#5667 Fatty Acid Synthase Inhibition for Ovarian Cancer.
Rajaa El Meskinit, Susan M. Medghalchi!, Aravinda Vadlamudi', Wan Fang Han?, Weibo Zhou?, Yajun
Im Tu?, Karen Dwyer?, Craig A. Townsend®, Francis P. Kuhajda?4>
= s gen FASgen, Inc., Baltimore, MD 21201
Departments of Pathology?, Neuroscience3, Oncology?, and Biological Chemistry®, The Johns Hopkins University School of
Medicine, Baltimore, MD 21205
Department of Chemistry8, The Johns Hopkins University Baltimore, MD 21218

Results FAS-31 Maximum Tolerated Dose Study in Male and Female Rats: IP and PO Route
Introduction (2 representative studies)
Effect of FAS-31 Treatment on Human Ovarian cancer Cell lines Overall, no major toxicity was found and normal motor activity was recorded
. - . . ibiti g iferati X ibiti - i following acute FAS-31 treatment (IP) in female rats and (PO) in male rats.
Fatty acid synthase (FAS) is highly expressed in many FAS-31 Inhibition of SKOV-3 Cell Proliferation FAS-31 Inhibition of OVCAR-3 Cell Proliferation o] (IP) (PO)
human cancers, including ovarian cancer. FAS is 150 P — Female Rat: IP Route
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with FAS expression, FAS function is different between 500 3 o 1002280 | 95842472 | 96022721 | 98962660 | 104072500 | 112582499
normal and tumor tissues. FAS functions in normal 1000 3 o 10043.46 | 96.80%4.82 93.60£6.22 95.9547.93 9896£7.68 | 11064515
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d biological Ey drive 0 Effect of FAS-31 Treatment on Human Ovarian cancer Xenograft model: FAS 31 0ose Nomberof | Rat Death Sody Weight SEM (5% of pretreaiment weigh)
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survival and proliferation and its inhibition induces tumor v s o Tworen | womiown | wwiiw | msiie | monive | mwie
cell apoptosis. . . - e 50 3 o 1003472 | 1055721064 | 102214548 | 107942613 | 112302702 | 10426450
Yl apoptos . FAS-31 anti-neoplastic activity is specific and dose dependent. FAS-31 treatment 0 3 N Toog110 | 9amz06s | 99542069 | 106492021 | 109532069 | 107525011
Prior studies have shown that pharmacological FAS N L N N o N
inhibiti . toxic t . o at 50 mg/Kg twice daily intraperitoneal resulted in between 75 and 80 % reduction 300 3 o 100+185 | 99464288 | 100554285 | 105948270 | 108734279 | 107342274
inhibition is cytotoxic to a variety of human cancer of the SKOV-3 tumor xenografts in 10 to 12 days period respectively. The 59 2 o 1002312 | 9006230 | 100602459 | 10620%420 | 110892451 | 109692457
xenograft models. While successful xenograft studies . . . ) 1000 3 o 1008364 | 99224437 | 99162425 | 10570%528 | 10878518 | 107482608
suggest that FAS inhibition is not substantially toxic to reduction of mouse ovarian tumor volume correlates with FAS enzyme activity. 0 3 R Toios | wsezses | wrmiin | ooz | orsie | woraiziam
normal tissues, formal toxicity data has not been - vehicle Control - ici i :
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We have 'developed a most promising inhibitor of FAS 1907 % asar %0z g 10 z = No abnormal behavior or distress was associated with FAS-31 treatment twice
A Lo A o E 160 S0 2 S daily in female and male rats.
FAS 31, which is effective in vitro and in vivo against R L2 ey E8.s y
ovarian cancer cells and its mouse xenograft models. In ;3513 S8 % EEw Male Rat: PO Route
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Cell Viability Assay: To measure the cytotoxicity of FAS-31 against T FAS-3150 mg/Kg x 2 IP 110 L0 Day 1 Day 2 Day 3 Day 4 Day 5 Day 2 Day3 | Day4 Day 5
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plates. Following overnight culture, FAS-31 was added to the cells at s £ — E o s mike) s 1003399 | s657Ea10 | s iskaos | 0000z aa | wesozazo| 10 | 107 | 2ams | zam
specified concentrations. Vehicle controls were run for each %é £ %E,\Oﬁ 50 5 1004298 | 100.1343.66 | 101.164516 | 106644367 | 108.41+4.17 19.37 2741 23.80 2193
experiment. Each condition was run in triplicate. After 72 h of §E 22 o L8 250 5 100£361 | 103422361 | 106842262 | 110312300 | 113572305 | 1301 143 | 1896 1640
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manufacturer's instructions (Cell Proliferation Kit Il (XTT) Roche =z og mgig x 3 Q " . " " : . . .
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Efficacy Studies: FAS-31 mouse efficacy studies were conducted in a7 " . N g Half Life (n) in Lung 355 438
order to evaluate anti-neoplastic activity of FAS-31 in vivo. Athymic FAS-3lis effAlcacm!.ns at 50 mg{Kg via oral tﬂreatment: FAS-31 oral treatment at Volume of Distribution = S0 (Vd, Likg) | 62382908 553012
Nude mice were implanted with SKOV-3 or OVCAR-3 human ovarian 50 mg/Kg twice daily resulled_ in almost 60% reduction of the OVCAR_—3 tumor Auc:sucwa/m\ x/m‘m Plasma s::;:x:;zoz:l 5;3]357;555
cancer cell lines and were treated twice daily intraperitoneal (IP) or xenografts in an 11 day period. FAS-31 treatment at 50 mg/Kg twice daily AUC‘SD”(:;“"”‘EXMM’W o T e
oral (PO) when the grown tumor xenografts reached at least 150 to resulted in almost 75% reduction of the SKOV-3 tumor xenografts in a 15 day
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period. Pharmacokinetics of Geometric Mean Plasma Concentration in Beagle Dog Following FAS-31 Intravenous
Maximum Tolerated Dose Study: Maximum Tolerated dose study 400 1 ~—Vehicle Control 120 Infusion of 10 mg/Kg or Oral Administration of 50 mg/Kg
was conducted to determine the toxic dose of FAS-31 in female and T 350 | WFAS3150mgiKg x 2P0 2 10
male rats. Sprague-Dawley rats were treated IP or PO. Animal W5 S100{ b—a— OVCAR-3 Formulation FASSURLIR2 FASSURL FAS SUR2
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5-Day Oral Toxicity Study: To determine the toxicity of FAS-31 in §’§ 150 g j‘; Patma " e e e e =
female and male, Sprague-Dawley rats were treated PO with £& 100 28 0 Volume of V1=1635011 VI=732141042 V1=2198+ 217 V1-98.91+788 V1=3114£436
increasing doses of FAS-31. FAS-31 was administered twice daily ; 50 ; 204 - Vehicle Conurol g;‘;f;:;’:; V2= 4.26£001 Ves1576£7.22 V2=850£5.10 V2220262 12.92 V2=8.25+458
PO at 50 mg/Kg (as 1X effective dose, based on mouse preliminary =0l S 1] resisomgKgxzPo 1695527843 14313923096 135214229629 917604780 182548227203
studies); 250 mg/Kg (5X), 500 mg/Kg (10X) to both Females and 13 7 9 1 (gimixh)in
Males. Day Cmax (ng/m) | 348513 5 153.47 4355811099 17026611929 1351412765 13396929527
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eagle Dogs: To ize the pf of -31, T FAS-31 50 mgiKg x 2 PO 2| g3 7
FAS-31 was administered intra-venously (IV, at 10 mg/Kg) or orally 23 5 %0 \(/‘\T_T CONCL USIONS
(PO at 50 mg/Kg ) in female and male, Sprague-Dawley rats or g; 400 £z %
Beagle dogs. FAS-31 blood level was determined by LC-MS at 28 gE ;2
different time after drug administration. 5] ‘EE P
§& ™ ¥ ez - oFAS-31 is efficacious against ovarian cancer tumors.
s X Pe00001 5 . . K . R . . ..
g x £ e sl abo oFAS-31 dosing achieved in the toxicological studies is sufficient to
T e s TS s 7 e n s induce apoptosis in human cancer cells and is non toxic.

oay oay oFAS-31is a viable pharmacological target for anti-cancer therapy.



