 | 0232 | 2057 | t0.60 | 2245 | 2102 | e060 | 4039 [ 2271
10 ¢ | 740 | 013 | 030 | 1817 | sos |1108 | 1090 | 54y [ 5570 | s4s | 487 | 945 | 2172

6315-8 2327 | +0.05 | 2006 | £33 | 012 | 2264 | 2018 | 40.58 | 43.62 | £1.67 | £0.40 | 4073 | 3,08
- o o |23 | oae | oan |usas | are juaar | 2075 | soae| 8292 | sao | soseed 9ssed 2382
0o15-s | 2 +51.0 | 2010 | 20,08 | 25 [ 2027 | e1.94 [ 2046 [ 2029 | 2434 | e2.84 | 2035 | 0062 | 298
00 o | 3890 [ 017 | oas 1536 [ 4s7 11200 | 1102 | 522 | 5640 [ edsed seae .85 | 2162

315-8 2274 | 9005 | 20.04 | a16 | 2021 | 1141 | 2043 | 2036 [ e447 | o100 | t048 | 4158 [ 127

Week $ of dosage pariod

240 | 047 | 023 [ 1493 | 485 |11333 | 1038 | sas | 87247 | 660 | s32 [ 7.23 | 2308

Gontrol § 14357 |so08 |2005 | 211 [s0a7 [ e175 | s021 | 2030 | £3.01 | 097 | s0.23 | 069 | 2290
a7 | odo | o020 | 1501 | 496 [11417 | 1022 | a8 | 5277 | 757 | 4sore mi2 | 2148

6315-5 | 100 6 |4959 {2006 | 2000 | 222 | 2013 | 2397 [ s0.13 | s025 | 2262 | 2122 | somn | #1785 | 278
2875 | 037°| o023 | 1409 | sag00 11433 | 1030 | s67e | 5788 [ s02 | sas [ 748 ] 2118

63155 | 200 6 | .s4m9 |2005 |005 | 206 | 2020 | 2175 | 20.21 [ 2031 | 2343 [ 2138 | 2031 [ 2096 | 2281
3415 | 050 | 030 | 1493 | saaeol 11317 | 10020 | 533 | 5745 | seo | s900| 747 | 2032

6n5-s | 400 | 6 |43y | 4017 | 2009 | s15 | e008 | 2148 | 2018 | 2062 | 2364 | 2271 | t051 | 2132 | o126

Week 13 of dosage period

: ¢ |3m3 | 027 | odo [1502 | 4s0 [1158 | 1057 | a0 | sa92 | w73 | 545 | 220 | 2342
Cantral - £749 | 2014 | £0.06 $1.8 [ £0.25 | £1.94 | 20.27 | 2049 | £3.60 | £1.55 [ £0.83 | 20.98 | 43.54
- o |3138 | 025 | 040 1492 | 48y 11567 | 1052 | ass | 5697 | sws | sds | 290 | 2055
€158 | 100 1604 | 1042 | 000 | #1.5 {2013 | 2321 | 2020 | 2046 | 23.38 | t0.94 | s1.22 | 01,02 | #2587
- 20 ¢ |70 | 0as | o35 [namy | aase f11567 | 1053 | 508 | sasy | 837 | 870 | 743 | 1968t
#3158 +220 | 10.06 | 2006 | #1.5 | 2018 | 2206 [ t0.18 | s0.40 | 2247 | 2132 [ 2069 | 2071 | e211
‘esiss | 400 o 340 ! oas | 035 1490 | 474 [11s67 | 1073 | a0 | sn27 | 883 | 565 | 803 | 1897
¢ 1435 | 2014 | 2008 | e1.4 | 2045 | £1.97 | 2020 | 2042 | 2213 | 2128 | 2048 [ t1.36 | 2161

2) Mean ¢ S.D.
Significantly different from control ¢ * (P<0.05), ** {p< 0.08)

Table 7—2 Biochemical findings in female dogs treated intravenously
with 6315—8 for 6 months (2)

Phospho-| Uri : i
Drug (:')',f) ";‘ of | potds ::1: l:ili:-bin (m:‘"_ X . ‘;" y "‘MI "; ) Frotel fraction (%)
wihe) | dow | (rugidt) |(emgidt) [(mpgray | (MEVLI[(EQ/L)| (mEQ/L)| (mefdl) | (maldl) |pyyyin | o, G F,-c l -0 I +-G
, Week 26 of dosage period
Eonrod o | 207 047 | 033 [4s22 | ass [11603 | 958 | 405 5618 | am | s22 | 738 | 227
. 1621 | 0.8 | 2008 | 225 [2021 | «0.82 | 1028 | 2047 | ta0s | 2215 [ t0.96 | 099 | s475
ots-s | 100 | & | 297 | 037 | 032 1509 | ast |116a7 [ o4s | 3es | se47 | s92 [ ama | 715 | 2047
1641 | +008 | 2004 | £14 | 006 | 21,94 [ s0.30 | t0.28 | 23.28 | 2228 | r0.89 | 20.86 | 2.5
ans-s | 200 o 1267 | 035 | 033 | 1asse | 457 f11600 | 967 | 395 | 5630 | sa7 | s55 | 798 | 2009
542 | +0.06 | +0.05 | 211 | £0.10 | 1.27 | 20.27 | s0.50 | 2224 | s157 | 20.25 | s0.72 | s1.04
oa1s=s | a0 | & | 2995 | 045 | 033 |wsar| 476 |11433 | 963 [ 410 | 5678 | sas | ea2e | w30 | 2002
. 40 1502 | 2011 | 2005 | 207 {2048 | 21.97 | s0.00 | 2034 | s3.21 | 2190 | r0s2 | ro.66 | r2.42
a7 End of recovery period

Contrel o | 2980 | 025 | 025 [147.2 | 461 [m2so | ves | 385 | sas0 f1r00 | 495 | 755 | 270
+707 | 2007 | 2007 | +09 | 2021 [ 2071 | s0.21 | s035 | 2029 [ s057 [ e177 | s021 | 226
a5 | 100 , | 2465 | 020 | 030 1480 | 451 |1a400 | 930 [ 315 | 575 | 990 [ 390 [ 705 | 2120
1247 | 2000 |20.00 | ¢11 | 2002 | +0.00 | 2043 | 2007 | t1.06 | s0.57 [ s0.42 | 2035 | e1.56
o315 | 200 o | 2675 | vas | 030 |14n3 | 444 [116.50 | 940 | 360 | 5740 | 9.00 | 440 | 745 | 2150
4516 | £0.07 | 5000 | #03 | 2041 | £0.71 | 0.02 | ¢0.57 | 509 | s2.40 | s071 [ 078 | s255
o15-s | 400 2 | 2440 | 030 [ 025 [ 1472 | 457 [11400 | 995 | 425 | 5435 | 930 | s30 | %0 | 2200
£11.3 |£000 | 2007 | 09 | +0.09 | 2283 | 2007 | 20.21 | 2427 | 4184 | 2028 | 2071 | s5.66

8) Mean ¢ S.D.
Significantly different from control : * (P<0.05), ** (p< 0.01)
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Table 10 Hepatic cytochrome P-450 content and drug-metabolizing enzyme actmty .
in dogs treated intravenously with 6315-8 for 8 month
7—Alkoxycoumarin O—dealkylsse activity
{nmol/min/g lives)
Dru Dose No. of Cytochrome P—450 .
8 Ukl 7—Methoxy- 7-Ethoxy- 7—Propoxy-
(mg/kg) dogs {nmol/g liver) coumarin coumarin coumarin
O-—demethylase O—deethylase O~depropylase
Male dogs killed at the end of dosage period
Control - 4 143 ¢ 0.5') 47.0£ 9.9 100.0 ¢ 20.8 19.7+ 43
6315-8 200 4 143+ 1.4 358+ 4.4 77.1¢ 5.9 146t 28
6315-S 400 4 169+ 2.1 47392 110.3 ¢ 19.1 18.3: 27
Male dogs killed at the end of recovery period
Control - 2 15.9 44.0 85.2 17.2
6315-S 200 2 13.2 42.5 86.4 15.8
6315-S 400 2 14.0 44.5 94.3 20.0
Female dogs killed at the end of dosage period
Control - 4 189t 4.0 61.1+6.4 135.0¢ 17.6 2201 3.9
6315-S 200 4 178+ 3.4 49.3 ¢ 4.0* 117.6 £ 16.8 193¢ 35
6315-8 400 4 16.0 £ 4.9 44.4 1 6.2** 1149+ 12.7 184224
Female dogs killed at the end of recovery period
Control - 2 19.7 51.3 106.1 20.6
6315-S 200 2 18.2 59.1 138.4 273
6315-8 400 2 15.6 59.2 120.4 22.8
a) Mean ¢ S.D.

Statistically significant against control: * (p<0.05), ** (p<0.01)

100 mg/kg HEHOME | fliIRBICL2HEHELNT
&t MBEOME S 400 mg/kg HEBOMICOWVWT
BZ2OBEEBONTEN 1A, HOEREICRE I
pHond, Ho, #EELATETRVWI EhoBRYE
OFmREELONL, FDIEH, Rk, LE BRES
LJUHBEORBICBVTHLRERSICERLLEEZLS
hamREZEHShih -7 (Table 8, 9),

11. FFRAEMR AR

6315—S 200 mg/kg ¥ & UF 400 mg/kg &5 B,
HUOFRERYD A 2720 VIRAFLEBERIEH
ORERKGFHETRB SN, LAL, FREROKN
Moo, FHYO0FERIR HREOZNLEEDLS
1im -7z (Table 10),

12. BEER

400 mg/kg S BMHE AT ER O, HICRWR
HMEROMMBLIUVRBREROKZ DA LKL
(Table 11,12)0 LML, ThoBEDOHMBFAIREIC
BWT, EREHICHET AELIBD O, 1,
Z0iEMic, 100 mg/kg &5 8 o it i REMAEER
{BREROBERBLABD S, BERRTIE,
BERTHICAONIITR, BRI UCRBEROZIL

BREINUS -, RRICHELERRINSONE
., BRROBEEZERBRLEBROTLEHKE
nt,

13. RRH|EFNERAT R

BHOME & bﬁﬂi&%h&brmif&ﬁﬁwbé
EEZHohd, BRMNT{(E LT 100 mg/kg&
ER | MIcEMORRE L UBE FEOERE, thoif
1 BLcBiR O & R RRETCRR, 0 1 PYic ERPIR
oML & RIS AR, 200 meg/ke #5 !
# & 400 mg/kg B S BEH 2 UICHICRER KK ENE
nEEsh, 6315-S DERME~ORENEL NI,
MEL L U TRECHEBENT(LNS SNEVI EMG
B o oM@k ELRBL I &mtEbnb.

14, HREHREORE

BEHBRATHRORET, E'EF‘!&H:EE%&#IOO
mg/kg {5 BOM 14 (Photo. 1) iZ, lﬂﬁfimﬂ
HERIMFE ¢ 200 me/kg BEHOE 1 H (Phofo;%z)
i, EROMEADBIEREA 200 mg/kg B5HOE
1 4 (Photo. 3) 2, MIRDBE@HREOHE 2H,
100 mg/kg B 5BEOME 2 1 & 1 B, 200 mg/ke §5
BOMES | §) (Photo. 4) ¥ & U 400 mg/kg 85
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Photo. 1

CHEMOTHERAPY 3n

Stomach from a female dog
given intravenous administration
of 100 mg/kg/day of 6315-S for 6
months showing chronic gastritis.
H-E, x100

Photo.2 Liver from a male dog

given intravenous administration
of 200 mg/kg/day of 6315-S for 6
months showing focal necrosis

of hepatocytes. H-E, X200

Photo.3 Kidney from a male dog

given intravenous administration
of 200 mg/kg/day of 6315-S for 6
months showing interstitial cell
infiltration. H-E, X100

Photo. 4

Thymus from a male dog

given intravenous administration
of 200 mg/kg/day of 6315~S for 8
months showing involution. H-E,

%100

Photo. 5

Injection site from a male

control dog given intravenous
administration of saline daily

for 6 months showing

cell infiltration, hemorrhage

and glanulation tissue. H-E, X100

Photo. 6

Injection site from a male

dog given intravenous administration
of 400 mg/kg/day of 6315-S for 6
months showing cell infiltration,
hemorrhage and glanulation tissue.
H-E, x100
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Table 13 Histopathological findings
Day examined After 26 weeks of treatment
Drug Control 6315-§
Dose (mg/kg) - 100 200 400
Sex M F M F M F M F
Findings No. of dogs 4 4 4 4 4 4 4 4
Stomach
Chronic gastritis ¥ ol o 1 0 0 o o
Liver
Focal necrosis of hepatocytes 0 0 1 0 0 0 0 0
Kidney
Granuloma with central caseous necrosis| 0 0 0 0 0 1 0 0
Cell infiltration in interstitium 0 0 0 Y 1 Y
Hyaline casts 0 0 0 0 0 0 1 0
Testis |
Disorder of spermatogenesis 0 - Ib) - 0 - 0 -
Epididymis
Disappearance of sperm and atrophyof | 0 - 1 - 0 - 0 -
epididymal ducts
Prostate .
Hypoplasia 0 - 1 - 1 - 2 -
Thymus
Involution 2 0 2 1 1 1 3 1
Mammary gland
Atrophy of ducts 1/1* 1 1/1 1 1/1 1 1/1 1
Injection site
Hemorrhage 3 2 4 3 4 3 . 4 3
Granulation tissue 2 3 2 4 4 4 2 4
Cell infiltration 1 2 2 1 2 3 2 2
Necrosis of connective tissue 0 0 2 0 0 0 0 0
Appearance of foreign body giant cell 0 0 1 0 0 0 0 0
Hemosiderin deposition 1 0 0 1 0 0 0 1
Dermatitis 0 0 0 1 0 0 1 1

a) No. of dogs with findings

b) With atrophy and calcification of seminiferous tubules in the sinistral testis
c) In the sinistral epididymis

* No. of dogs with findings / No. of dogs examined

No abnormal findings were found in other organs
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Table 14 Histopathological findings
Day examined End of recovery period
Drug Control 63158
Dose (mg/kg) - 100 200 400
Sex M F M F M F M F
Findings No. of dogs 2 2 2 2 2 2 2 2
Thymus
Involution o o 0 1 1 0 2 0
Mammary gland
Atrophy of ducts 1/1* 0 1/1 0 2/2 0 2/2 0

a) No. of dogs with findings
* No. of dogs with findings / No. of dogs examined
No abnormal findings were found in other organs

BOIpEM L BlicehEn@vont, £0iEn
WEODDBECRENBRINLL, WTFHOBET
6315-S DI SR LM T AZ(L TR, ERDA X
LRRTAHBTH -7 (Table 13)o EDEM IS
BETicHm AFEORKE - RS E B
AL 6315-S BEERHBNIZ LA EDHIC (Photo. 5.
6). HARODIEEL 100 mg/kg REBHE 25, RY
EMROHBA 100 mg/kg (A5 1§, NEVTY
vOREHNHREEE, 100 mg/kg 6 L 400 mg/kg %
SBROME 1§, KM% 400 mg/kg HESROMES
IPicehEnBRahic, cho@E58iicsdont:
FRESEDIMORTELE & 6 » AMicH L 3uEsH
HOBEFHIC & 5 RHAORIAICH T B REMRIGE E
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ERALBERREASNIH) -7 (Table 14),
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3)

4)

5)

EHEL DY W ERKT BREME
EHiik, FHEES : Oxacephem RITEMK
6315-S (Flomoxef) @5 v bicHiF 2 8HER S
it ] » A SHBMHRR, Chemotherapy 35
(S—1) : 207~225, 1987

=R MW REFL B2 A EER-
IR, BEAET, HEXEM THEX
tERxE FEH E BAREE REES:
Oxacephem %ii4EMHMKH 6315-S (Flomoxef)
DAFCBLBEELU I HVABERHERR
. Chemotherapy 35 (S—1) : 226~250, 1987

FExE XR o AHEIL PHF B
Mk B OTEBEKIT B 5k HFHEEX
X E, FEHES : Oxacephem HiITEY
' 6315—S (Flomoxef) @5 v hicHi} 53 » A
FaUSHRR, EFRNERRSE HARH

CIIESTERMAN ,H.;L.DONALD,R.HEYWOOD,
A. E. STREET, C.GOPINATH, S.K.MAJEED,
EHEH&ES : Oxacephem RitEPHE 63156-S
(Flomoxef) @ 4 X i2HF 5 90 BREIBKRAKS
itk amam#ENE®, Chemotherapy 35 (S—
1) : 251~269, 1987

IRXE, KRR W RS FTEEX

[REE B : Oxacephem HiLEMH 63156-S
(Flomoxef) ®J v hickiF 5 6 » ABHHHER
%, Chemotherapy 35 (S—1) : 270~291, 1987
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INTRAVENOUS CHRONIC TOXICITY STUDY
OF 6315-S (FLOMOXEF) IN BEAGLES

Tod1 Mitsuzono, KoicHi Isowa, HitosHl OGAwA, HIDETOSHI KASHIMA,
NoriTto Aovyama, DAISUKE OHBORA, KATSUMASA ISHIMURA
and MunerosHi HATANO
Gifu Research Laboratory,
The Center of Japan Biological Chemistry Co., Ltd.

Yostiio HARADA
Shionogi Research Laboratories, Shionogi & Co., Ltd.

A chronic intravenous toxicity study of 6315—S (flomoxef) was carried out in beagles dosed
with 100 mg/kg, 200 mg/kg or 400 mg/kg/day for 6 months.

All dogs of the 6315—S treated groups survived throughout the experimental period without
showing any toxic signs other than occasional vomiting in the 400 mg/kg/day dose group.
There were no significant group differences in body—weight changes and values relating to
hematological parameters ; but one male receiving 400 mg/kg/day of 6315—S gained slightly
less body weight and showed slight anemia as compared with the control males. e

Liver weight in the 400 mg/kg/day dose group increased slightly without any accompanymg
pathological alterations.

The animals recovered from all of these slight changes after cessation of administration.

Apart from the local irritative effect in the injection sites, the maximum non-—effect dose
is considered to be 200 mg/kg/day.



