10.

1.

seematiuany ol R2554B087 / Page 34

References

Bagnat M, Simons K. Lipid rafts in protein sorting and cell polarity in budding yeast

Saccharomyces cerevisiae. Biol Chem. 2002 Oct;383(10):1475-80.
Bode BP, Fuchs BC, Hurley BP, Conroy JL, Suetterlin JE, Tanabe KK, Rhoads DB,

Abcouwer SF, Souba WW. Molecular and functional analysis of glutamine uptake in

human hepatoma and liver-derived cells. Am J Physiol Gastrointest Liver Physiol.

2002 Nov;283(5):G1062-73.

Brusselmans K, De Schrijver E, Verhoeven G, Swinnen JV. RNA interference-

mediated silencing of the acetyl-CoA-carboxylase-alpha gene induces growth
inhibition and apoptosis of prostate cancer cells. Cancer Res. 2005 Aug
1,65(15):6719-25.

Bungard ClI, McGivan JD. Glutamine availability up-regulates expression of the

amino acid transporter protein ASCT2 in HepG2 cells and stimulates the ASCT2
promoter. Biochem J. 2004 Aug 15;382(Pt 1):27-32.
Burckhardt BC, Lorenz J, Kobbe C, Burckhardt G. Substrate specificity of the

human renal sodium dicarboxylate cotransporter, hNaDC-3, under voltage-clamp

conditions. Am J Physiol Renal Physiol. 2005 Apr;288(4):F792-9.

Chajés V, Cambot M, Moreau K, Lenoir GM, Joulin V. Acetyl-CoA carboxylase

alpha is essential to breast cancer cell survival. Cancer Res. 2006 May
15;66(10):5287-94.
Chen X, Tsukaguchi H, Chen XZ, Berger UV, Hediger MA. Molecular and functional

analysis of SDCT2, a novel rat sodium-dependent dicarboxylate transporter. J Clin
Invest. 1999 Apr;103(8):1159-68.
Chen XZ, Shayakul C, Berger UV, Tian W, Hediger MA. Characterization of a rat

Na+-dicarboxylate cotransporter. J Biol Chem. 1998 Aug 14;273(33):20972-81.
Chou CC and Marth EH. Incorporation of [2-14C] acetate into lipids of Mink (Mustela
vision) liver and intestine during in vitro and in vivo treatment with aflatoxin B1.
Applied Microbilogy 1975, 30 (6), 946-950.

DeBerardinis RJ, Mancuso A, Daikhin E, Nissim |, Yudkoff M, Wehrli S, Thompson

CB. Beyond aerobic glycolysis: transformed cells can engage in glutamine
metabolism that exceeds the requirement for protein and nucleotide synthesis. Proc
Natl Acad Sci U S A. 2007 Dec 4;104(49):19345-50.

Deberardinis RJ, Sayed N, Ditsworth D, Thompson CB. Brick by brick: metabolism
and tumor cell growth. Curr Opin Genet Dev. 2008 Feb;18(1):54-61.




12.

13.

14.

158

16.

{1/

18.

19.

20.

21.

22.

IYIUAVUANY T R2554B087 / Page 35

Edinger AL, Thompson CB. Akt maintains cell size and survival by increasing
mTOR-dependent nutrient uptake. Mol Biol Cell. 2002 Jul;13(7):2276-88.
Elstrom RL, Bauer DE, Buzzai M, Karnauskas R, Harris MH, Plas DR, Zhuang H,

Cinalli RM, Alavi A, Rudin CM, Thompson CB. Akt stimulates aerobic glycolysis in
cancer cells. Cancer Res. 2004 Jun 1;64(11):3892-9.

Fei YJ, Liu JC, Inoue K, Zhuang L, Miyake K, Miyauchi S, Ganapathy V. Relevance

of NAC-2, an Na+-coupled citrate transporter, to life span, body size and fat content
in Caenorhabditis elegans. Biochem J. 2004 Apr 1;379(Pt 1):191-8.
Fei YJ, Sugawara M, Nakanishi T, Huang W, Wang H, Prasad PD, Leibach FH,

Ganapathy V. Primary structure, genomic organization, and functional and
electrogenic characteristics of human system N 1, a Na+- and H+-coupled glutamine
transporter. J Biol Chem. 2000 Aug 4;275(31):23707-17.

Folch J, Lebaron FN. The isolation from brain tissue of a trypsin-resistant protein

fraction containing combined inositol, and its relation to neurokeratin. J Neurochem.
1956 Dec;1(2):101-8.
Fukuda H, Ebara M, Okuyama M, Sugiura N, Yoshikawa M, Saisho H, Shimizu R,

Motoji N, Shigematsu A, Watayo T. Increased metabolizing activities of the

tricarboxylic acid cycle and decreased drug metabolism in hepatocellular carcinoma.
Carcinogenesis. 2002 Dec;23(12):2019-23.
Hatzivassiliou G, Zhao F, Bauer DE, Andreadis C, Shaw AN, Dhanak D, Hingorani

SR, Tuveson DA, Thompson CB. ATP citrate lyase inhibition can suppress tumor
cell growth. Cancer Cell. 2005 Oct;8(4):311-21.
He T, Xing YQ, Zhao XH, Ai M. Interaction between iINOS and COX-2 in hypoxia-

induced retinal neovascularization in mice. Arch Med Res. 2007 Nov;38(8):807-15.

lkonen E, Simons K. Protein and lipid sorting from the trans-Golgi network to the

plasma membrane in polarized cells. Semin Cell Dev Biol. 1998 Oct;9(5):503-9.

Inoue K, Zhuang L, Maddox DM, Smith SB, Ganapathy V. Human sodium-coupled

citrate transporter, the orthologue of Drosophila Indy, as a novel target for lithium
action. Biochem J. 2003 Aug 15;374(Pt 1):21-6.

Inoue K, Zhuang L, Ganapathy V. Human Na+ -coupled citrate transporter: primary

structure, genomic organization, and transport function. Biochem Biophys Res

Commun. 2002 Dec 6;299(3):465-71.




23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

ss9mATUENYTOL R2554B087 / Page 36

Inoue K, Zhuang L, Maddox DM, Smith SB, Ganapathy V. Structure, function, and

expression pattern of a novel sodium-coupled citrate transporter (NaCT) cloned from
mammalian brain. J Biol Chem. 2002 Oct 18;277(42):39469-76.

Kaplan RS. Structure and function of mitochondrial anion transport proteins. J
Membr Biol. 2001 Feb 1;179(3):165-83.

Kaplan RS, Mayor JA, Johnston N, Oliveira DL. Purification and characterization of

the reconstitutively active tricarboxylate transporter from rat liver mitochondria. J Biol
Chem. 1990 Aug 5;265(22):13379-85.
Keay S, Grossberg SE. Interferon inhibits the conversion of 3T3-L1 mouse

fibroblasts into adipocytes. Proc Natl Acad Sci U S A.1980 Jul;77(7):4099-103.

Koen Brusselmans, Ruth Vrolix, Guido Verhoeven, and Johannes V. Swinnen.
Induction of Cancer Cell Apoptosis by Flavonoids Is Associated with Their Ability to
Inhibit Fatty Acid Synthase Activity. J. Biol. Chem. 2005, February 18, Vol. 280,
Issue 7, 5636-5645.

Kuhajda FP, Jenner K, Wood FD, Hennigar RA, Jacobs LB, Dick JD, Pasternack

GR. Fatty acid synthesis: a potential selective target for antineoplastic therapy.

Proc Natl Acad Sci U S A. 1994 Jul 5;91(14):6379-83.

Llovet JM, Di Bisceglie AM, Bruix J, Kramer BS, Lencioni R, Zhu AX, Sherman M,

Schwartz M, Lotze M, Talwalkar J, Gores GJ; Panel of Experts in HCC-Design

Clinical Trials. Design and endpoints of clinical trials in hepatocellular carcinoma. J
Natl Cancer Inst. 2008 May 21;100(10):698-711.
Mafes S, Mira E, Gémez-Moutén C, Lacalle RA, Keller P, Labrador JP, Martinez-A

C. Membrane raft microdomains mediate front-rear polarity in migrating cells. EMBO
J. 1999 Nov 15;18(22):6211-20.
Mazzaferro V, Chun YS, Poon RT, Schwartz ME, Yao FY, Marsh JW, Bhoori S, Lee

SG. Liver transplantation for hepatocellular carcinoma. Ann Surg Oncol. 2008
Apr;15(4):1001-7.
Meadows AL, Kong B, Berdichevsky M, Roy S, Rosiva R, Blanch HW, Clark DS.

Metabolic and morphological differences between rapidly proliferating cancerous and

normal breast epithelial cells. Biotechnol Prog. 2008 Mar-Apr;24(2):334-41.

McCloskey Diane E, Casero Robert A, Woster Patrick M and Davidson Nancy E.
Induction of programmed cell death in human breast cancer cells by an
unsymmetrically alkylatd polyamine analogue. Cancer Research 1995, 55, 3233-

3236.



34.

35

36.

3ifes

38.

39.

40.

41.

42.

43.

44,

45.

46.

TawalUENY ol R2554B087 / Page 37

Mizuarai Shinji, Miki Satomi, Araki Hiromitsu Takahashi Kazuhiko and Kotani
Hidehito. | dentification of dicarboxylate carrier Slc25a10 as malate transporter in de
novo fatty acid synthesis. J Biol Chem 2005, 280, 32434-32441.

Mousa SA, O'Connor L, Davis FB, Davis PJ. Proangiogenesis action of the thyroid

hormone analog 3,5-diiodothyropropionic acid (DITPA) is initiated at the cell surface
and is integrin mediated. Endocrinology. 2006 Apr;147(4):1602-7.

Naidu KA and Thippeswamy NB. Inhibition of human low density lipoprotein
oxidation by active principles from spices. Mol Cell Biochem. 2002 Jan;229(1-2):19-
2.3,

Ookhtens M, Kannan R, Lyon |, Baker N. Liver and adipose tissue contributions to

newly formed fatty acids in an ascites tumor. Am J Physiol. 1984 Jul;247(1 Pt
2):R146-53.

Pajor AM. Molecular properties of the SLC13 family of dicarboxylate and sulfate
transporters. Pflugers Arch. 2006 Feb;451(5):597-605.

Pajor AM. Molecular properties of sodium/dicarboxylate cotransporters. J Membr
Biol. 2000 May 1;175(1):1-8.

Pajor AM, Sun N. Functional differences between rabbit and human. Na(+)-

dicarboxylate cotransporters, NaDC-1 and hNaDC-1. Am J Physiol. 1996 Nov;271(5
Pt 2):F1093-9.

Palmieri F. The mitochondrial transporter family (SLC25): physiological and
pathological implications. Pflugers Arch. 2004 Feb;447(5):689-709.

Pizer ES, Jackisch C, Wood FD, Pasternack GR, Davidson NE, Kuhajda FP.

Inhibition of fatty acid synthesis induces programmed cell death in human breast
cancer cells. Cancer Res. 1996 Jun 15;56(12):2745-7.

Pizer ES, Wood FD, Pasternack GR and Kuhajda FP. Fatty acid synthase (FAS): A
target antimetabolites in HL60 promyelocytic leukemia cells. Cancer research 56

(15), 745-751, 1996.

Ribatti D. The discovery of the placental growth factor and its role in angiogenesis:

a historical review. Angiogenesis. 2008 Jun 21.

Srisawang P, Chatsudthipong A, Chatsudthipong V. Modulation of succinate

transport in Hep G2 cell line by PKC. Biochim Biophys Acta. 2007
Jun;1768(6):1378-88.

Swinnen JV, Beckers A, Brusselmans K, Organe S, Segers J, Timmermans L,

Vanderhoydonc F, Deboel L, Derua R, Waelkens E, De Schrijver E, Van de Sande




47.

48.

49.

50.

91.

52

53.

54.

55.
56.
57.

58.

F89MATUENY 30k R2554B087 / Page 38

T, Noél A, Foufelle F, Verhoeven G. Mimicry of a cellular low energy status blocks

tumor cell anabolism and suppresses the malignant phenotype. Cancer Res. 2005
Mar 15;65(6):2441-8.

Swinnen JV, Brusselmans K, Verhoeven G. Increased lipogenesis in cancer cells:

new players, novel targets. Curr Opin Clin Nutr Metab Care. 2006 Jul;9(4):358-65.

Swinnen JV, Heemers H, Van De Sande T, De Schrijver E, Brusselmans K, Heyns

W, Verhoeven G. Androgens, lipogenesis and prostate cancer. J Steroid Biochem

Mol Biol. 2004 Nov;92(4):273-9.

Swinnen JV, Veldhoven Paul P, Esquenet Murielle, Heyns Walter and Verhoeven
Guido. Androgens markedly stimulate the accumulation of neutral lipids in the
human protatic adenocarcinoma cell line LNCaP. Endocrinology 137 (10), 4468-
4474, 1996.

Turyn J, Schlichtholz B, Dettlaff-Pokora A, Presler M, Goyke E, Matuszewski M,

KmieC Z, Krajka K, Swierczynski J. Increased activity of glycerol 3-phosphate

dehydrogenase and other lipogenic enzymes in human bladder cancer. Horm Metab
Res. 2003 Oct;35(10):565-9.

Unnikrishnan MC and Kuttan R, Tumor reduceing and anticarcinogenic activity of
selected spices. Cancer Lett. 1990. 51; 85-89

Walzer N, Kulik LM. Hepatocellular carcinoma: latest developments. Curr Opin
Gastroenterol. 2008 May;24(3):312-9.

Wang H, Fei YJ, Kekuda R, Yang-Feng TL, Devoe LD, Leibach FH, Prasad PD,

Ganapathy V. Structure, function, and genomic organization of human Na(+)-
dependent high-affinity dicarboxylate transporter. Am J Physiol Cell Physiol. 2000
May;278(5):C1019-30.

Wieman HL, Wofford JA, Rathmell JC. Cytokine stimulation promotes glucose

uptake via phosphatidylinositol-3 kinase/Akt regulation of Glut1 activity and
trafficking. Mol Biol Cell. 2007 Apr;18(4):1437-46.
World Health Organization. http://www.who.int/whosis/whostat/2008/en/index.html

World Health Organization. http://www.who.int/whosis/whostat/2007/en/index.html

Yamazaki S, Takayama T. Surgical treatment of hepatocellular carcinoma:

evidence-based outcomes. World J Gastroenterol. 2008 Feb 7;14(5):685-92.
Zhang SY, Ma XF, Zheng CG, Wang Y, Cao XL, Tian WX. Novel and potent

inhibitors of fatty acid synthase derived from catechins and their inhibition on MCF-7

cells. J Enzyme Inhib Med Chem. 2008 Aug 1:1




FBIUATUANY 5L R2554B087 | Page 39

59. Zhong H, Bowen JP. Antiangiogenesis drug design: multiple pathways targeting

tumor vasculature. Curr Med Chem. 2006;13(8):849-62.




e uAluENY 0l R2554B087 / Page 40

Output nlATINNFILN
AV o ac & A A a o ad g 4 o
Nan 121N 1a3IN1TITUHEINITNNAARNW 1A LN TRITTEAU I T ML D whnsa Ty

v [ v { A v a o a ' ' . { . .
e aeinarton 1 509 BavinIduidsaglutialou manuscript Lo submit &9 journal

- Toxicology and Applied Pharmacology year 2012 W30

- Journal of Ethnopharmacology year 2012

24

myiwauiaelulsus:s Tt

- A TTINNT Q‘E‘J%‘ULaavl,@T%fumwujjl,l,a:ﬂi‘:aun’lsmﬂlumsﬁﬁ'é]”mﬁaszuu ALl

60 a a a a o e A’
UrlumidamaisoumisenluszauiSonnes n uszen uszdadwiugiulu
myiItsmnusnaulusnsuciosnins niiifiulddesannwidsii lay
ﬁwamu"’ﬁuﬁ“lﬂa%oﬁn%%uju’[mi laglddoulassnuidvsiunuiday.Ind
Bnw  nganumsldmssiennayulnanduddudinaaigraissdusds
lapANBINaYIRNIAONTHUIINTIT citrate lun138319 de novo fatty acid
moluirasusis
a d v v ' =1 a 6 @ A e
Femmame  p9ldinisaanuhindenuaannss  unidumeluame  uae
AMNANTE WNITHINAMLLNFTARASURZ AL INUFEAT SAUNULT B
103397330 laufnsNaveI&NI’RNAIN bacteria actimycetes aNLIuaNIHULHY

@ . & = . v A ; . &
mM3aie fatty acid lwwasunds lavjoninlufinadansan citrate Mulwsas
uazaslassnuiddpiidavenuaiuguanundanunanoluumanman Wae

a L ' ' a @ ' [ '
NYBDNURIINUIREY ‘Nﬂ’]a\'lE)Qluiﬁ‘ﬁ'ﬁ'\dﬂ'\iW'ﬁ]’\jmqlﬂn‘%"ﬂ’]ﬂLL%@GVJ%@GﬂﬂTﬂ









