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Q) WO 96/07413 Al, WO 97/21706 WO 00/47759
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1 MiaPaCa
[ — % . (i.v.; qd x5); —¢— 10 mg/kg(i.v.; qd x5); —@— : 25 mg/kg(
i.v.; qd x5); —tr— 40 mg/kg(i.p; ; —¥ : 80 mg/kg; 10 mg/kg(i.v
.; qd x5), 40 mg/kg(i.p.; ; —¥— . 10 mg/kg(i.v.; qd x5), 80 mg/kg(i.p.; ;
> : 25 mg/kg(i.v.; qd x5), 40 mg/kg(i.p.; ; ™= : 25 mg/kg(i.v.; qd
x5), 80 mg/kg(i.p.;]
2 Panc-01
[ —% . (i.v.; qd x5); ~—— . 10 mg/kg(i.v.; qd x5); —®— : 25 mg/kg(
i.v.; qd x5); = - 40 mg/kg(i.p; q3d x4); ~¥F— : 80 mg/kg(i.p.; q3d x4); —¥ :
10 mg/kg(i.v.; qd x5), 40 mg/kg(i.p.; g3d x4); —H— . 10 mg/kg(i.v.; qd x5),
80 mg/kg(i.p.; q3d x<4); > : 25 mg/kg(i.v.; qd x5), 40 mg/kg(i.p.; q3d =<4
); e 25 mg/kg(i.v.; qd x5), 80 mg/kg(i.p.;q3d x4)]
3 CCRF-CEM - (Ara-C) CalcuSyn A
nalysis
( 72 ;

Experimental set up and example of results for a 72 h continuous exposure)

1
B -L OddC
/ B -L OddC :
(AML) (ALL) , (MDS), (CML
-BP) . 42 . , 39
16 AML 2 1 (18 %)
2
Ara-C (3 -L OddC
/ Ara-C [ -L OddC
Ara-c . B -L OddC Ara-C
(AML), (MDS)
(CML_BP)
( 0) B -L OddC 5 mg/m 2 () 30 5
,Ara-C 1 gm/m 2 1 5 2 1v)
49 . 0 3
-1 (4 mg/m 23 -L OddC / 0.75 gm/m 2 Ara-C)
(prednisone) - .13
0 . 3 3 - (hand-foot)
. 0 Ara-C B -L OddC .7
5mg/m 23 -L OddC / 1.25 gm/m 2 Ara-C 19 6 mg/m 23 -L OddC / 1 gm/m 2 Ara-C
.5 6 mg/m 2 -L Oddc / 1.25 gm/m 2 Ara-C . -
(transaminitis) , B -L OddC 6 mg/m
2 5 30 ,ara-c 1gm/m 2 1 5 2 ,
25 mg .
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(response criteria) : (CR)
(CRp) .CR 5%
, - ,1>x10 °/L ,
4 100 < 10 °/L .CRp CR <100 < 10 °/
L
7 CR (4 AML, 1 CML-BP 2 MDS) 4 CRp (4 AML) . B-L Ara
-C 22 % (11/49) . 1
, B -LOddC Ara-C Ara-C /
3
CRRF-CEM B -L OddC Ara-C
CRRF-CEM B -LOddC Ara-C MTT
(tetrazolium)
(dehydrogenase) (formazen) . 490
nm .B -LOddC Ara-c
' (linear curve fitting)( - ;
3 ) , Chou Talalay, Adv. Enz. Regulation 22, 1984, pp.27-55 Cal
cusSyn (Boisoft, Ferguson, MO) . 50 %
(IC 59) 72 MTT 72 IC 50
IC 50's . (Cl's) CalcuSyn , 3
: (1 )
.1 Cl , cl 1 ,Cl 1
1
CCRF-CEM /araC CalcuSyn (cn
( A) Troxacitabine araC Trax/araC (2:1)
2h {(nM) % Toxicity (nM} % Toxicity {nM) % Toxicity CI*
3 3%3 15 15%8 31715 31+9 [o071:008
62 i2&7 3| jt:8-k] 62731 AT 211 0.72£0.03
128 1142 62 61210 1251 62 70£13 [0.5910.16
250 243 125 786 2507 125 857 |o0.52¢0.0
500 346 250 88 4 500 / 250 924 | 0.55+0.09
n=3 in triplicate
(B) Troxacitabine araC Trox/araC (25:1)
72h {nM) % Toxicity {n) % Toxicity (N} % Toxicity Cl
20 0 0.8 1%2 20/0.8 97 0.2+0.1
100 2815 4 13%7 100/ 4 43%6 0.3%0.1
500 65£2 20 50%5 500/ 20 7842 0.740.1
2500 90 £ 2 100 852 | 25007100 g2%2 21102
12500 98 £ 1 500 97+2 | 12500/500| 981 6.0 0.8
=3 in triplicate
*Cl : (CIk1 ; Cl=1 ; CI>1 )

(idarubicin) B -L OddC
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B -L OddC .
B -L OddC (AML), (MDS)
(CML-BP)
( 0) B -L OddC 5 mg/m 2 5 30 , 1 3
1~5 ) 12 mg/m 2
20 .4 2 0 3 .
3 - (hand-foot) .16 -1 (4 mg/m 23 -L OddC /9
mg/m 2 ) .
(SAEs)
Gl ,
AML 10 2 CRs ., MDS CR CML-MP CR
-1
5
(gemcitabine) [ -L OddC
B -L OddC
MiaPaCa Panc-01
() (Troxacitabin) + vs. MiaPaCa
20g (nude)
58 mg ( 12 ) ,
10 , -
1 . qdx5 10 mg/kg 25 mg/kg
(Eli Lilly, Lot# AMT16M) q3dx4 40 mg/kg 80 mg/kg
2 2 (calipers)
, (W 2 xL)/2 mg .
1 (gram) . ' ,
/ <100 ( T/ C) 100 %
(TGI)
1
( ) Panc.-01 () + \%
s. Panc.-01
() (MTD)
/ (MTD)
gdx5 - . 10 mg/kg ,
25 mg/kg , 5 1 . 23
qdx5 25 mg/kg
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4 10 25 mg/kg 40 80 mg/kg
g3dx4 i.p. . 10 mg/kg 40 mg/kg
5 6 12 . 10 mg/kg 80 mg/kg
5 48 ) . 25 mg/kg
40 mg/kg 5 5.6 , , 25
mg/kg 80 mg/kg 5 4
2 MiaPaCa
1
3 Panc-1
2
/

2
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EZAAEN + AAEM vs, MiaPaCa 917 #A Axadze xd
Weight Weight Final % Tumor Mice with Mice with {# of

Dose Route & Change Change Tumor Wt. Growth Partial Complete Toxic
Group n__ (mg/kg) Schedule (Day 6) {Day 12} {Mean+SEM} Inhibition Shrinkage Shrinkage Deaths
Control (10) - iov; qdx5 +2.6% +2.8% 11334 £159.1 — 0 0 2
Troxactabine! 10) 10 iv.; qdx5 +0.2% +3.0% 872.7 +171.1 23.9% 0 0 3
Troxactabinel (10) 25 iv,; qdx5 -3.9% +8.0% 8134 £ 579 29.7% 0 0 0
Gemcitabine? (10) 40 ip.; q3dx4 -1.6% +32% 733.0 +98.7 37.3% 0 0 0
Gemcitabine? (10) 80 i.p.; g3dx4 -1.0% +2.8% 553.8 +124.3 53.6% 0 0 1
Troxacitabine! (10) 10 iv.;qdx5 -6.0% +35% 8265+ 81.8 28.5% 0 0 0
Gemcitabine? 40 i.p.; q3dx4
Troxacitabine! (10) 10 iv;qdxb -9.8% -2.9% 4834 £ 975 60.0% 0 "] 1
Gemcitabine? 80 i.p.; q3dx4 :
Troxacitabinel (10) 25 iv.; qdx5 -8.4% +24% 4923 £52.3 59.7% 0 0 0
Gemcitabine? 40 ip-; q3dx4
Troxacitabine? (10) 25 iv,; qdx5 -9.7% -16.4% 3163 +58.7 76.3% 4] 4] 3
Gemcitabine? 80 ip.; q3dxd

Note: The centrol and vehicle for Troxacitabine was saline.

1BioChem Pharma, Lot# 23g1-AL-2P.
2l Lilly, Lot# 4MT16M.
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EFAMAE ¢

ZAAER s,

Panc-01 217+ #A4 $4 AxagtZe 29

Weight Weight Final % Tumor Mice with Mean Mice with
Dose Route & Change Change Tumor Wt. Growth Partial %Tumor Complete
Group (pn=10) (mg/kg)Schedule {Day 8) (Day 17) (MeansSEM) Inhibition Shrinkage Shrinkage Shrinkage Deaths
Control Saline iv.; qdx5 +0.7%+7.9%  855.9x170.7 — 0 — 0 0
Troxacitabine! 10 10iv,;qdx5 +0.3% +11.7% 11.1x2.1 — 9 77.5% 1 0
Troxacitabine! 25 iv.; qdx5 -2.1% +11.1% 12.5+1.9 — 9 72.6% 1 0
Gemcitabine? 40 ip,; g3dxd +1.4% +13.0%  457.8x113.9 49.8% 0 — o
Gemcitabine? 80  ip.;q3dx4 -1.7% +159%  262.2:67.7 743% 0 — 0
Troxacitabinet 10 iv.; qdx5 -7.1% +6.8% 13.2£1.1 — 10 73.9% 0 0
Gemcitabine? 40 ip.; q3dx4
Troxacitabine! 10 iv.,; qdx5 -5.8% +9.1% 14.6+0.8 — 10 70.1% 0 0
Gemuitabine? 80 ip.; q3dx4
Troxacitabine! 25 iw.; qdx5 -8.4% +8.5% 124412 — 10 76.3% [}
Gemcitabine? 90 ipy q3dx4
Troxacitabinel 25 iv.; gdxb -15.4% +4.1% 14.0:14 — 9 73.1% 1
Gemcitabine2 80 ip; q3dx4

Note: The control and vehicle for Troxacitabine was saline.
1BioChem Pharma, Lot# 23g1-AL-2P.
*Eli Lilly, Lot# 4MT16M.
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