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Cytochromes p450

1) HepaRG: a novel human differentiated hepatoma cell line exhibiting high levels of inducible CYP450s and GSTs
enzymes useful for pharmacological and toxicological applications.
Cerec V., Corlu. A., Glaise D., Guguen-Guillouzo C.,Gripon P.Guyomard C., Boissier C.
HUG MEETING. 2004. Nov. Poster

2) Expression of cytochromes P450, conjugating enzymes and nuclear receptors in human hepatoma HepaRG cells.
Aninat C, Piton A, Glaise D, Le Charpentier T, Langouét S, Morel F, Guguen-Guillouzo C, Guillouzo A.
Drug Metab Dispos. 2006 Jan;34(1):75-83.

3) Characterisation of cytochrome P450 induction in HepaRG Cells.
Persson K.P. and Andersson T.B.
HUG meeting 2006. Poster

4) HepaRG Cells as an in vitro model for evaluation of cytochrome P450 induction in humans.
K P Kanabratt and T. B. Andersson
Drug Metab Dispos 2008. Jan;36(1) :137-145.

5) Functional expression of Cytochrome P450 enzymes in human hepatoma HepaRG cell line.
Miia T.,Ari T., Claire G., Jouko U., Christophe C., Jukka H., Guguen-Guillouzo C., Andre G., Olavi P.
P450 meeting 2007. Poster

6) Epinephrine induces an inflammatory response in human hepatoma HepaRG cells.
Aninat C., Descheemaeker P-N., Seguin P., Morel F., Malledant Y., Guillouzo A.
ISSX Meeting, 2007. Poster

7) Evaluation of multiple in vitro systems (PXR reporter gene assay, Fa2N-4 cells, HepaRG cells and Human
hepatocytes) to Determine CYP3A4 induction potential of new chemical entities in drug discovery.
Geraldine A.H., Jane K., Sara O., Suzzette H., Karen R.S., Denis P., Etienne L., David S., George Z., Maria R., Tommy
B.A.,Payal P., David A., Rob R., Patrick B., Dermot M.
ISSX Meeting .2008. Poster

8) HepaRG cells as an in vitro model for cytochrome P450 induction and drug metabolism.
Kajsa P. Kanebratt and Tommy B. Andersson,
ISSX meeting 2008. Poster

9) Human HepaRG Hepatocytes: Long-term functional stability & responsiveness to prototypical inducers.
R Li, S. Antherieu , M. Turpeinen , S. Camus , P. Fritayre, B. Shevchenko, A. Gullouzo , N. Rougier. Poster

10) Catecholamines induce an inflammatory response in human hepatocytes.
Aninat C, Seguin P, Descheemaeker PN, Morel F, Malledant Y, Guillouzo A,
Crit Care Med. 2008 Mar ; 36(3): 848-854.
— $&[8: 6) Epinephrine induces an inflammatory response in human hepatoma HepaRG cells.
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Evaluation of HepaRG Cells as an in vitro model for human drug metabolism studies.
kajsa P.Kanebaratt and Tommy B. Andersson.
Drug.Metab. Disposition.2008 Oct;36(7):1444-1452.

Dose- and time-dependent effects of Phenobarbital on gene expression profiling in human hepatoma HepaRG cells.
Lambert C., Spire C., Claude N., Guillouzo A.
Toxic.Appl.Pharmcol.2009 Feb 1;234(3) :345-360.

Evaluation of multiple in vitro systems for assessment of CYP3A4 induction in drug discovery: human hepatocytes,
pregnane X receptor reporter gene, and Fa2N-4 and HepaRG cells.

McGinnity DF, Zhang G, Kenny JR, Hamilton GA, Otmani S, Stams KR, Haney S, Brassil P, Stresser DM, Riley RJ.
Drug.Metab. Disp0os.2009 Jun;37(6):1259-1268.

— SM8: 7) Evaluation of multiple in vitro systems (PXR reporter gene assay, Fa2-N4 cells, HepaRG cells and

Human hepatocytes) to Determine CYP3A4 induction potential of new chemical entities in drug discovery. )

Functional expression, inhibition and induction of CYP enzymes in HepaRG cells.

Tu rpeinen M., Tolonen A, Chesne C., Guillouzo A., Usitalo J., Pelkonen O.

Toxicol. in Vitro.2009 Jun ;23 (4):748-753.

— $M: 5) Functional expression of Cytochrome P450 enzyme in human hepatoma HepaRG cell line.

Drug-metabolising enzymes are down-regulated by hypoxia in differentiated human hepatoma HepaRG cells: HIF-1
alpha involvement in CYP3A4 repression.

Legendre C, Hori T, Loyer P, Aninat C, Isida S, Glaise D, Lucas-Clerc C, Boudjema K, Guguen-Guillouzo C, Gorlu A, Morel F.
Eur J Cancer. 2009 Nov; 45(16) :2882-2892.

In vitro model for the prediction of clinical CYP3A4 induction using HepaRG cells.
Kaneko A, Kato M, Sekiguchi N, Mitsui T, Takeda K, Aso Y.
Xnobiotica. 2009 Nov ;39(11): 803-810.

In Vitro and in Vivo induction of Cytochrome P450: A survey of the Current Practices and Recommendations:
A Pharmaceutical Research and manufactures of America Perspective.

Chu V., Einolf H.J., Evers R., Kumar G., Moore D., Ripp S., Silva J., Sinha V., Sinz M., Skerjanec A.

Drug.Metab. Disposition.2009 ;37 (7): 1339-1353.

Quantity Production Of Metabolites Using HepaRG® Human Hepatic Cells
Chesne C., Annand R., Steen D., Guillet F., Tsaioun K.
ISSX Meeting 2009 Poster

Nuclear Receptor Signaling in HepaRG Cells.
Dan E. Brobst and Jeff L. Staudinger.
ISSX Meeting 2009. Poster

Evaluation Of HepaRG Cells For Determining CYP Induction In Drug Discovery.
Denton R., Soars M., Haney S., McGinnity D., Riley R.
ISSX Meeting 2009. Poster

HepaRG Cells Express Genes More Similar to Human Hepatocytes than HepG2 Cells.
Hart S.N., Li Ye, Nakamoto K., Subileau Eva-anne, Steen D., Zhong Xiao-bo.
ISSX Meeting 2009. Poster
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22) Simultaneous Determination of Cyp450 Induction and Metabolism in Metabolically Competent Human Hepatocyte
Cell Line HepaRG.
Annand R.R., Steen D., Jacewicz M., Tsaioun K., Chesne C.
ISSX Meeting 2009. Poster

23) Stable Expression, Activity, and Inducibillity of Cytochromes P450 in Differentiated HepaRG Cells.
Antherieu S, Chesne C, Li R, Camus S, Lahoz A, Picazo L, Turpeinen M, Tolonen A, Uusitalo J, Guguen-Guillouzo
C, Guillouzo A.
Drug Metab Dispos. 2010; 38(3): 516-525.

24) A comparison of whole genome gene expression profiles of HepaRG cells and HepG2 cells to primary human
hepatocytes and human liver tissues.
Hart S.N., Li Ye, Nakamoto K., Subileau EA., Steen D., Zhong XB.
Drug Mtab. Disp0s.2010 Jun; 38 (6): 988-994.
— S8 21) HepaRG Cells Express Genes More Similar to Human Hepatocytes than HepG2 Cells.

25) HepaRG human hepatic cell line utility as a surrogate for primary human hepatocytes in drug metabolism
assessment in vitro.
Lubberstedt M, Muller-Vieira U, Mayer M, Biemel KM, Kndspel F, Knobeloch D, Nussler AK, Gerlach JC, Zeilinger K.
J Pharmacol Toxicol Methods. 2011 Jan-Feb; 63(1): 59-68.

26) Involvement of aryl hydrocarbon receptor in basal and 2,3,7,8-tetrachlorodibenzo-p-dioxin-induced expression of
target genes in primary human hepatocytes.
Le Vee M, Jouan E, Fardel O.
Toxicol In Vitro. 2010 Sep; 24(6): 1775-1781.

27) General review on in vitro hepatocyte models and their applications.
Guguen-Guillouzo C, Guillouzo A.
Methods Mol Biol. 2010;640:1-40.

28) The HepaRG cell line: biological properties and relevance as a tool for cell biology, drug metabolism, and virology
studies.
Marion MJ, Hantz O, Durantel D.
Methods Mol Biol. 2010; 640:261-272.

29) The application of HepRG cells in evaluation of cytochrome P450 induction properties of drug compounds.
Andersson TB.
Methods Mol Biol. 2010; 640:375-387.

30) The Chinese Herbal Medicine Sophora Flavescens Activates Pregnane X Receptor.
Wang L, Li F, Lu J, Li G, Li D, Zhong XB, Guo GL, Ma X.
Drug Metab Dispos. 2010; 38 (12): 2226-2231.

31) Biotransformation pathway maps in WikiPathways enable direct visualization of drug metabolism related expression
changes.
Danyel G.J.Jennen, Stan Gaj., Pieter J. Giesbertz, Joost H.M.van Delft, Chris T. Evelo, Jos C.S. Kleinjans.
Drug Discovery Today. 2010.0Oct 15(19/20):851-858.
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The Use of HepaRG and Human Hepatocyte Data in Predicting CYP Induction Drug-Drug Interactions via Static
Equation and Dynamic Mechanistic Modelling Approaches.

Grime K, Ferguson DD, Riley RJ.

Curr Drug Metab. 2010 Dec; 11(10): 870-885.

Critical selection of reliable reference genes for gene expression study in the HepaRG cell line.
Ceelen L, De Spiegelaere W, David M, De Craene J, Vinken M, Vanhaecke T, Rogiers V.
Biochem Pharmacol. 2011 Mar 15; 81(10) :1255-1261.

Cytochrome P450 (CYP) dependent metabolism in HepaRG cells cultured in a dynamic three-dimensional(3D)
bioreactor.

Darnell M, Schreiter T, Zeilinger K, Urbaniak T, Soderdahl T, Rossberg I, Dillner B, Berg AL, Gerlach J, Andersson TB.
Drug Metab Dispos. 2011 Jul; 39(7):1131-1138.

Prediction of clearance from the HepaRG cell system: comparison with human hepatocytes for a range of substrates.
Ugo Zanelli, Pasquale Caradonna, David Hallifax, James Brian Houston.
ISSX Meeting 2010. Poster

The HepaRG cell line is suitable for bioartificial liver application.

Hoekstra R, Nibourg GA, van der Hoeven TV, Ackermans MT, Hakvoort TB, van Gulik TM, Lamers WH, Elferink RP, Chamuleau
RA.

Int J Biochem Cell Biol. 2011 Oct; 43(10):1483-1389.

Expression systems of cytochrome P450 proteins in studies of drug metabolism in vitro.
Pawtowska M, Augustin E.
Postepy Hig Med Dosw (Online). 2011 Jun 17;65:367-376. Polish.

Predictive Utility of In Vitro Rifampin Induction Data Generated in Fresh and Cryopreserved Human Hepatocytes,
Fa2N-4 and HepaRG Cells.

Templeton IE, Houston JB, Galetin A.

Drug Metab Dispos. 2011 Oct; 39(10): 1921-1929.

Inter-individual Variability in Gene Expression Profiles in Human Hepatocytes and Comparison with HepaRG Cells.
Rogue A, Lambert C, Spire C, Claude N, Guillouzo A.
Drug Metab Dispos. 2011 Jan ; 40(1) : 151-158.

The Role of CYP3A4 mRNA Transcript with Shortened 3'-UTR in Hepatocyte Differentiation, Liver Development, and
Response to Drug Induction.

Li D, Gaedigk R, Hart SN, Leeder JS, Zhong XB.

Mol Pharmacol. 2012 Jan; 81(1): 86-96.

Comparison of Cryopreserved HepaRG Cells with Cryopreserved Human Hepatocytes for Prediction of Clearance
for 26 Drugs.

Zanelli U, Caradonna NP, Hallifax D, Turlizzi E, Houston JB.

Drug Metab Dispos. 2012 Jan; 40(1): 104-110.

Characterization of human cytochrome P450 induction by pesticides.
Khaled A., Virpi L., Petri R., Jenni K., Paavo H., Sampo M., Olavi P., Jukka H.,
Toxicology. 2012 Mar 29;294(1):17-26.
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43) Characterization of primary human hepatocytes, HepG2 cells, and HepaRG cells at the mRNA level and CYP activity
in response to inducers and their predictivity for the detection of human hepatotoxins.
Gerets HH, Tilmant K, Gerin B, Chanteux H, Depelchin BO, Dhalluin S, Atienzar FA.
Cell Biol Toxicol. 2012 Apr;28(2):69-87.

44) The HepaRG cell line: a unique in vitro tool for understanding drug metabolism and toxicology in human.
Andersson TB, Kanebratt KP, Kenna JG.
Expert Opin Drug Metab Toxicol. 2012 Jul; 8(7): 909-920.

45) Co-cultures of enterocytes and hepatocytes for retinoid transport and metabolism.
Rossi C, Guantario B, Ferruzza S, Guguen-Guillouzo C, Sambuy Y, Scarino ML, Bellovino D.
Toxicol In Vitro. 2012 Apr 20. in Article.

46) .Optimization of the HepaRG cell model for drug metabolism and toxicity studies.
Anthérieu S, Chesné C, Li R, Guguen-Guillouzo C, Guillouzo A
Toxicol In Vitro. 2012 May 27

47) Nanofibrillar cellulose hydrogel promotes three-dimensional liver cell culture.
Bhattacharya M, Malinen MM, Lauren P, Lou YR, Kuisma SW, Kanninen L, Lille M, Corlu A, Guguen-Guillouzo C,
Ikkala O, Laukkanen A, Urtti A, Yliperttula M.
J Control Release. 2012

48) In Vitro Evaluation of Major In Vivo Drug Metabolic Pathways Using Primary Human Hepatocytes and HepaRG Cells
in Suspension and a Dynamic Three-Dimensional Bioreactor System.
Darnell M, Ulvestad M, Ellis E, Weidolf L, Andersson TB.
J Pharmacol Exp Ther. 2012 Oct;343(1):134-44

49) Induction of hepatic CYP3A enzymes by pregnancy-related hormones: studies in human hepatocytes and hepatic
cell lines.
Papageorgiou |, Grepper S, Unadkat JD.
Drug Metab Dispos. 2013 Feb;41(2):281-90.

50) Phase 1 and Phase 2 Drug Metabolism and Bile Acid Production of HepaRG Cells in a Bioatrtificial Liver in
Absence of Dimethyl Sulfoxide.
Hoekstra R, Nibourg GA, van der Hoeven TV, Plomer G, Seppen J, Ackermans MT, Camus S, Kulik W, van Gulik TM,
Elferink RP, Chamuleau RA.
Drug Metab Dispos. 2013 Mar;41(3):562-7.

51) Highly efficient SIRNA and gene transfer into hepatocyte-like HepaRG cells and primary human hepatocytes: new
means for drug metabolism and toxicity studies.
Laurent V, Glaise D, Nubel T, Gilot D, Corlu A, Loyer P.
Methods Mol Biol. 2013;987:295-314. doi: 10.1007/978-1-62703-321-3_25.

52 ) Evaluation of Normalization Strategies Used in Real-Time Quantitative PCR Experiments in HepaRG Cell Line
Studies.
Ceelen L, De Craene J, De Spiegelaere W.
Clin Chem. 2013 Sep 11.

53) Human Placental Lactogen Induces CYP2E1 Expression Via Pl 3-kinase Pathway in Female Human Hepatocytes.
Lee JK, Chung HJ, Fischer L, Fischer J, Gonzalez FJ, Jeong H.
Drug Metab Dispos. 2014 Jan 10.
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54) Thalidomide Increases Human Hepatic Cytochrome P450 3A Enzymes by Direct Activation of the Pregnane X
Receptor
Murayama N?, van Beuningen R, Suemizu H, Guguen-Guillouzo C, Shibata N, Yajima K, Utoh M, Shimizu M, Chesné C,
Nakamura M, Guengerich FP, Houtman R, Yamazaki H.
Chem Res Toxicol. 2014 Feb 17;27(2):304-8

55) Evaluation of 23 Lots of Commercially Available Cryopreserved Hepatocytes for Induction Assays of Human
Cytochromes P450.

Yajima Kt, Uno Y, Murayama N, Uehara S, Shimizu M, Nakamura C, Iwasaki K, Utoh M, Yamazaki H.
Drug Metab Dispos. 2014 Feb 19.

56) Comparative study of the effects of anti-tuberculosis drugs and antiretroviral drugs on CYP3A4 and
P-glycoprotein.
Horita Y, Doi N.
Antimicrob Agents Chemother. 2014 Mar 24

57) Differentiation of liver progenitor cell line to functional organotypic cultures in 3D nandfibrillar cellulose and
hyaluronan-gelatin hydrogels.

Malinen MM, Kanninen LK, Corlu A, Isoniemi HM, Lou YR, Yliperttula ML, Urtti AO.
Biomaterials. 2014 Jun;35(19):5110-21.

58) Interactions of Endosulfan and Methoxychlor Involving CYP3A4 and CYP2B6 in Human HepaRG_Cells.
Savary CC, Josse R, Guillet F, Bruyere A, Robin MA, Guillouzo A.
Drug Metab Dispos. 2014 May 15. pii: dmd.114.057786

59) HepaRG cell line as an in vitro model for screening drug-drug interactions mediated by metabolic induction:
Amiodarone used as a model substance.

Ferreira A, Rodrigues M, Silvestre S, Falcéo A, Alves G.
Toxicol In Vitro. 2014 Aug 27. pii: S0887-2333(14)00157-X

60) Dual-Color Fluorescence Imaging to Monitor CYP3A4 and CYP3A7 Expression in Human Hepatic Carcinoma
HepG2 and HepaRG Cells.

Tsuji S, Kawamura F, Kubiura M, Hayashi A, Ohbayashi T, Kazuki Y, Chesné C, Oshimura M, Tada M.
PL0S One. 2014 Aug 7;9(8):e104123.

61) HepaRG Cells as Human-Relevant In Vitro Model to Study the Effects of Inflammatory Stimuli on Cytochrome
P450 Isoenzymes.

Rubin K, Janefeldt A, Andersson L, Berke Z, Grime K, Andersson TB.
Drug Metab Dispos. 2015 Jan;43(1):119-25

62) Modulation of Cytochrome P450 expression and induction in human hepatocytes by Wnt/ 3Catenin signaling.

M.Thomas, U.Hofmann, C.Bayha, S.Winter, U.M.Zanger, M.Schwarz, A.Braeuning
20™ International Symposium on Microsomes and Drug Oxidations(MDO), 2014 Poster
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63) In vitro-to-in vivo correlation of the skin penetration, liver clearance and hepatotoxicity of caffeine.
Gajewska M, Paini A, Sala Benito JV, Burton J, Worth A, Urani C, Briesen H, Schramm KW.
Food Chem Toxicol. 2015 Jan;75:39-49.

64) A systematic comparison of the impact of inflammatory signaling on absorption, distribution, metabolism, and
excretion gene expression and activity in primary human hepatocytes andHepaRG cells.

Klein M, Thomas M, Hofmann U, Seehofer D, Damm G, Zanger UM.
Drug Metab Dispos. 2015 Feb;43(2):273-83.

65) In vitro kinetics of amiodarone and its major metabolite in two human liver cell models after acute and repeated
treatments.

Pomponio G, Savary CC, Parmentier C, Bois F, Guillouzo A, Romanelli L, Richert L, Di Consiglio E, Testai E.
Toxicol In Vitro. 2014 Dec 26. pii: S0887-2333(14)00252-5

66) Transcriptomic analysis of untreated and drug-treated differentiated HepaRG cells over a 2-week period.
Savary CC, Jiang X, Aubry M, Jossé R, Kopp-Schneider A, Hewitt P, Guillouzo A.
Toxicol In Vitro. 2015 Jan 5. pii: S0887-2333(14)00268-9.

67) Understanding the biokinetics of ibuprofen after single and repeated treatments in rat and human in vitro liver cell
systems.

Truisi GL, Consiglio ED, Parmentier C, Savary CC, Pomponio G, Bois F, Lauer B, Jossé R, Hewitt PG, Mueller SO, Richert L,
Guillouzo A, Testai E.
Toxicol Lett. 2015 Jan 8;233(2):172-186. doi: 10.1016

68) Detection of main metabolites of XLR-11 and its thermal degradation product in human hepatomaHepaRG cells and
human urine.
Kanamori T, Kanda K, Yamamuro T, Kuwayama K, Tsujikawa K, Iwata YT, Inoue H.
Drug Test Anal. 2015 Jan 19

69 ) Human HepaRG Cells can be Cultured in Hanging-Drop Plates for Cytochrome P450 Induction and Function
Assays.

Murayama N, Usui T, Slawny N, Chesné C, Yamazaki H.
Drug Metab Lett. 2015 Jan 18

70) Evaluation of differentiated cryopreserved HepaRG cells as a model for hepatic clearance and UGT activity.
Malin Darnell and Tommy B Andersson
Rennes Workshop 2011 Poster

71) Measuring CYP3A induction in combination with cell viability in multiplex cell-based assays formats. James J.
Cali, Marie Sobol, James Unch, Thimothy Moeller, Brad Larson and David Steen
ISSX 2010 Poster

72) Evaluation of the impact of matrix stiffness on encapsulated HepaRG spheroids.
S. P Rebelo, M. Estrada, R. Costa, C. Chesné, C. Brito and P. M Alves
ESACT 2013 Poster
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73) A trial proteomics fingerprint analysis of HepaRG cells by FD-LC-MS/MS.
Nakata K, Ichibangase T, Saitoh R, Ishigai M, Imai K.
Analyst. 2015 Jan 7;140(1):71-3

74) Activating and Inhibitory Functions of WNT/B-Catenin in the Induction of Cytochromes P450 by Nuclear Receptors
in_.HepaRG _Cells.
Thomas M, Bayha C, Vetter S, Hofmann U, Schwarz M, Zanger UM, Braeuning A.
Mol Pharmacol. 2015 Jun;87(6):1013-20.

75) Three-dimensional (3D) spheroid cultures improve the metabolic gene expression profiles of HepaRG _cells.
Takahashi Y, Hori Y, Yamamoto T, Urashima T, Ohara Y, Tanaka H.
Biosci Rep. 2015 May 7; 35(3) pii:e00208

76) Drug biokinetic and toxicity assessments in rat and human primary hepatocytes and_HepaRG cells
within the EU-funded Predict-1V project.

Mueller SO, Guillouzo A, Hewitt PG, Richert L.
Toxicol In Vitro. 2015 May 4. pii: S0887-2333(15)00085-5.

77) A ready-to-use, versatile, multiplex-able three-dimensional scaffold-based immunoassay chip for high throughput
hepatotoxicity evaluation.

Yan X, Wang J, Zhu L, Lowrey JJ, Zhang Y, Hou W, Dong J, Du Y.
Lab Chip. 2015 Jun 1;15(12):2634-46.

@ 78) Two persistent organic pollutants which act through different xenosensors (alpha-endosulfan and 2,3,7,8
tetrachlorodibenzo-p-dioxin) interact in a mixture and downregulate multiple genes involved in human hepatocyte
lipid and glucose metabolism.

Ambolet-Camoit A, Ottolenghi C, Leblanc A, Kim MJ, Letourneur F, Jacques S, Cagnard N, Guguen-Guillouzo C, Barouki R,
Aggerbeck M.
Biochimie. 2015 Sep;116:79-91.

m 79) Formation of GSH-trapped reactive metabolites in human liver microsomes, S9 fraction, HepaRG-cells, and human
hepatocytes.
Lassila T, Rousu T, Mattila S, Chesné C, Pelkonen O, Turpeinen M, Tolonen A.
J Pharm Biomed Anal. 2015 Nov 10;115:345-51.

@ 80) Measurement of Cytochrome P450 Enzyme Induction and Inhibition in Human Hepatoma Cells.
Rodrigues RM, De Kock J, Doktorova TY, Rogiers V, Vanhaecke T.
Methods Mol Biol. 2015;1250:279-85.
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