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INTRODUCTION

Bile formation by the liver is a crucial physiological
function as serves as an excretory route for endo- and xe-
nobiotics and allows the digestion and absorption of lipids
from the intestinal lumen.1,2 Secretion of bile occurs as a
consequence of an osmotic filtration process in which the
secretion of osmotically active components from hepato-
cytes to canalicular space determines the passing of water
through intercellular tight junctions that are impermeable
to bigger size molecules.2 Among these active solutes se-
creted in the canalicular pole are bile acids (BA), glutath-
ione, and various organic anions, as well as bicarbonate,
proteins, organic cations and lipids.2,3 BA are the main sol-
utes in bile and are considered the major osmotic driving
force in its production.3 Canalicular excretion of BA oc-
curs after a vectorial transport process including three
phases: first, a highly efficient uptake from portal blood in
the hepatic sinusoid; second, intracellular transport in the
hepatocyte (that can be accompanied by chemical modifi-
cations such as conjugation with glucuronic acid or ami-
noacids, hydroxylation, sulfation, etc.) and, finally,

excretion to biliary canaliculi.4 Upon secretion into the
intestine BA undergo an enterohepatic circulation that is
mediated by a highly efficient recapture (95% of secreted
BA) mechanism in the terminal ileum that in turn secrete
BA into mesenteric blood that return to the liver via portal
vein for reuptake at the sinusoidal pole of hepatocytes. In
the last two decades, considerable advances have been
made in the understanding of the mechanisms at play in
the generation and regulation of BA flux in the enterohe-
patic circulation.5,6 Specifically, the elucidation of the mo-
lecular features of hepatocytic transport proteins as well as
of the pathobiology of biliary epithelia and the role of sev-
eral nuclear receptors in regulating the expression of key
transporters and enzymes, have provided a more detailed
knowledge of the regulation of hepatobiliary transport in
physiological and pathological conditions such as
cholestasis.2,7 Also, the role of BA as main drivers of bile
flow as well as its importance in determining cell injury
and death in both hepatocytes and cholangiocytes as well
as recent information on how BA may trigger an inflam-
matory response in the setting of cholestasis had led to a
focused research on BA-mediated liver injury and to the
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Bile acids (BA) are key molecules in generating bile flow, which is an essential function of the liver. In the last decades there have
been great advances in the understanding of the role of a number of specific transport proteins present at the sinusoidal and canalic-
ular membrane domains of hepatocytes and cholangiocytes in generating and maintaining bile flow. Also, a clearer understanding on
how BA regulate their own synthesis and the expression and/or function of transporters has been reached. This new knowledge has
helped to better delineate the pathophysiology of cholestasis and the adaptive responses of hepatocytes to cholestatic liver injury
as well as of the mechanisms of injury of biliary epithelia. In this context, therapeutic approaches including the use of new hydrophilic
BA such as the conjugation-resistant nor- ursodeoxycholic acid, nuclear receptor (FXR, PPAR-alpha) agonists, FGF19 analogues,
inhibitors of the apical sodium-depend bile acid transporter (ASBT) and modulators of the inflammatory cascade triggered by BA are
being studied as novel treatments of cholestasis. In the present review we summarize recent experimental and clinical data on the
role of BA in cholestasis and its treatment.
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design of new BA-based therapeutic strategies that are cur-
rently under study with promising results.8,9 In the
present review, we summarize recent advances on the role
of BA in cholestasis and provide a synopsis on how this
knowledge is being translated into potentially effective
therapies for cholestatic liver injury.

BILE ACID TRANSPORT, BILE ACID-INDUCED
TOXICITY AND HEPATOCELLULAR ADAPTIVE
RESPONSES IN CHOLESTASIS

The vectorial transport of BA by hepatocytes involves
several transport proteins and enzymes including the sinu-
soidal transporters sodium taurocholate co-transporting
polypeptide (NTCP/SLC10A1), members of the anion
Transporting Polypeptides (OATPs/SLCO) family, con-
jugation enzymes and the ATP-dependent efflux pump
BSEP (bile salt export pump [also know as ABCB11]).4,7

These proteins allow to a rapid transition of BA from
blood to bile and maintain a low intracellular BA concen-
tration (estimated in the micromolar range). This is cru-
cial to maintain hepatocyte integrity as BA are both
signaling and detergent molecules that, at higher concen-
tration (  50 M or mM), may cause apoptosis, activate
proinflammatory genes, and eventually induce cellular
necrosis.10-12 This inherent cytotoxicity of BA plays a role
in liver damage in cholestatic conditions where bile secre-
tion is impaired and BA accumulate inside hepatocytes
and, in the case of cholangiopathies, leak into the sur-
rounding tissue due to injury of bile ducts.10 Of note, in
the cholestatic setting changes in the expression of hepa-
tobiliary transporters occur that may represent a compen-
satory response aiming to limit the accumulation of
potentially toxic biliary constituents. These changes in-
clude down-regulation of BA uptake, down-regulation of
BA synthesis and upregulation of BA excretion through
increased BSEP or other transporters able to provide alter-
native excretory routes.13,14 These adaptive responses are
mediated by the activation of several nuclear receptors
such as FXR, PXR, CAR and SHP as well as by entero-
hormones such as FGF-19, which is produced in the ile-
um and also in hepatocytes (in humans).7,14 FXR is a major
player as is a dedicated BA receptor that influences a myri-
ad of pathways both in hepatocytes and in other resident
cells such as Kupffer, endothelial and hepatic stellate
cells.15 In hepatocytes in particular, upon upregulation of
SHP, FXR mediates a downregulation of NTCP and of
CYP7A1, a key enzyme in BA synthesis. FXR also directly
up-regulates BSEP, thus promoting BA excretion.7

In humans, FGF-19 may also be a player down-regulating
CYP7a1.16 Finally, alternative excretory transport proteins
located at the basolateral membrane of hepatocytes (i.e.
OST , , MRP3, and MRP4) that are expressed at low

levels in physiological conditions and become up-regulated
during cholestasis.7 Thus, if BA secretion is impaired
adaptive responses may limit BA accumulation inside
hepatocytes thus preventing hepatocellular damage. If
these responses are insufficient cell damage and death may
occur either by apoptosis or necrosis.12 Of note, it has
been also shown that in cholestatic hepatocytes BA can
trigger hepatocyte-specific inflammatory response that in-
volves increased expression of cytokines such as Ccl2,
Cxcl2, and IL-8 that in turn can contribute to neutrophil
recruitment and augment local inflammation.11,17 This re-
sponse is partially dependent of activation of toll like re-
ceptor-9 presumably by BA-induced mitochondrial
damage and the release of mitochondrial DNA.17 In addi-
tion to the local inflammation promoted by BA in other
scenarios such as in cholangiopathies or bile duct diseases,
mechanical obstruction lead to increased biliary pressure
and the occurrence of biliary infarcts and the leak of BA and
other biliary constituents into surrounding tissue that may
activate proliferative reactions and hepatic fibrogenesis
leading to disease progression and ultimately to cirrhosis.10

BA AND CHOLANGIOCYTES
IN CHOLESTASIS

Advances in the pathobiology of biliary epithelia have
also been significant in the last two decades.18,19 Cholangi-
ocytes, the epithelial cells lining the intra- and extrahepat-
ic biliary tree, are heterogeneous polarized cells that
contain a significant amount of transport proteins that al-
low the secretion of large amounts of bicarbonate (via the
Cl-/HCO3- exchanger (anion exchanger 2 [AE2]), water
(through aquaporin-1 [AQP-1]) and chloride (through the
low conductance cystic fibrosis transmembrane conduct-
ance regulator [CFTR]) that enrich canalicular bile and
contribute to regulate biliary pH, which is important for
activation of pancreatic enzymes and the absorption of li-
pophilic organic compounds. Cholangiocytes also express
BA transporters (the apical sodium-dependent bile acid
transporter [ASBT] is present in the apical membrane and
a truncated form of the same transporter [referred to as t-
Asbt] is located at basolateral membrane of cholangi-
ocytes) that allow for reabsorption of conjugated BA. Also,
passive absorption of protonated unconjugated BA can oc-
cur through passive absorption. The re-uptake of BA in
cholangiocytes followed by re-secretion into the blood of
peribiliary plexuses is referred as the “cholehepatic shunt
pathway”, which leads to BA return to hepatocytes for re-
secretion into bile augmenting its choleretic action.8 Fi-
nally, some in vitro e in vivo evidence suggest that biliary BA
concentration and composition may eventually regulate
some cholangiocyte functions by activating differing sign-
aling pathways and (i.e. calcium protein kinase C [PKC],
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phosphoinositide 3-kinase [PI3K], mitogen-activated protein
[MAP] kinase and extracellular signal-regulated pro-
tein kinase [ERK] among others) thus inducing changes
in cholangiocyte secretion, proliferation and survival. It
has been also shown that cholangiocyte proliferation is
critically dependent of the BA receptor TGR5, which
is located in the cholangiocytes cilia.18

Cholangiocyte injury is a key phenomenon in certain
cholestatic diseases and therefore aspects related to
cholangiocyte responses to injury are also of importance
to the understanding of cholestasis pathophysiology and
treatment.20 When injured, cholangiocytes respond ac-
quiring a neuroendocrine phenotype and, in response to a
myriad of stimuli, proliferate leading to bile duct hyper-
plasia, which is a common histological hallmark of chole-
static diseases.18 Injury of biliary cells can be
immune-mediated, toxically-induced or related to me-
chanical factors (i.e. biliary obstruction). In all these set-
tings, direct cytotoxicity of BA could play a role as
increased luminal BA can damage cholangiocytes mem-
brane, induce autophagy and promote cellular senescence,
which is associated to secretion of pro-inflammatory and
pro-fibrotic signals.18,21 Bicarbonate secretion and the ex-
istence of an intact cholangiocyte glycocalyx have been hy-
pothesized to form a “bicarbonate umbrella” that prevents
protonation of biliary BA and cellular damage by bile acid
monomers.22,23

NEW CONCEPTS IN
TREATING CHOLESTASIS WITH
BA-BASED THERAPIES

Based in the information summarized above, new strat-
egies are been exploited as therapeutic strategies for chole-
static diseases.8,22,24 These approaches include:

� To limit BA accumulation by reducing bile acid pool
size.

� To improve hepatoprotection and induce choleresis
thus limiting cholangiocyte damage.

� To modulate BA-induced inflammation.

Hepatocellular BA accumulation could be prevented in
several ways. FXR agonists, that evoke the above men-
tioned adaptive responses (reduction of BA import and
synthesis, and increase of BA export) in hepatocytes, have
been shown to be beneficial in animal models of cholesta-
sis. Recently, this knowledge was succesfully translated
into the clinic after the first-in-class FXR agonist obeti-
cholic acid was shown to exercise positive effects in pri-
mary biliary cholangitis (PBC), a prototypic cholestatic
disease.25 These results determined the drug FDA approv-
al and new efforts by the pharmaceutical indutry in devel-

oping new FXR agonists. Although beneficial, obeticholic
acid has some disturbing adverse effects, such as pruritus,
that may be reduce with by new agents.26

The use of FGF19 analogues and ASBT27 inhibitors are
additional strategies to limit intracellular BA by down reg-
ulating BA synthesis and preventing recapture of BA in the
ileum thus reducing BA pool.8,24 These approaches are be-
ing applied and trials are ongoing with promising re-
sults.28,29

The hepatoprotective properties of hydrophilic BA has
been exloited with ursodeoxycholic acid (UDCA), a natu-
ral BA that has been proven to be an effective therapy for
PBC.22,30 UDCA has multiple mechanisms of action in-
cluding stimulation of bile flow (through post-transcrip-
tional actions leading to increased insertion of
transporters sucha as BSEP into the canalicular mem-
brane), stimulation of biliary bicarbonate secretion in
hepatocytes and cholangiocytes as well as antiapoptotic
and anti-inflammatory actions [reviewed in22]. A modified
molecule of UDCA, Nor-UDCA, which is a side-chain-
shortened derivative resistant to amidation, which increas-
es its cholehepatic shunting, has been shown beneficial
effects in animal models31 and is entering clinical testing
with positive preliminary results in primary sclerosing
cholangitis.32

Finally, modulation of the inflammatory responses is
another potential target in cholestasis.11 In this regard, it
has been recently shown that BA can act as damage signals
and activate the multimolecular protein complex inflam-
masomne in Kupffer cells33 amplifying local inflammation
upon injury. At the same time, FXR serves as a negative
regulator of the NLRP3 inflammasome and therefore this
pathway can also be targeted by FXR agonists.

CONCLUDING REMARKS

A deeper understanding of BA synthesis and transport
regulation, the role of BA as signaling molecules in health
and disease and the mechanisms underlying BA toxicity in
hepatocytes and cholangiocytes has allowed designing new
therapeutic approaches for cholestatic diseases. Exploiting
FXR-related mechanisms is starting to show positive re-
sults and the outcome of ongoing clinical trials investigat-
ing new FXR agonists are eagerly awaited. Additionally,
other therapeutic approaches targeting the pathways de-
scribed in this review are also entering clinical testing
and, if proven effective, they will open the exciting possi-
bility of drug combinations aiming to modulate different
BA-related pathways. Agents acting at this level may be sig-
nificantly improve the outcome of patients with cholestat-
ic diseases and offer them an expanded therapeutic
armamentarium that not long ago was restricted to UDCA
or a watch-and-wait approach.



Arab JP, et al.  ,     2017; 16 (Suppl. 1): s53-s5756

CONFLICT OF INTEREST

The authors declare not to have conflict of interests re-
lated to this scientific work.

ACKNOWLEDGMENTS

This study was supported by research grants from the
Fondo Nacional de Desarrollo Científico y Tecnológico
(FONDECYT 1150327 to M.A., 1150311 to F.B. and
11171001 to D.C.) and the Comisión Nacional de Investi-
gación Científica y Tecnológica (grant CONICYT PIA/
Basal PFB12, Basal Centre for Excellence in Science and
Technology to M.A.) both from the Government of Chile.
The support of an AASLD/LIFER Clinical and Transla-
tional Research Fellowship in Liver Diseases from the
AASLD Foundation (to J.P.A.) is also acknowledged.

REFERENCES

1. Arrese M, Accatino L. From blood to bile: recent advances in

hepatobiliary transport. Ann Hepatol 2002: 1: 64-71.

2. Boyer JL. Bile formation and secretion. Compr Physiol 2013:

3: 1035-78. doi: 10.1002/cphy.c120027.

3. Arrese M, Trauner M. Molecular aspects of bile formation

and cholestasis. Trends Mol Med 2003: 9: 558-64.

4. Trauner M, Boyer JL. Bile salt transporters: molecular char-

acterization, function, and regulation. Physiol Rev

2003:83:633-71. doi: 10.1152/physrev.00027.2002.

5. Dawson PA, Karpen SJ. Intestinal transport and metabolism

of bile acids. J Lipid Res 2015: 56: 1085-99. doi: 10.1194/

jlr.R054114.

6. Marin JJ, Macias RI, Briz O, Banales JM, Monte MJ. Bile Ac-

ids in Physiology, Pathology and Pharmacology. Curr Drug

Metab 2015: 17: 4-29.

7. Halilbasic E, Claudel T, Trauner M. Bile acid transporters and

regulatory nuclear receptors in the liver and beyond. J

Hepatol 2013: 58: 155-68. doi: 10.1016/j.jhep.2012.08.002.

8. Trauner M, Fuchs CD, Halilbasic E, Paumgartner G. New

therapeutic concepts in bile acid transport and signaling for

management of cholestasis. Hepatology 2017: 65: 1393-404.

doi: 10.1002/hep.28991.

9. Hegade VS, Speight RA, Etherington RE, Jones DE. Novel

bile acid therapeutics for the treatment of chronic liver dis-

eases. Therap Adv Gastroenterol 2016: 9: 376-91. doi:

10.1177/1756283X16630712.

10. Jansen PL, Ghallab A, Vartak N, et al. The ascending patho-

physiology of cholestatic liver disease. Hepatology 2017:

65: 722-38. doi: 10.1002/hep.28965.

11. Li M, Cai SY, Boyer JL. Mechanisms of bile acid mediated in-

flammation in the liver. Mol Aspects Med 2017: 56: 45-53.

doi: 10.1016/j.mam.2017.06.001.

12. Woolbright BL, Jaeschke H. Therapeutic targets for choles-

tatic liver injury. Expert Opin Ther Targets 2016: 20: 463-75.

doi: 10.1517/14728222.2016.1103735.

13. Wagner M, Zollner G, Trauner M. Nuclear receptor regulation

of the adaptive response of bile acid transporters in

cholestasis. Semin Liver Dis 2010: 30: 160-77. doi: 10.1055/

s-0030-1253225.

14. Arrese M, Karpen SJ. Nuclear receptors, inflammation, and

liver disease: insights for cholestatic and fatty liver diseas-

es. Clin Pharmacol Ther 2010: 87: 473-8. doi: 10.1038/

clpt.2010.2.

15. Matsubara T, Li F, Gonzalez FJ. FXR signaling in the entero-

hepatic system. Mol Cell Endocrinol 2013: 368: 17-29. doi:

10.1016/j.mce.2012.05.004.

16. Jansen PL, Schaap FG, Beuers UH. Fibroblast growth factor

19, an anticholestatic drug produced by human liver. Gastro-

enterology 2012: 142: e29-30. doi: 10.1053/

j.gastro.2012.01.027.

17. Cai SY, Ouyang X, Chen Y, Soroka CJ, Wang J, Mennone A,

Wang Y, et al. Bile acids initiate cholestatic liver injury by

triggering a hepatocyte-specific inflammatory response. JCI

Insight 2017: 2: e90780. doi: 10.1172/jci.insight.90780.

18. Cheung AC, Lorenzo Pisarello MJ, LaRusso NF. Pathobiology

of biliary epithelia. Biochim Biophys Acta 2017. doi: 10.1016/

j.bbadis.2017.06.024.

19. Han Y, Glaser S, Meng F, Francis H, Marzioni M, McDaniel K,

Alvaro D, et al. Recent advances in the morphological and

functional heterogeneity of the biliary epithelium. Exp Biol

Med (Maywood) 2013; 238: 549-65. doi: 10.1177/

1535370213489926.

20. Sato K, Meng F, Giang T, Glaser S, Alpini G. Mechanisms of

cholangiocyte responses to injury. Biochim Biophys Acta

2017. doi: 10.1016/j.bbadis.2017.06.017.

21. Xia X, Francis H, Glaser S, Alpini G, LeSage G. Bile acid in-

teractions with cholangiocytes. World J Gastroenterol

2006; 12: 3553-63.

22. Beuers U, Trauner M, Jansen P, Poupon R. New paradigms

in the treatment of hepatic cholestasis: from UDCA to FXR,

PXR and beyond. J Hepatol 2015: 62: S25-37. doi: 10.1016/

j.jhep.2015.02.023.

23. Hohenester S, Wenniger LM, Paulusma CC, van Vliet SJ, Jef-

ferson DM, Elferink RP, Beuers U, et al. A biliary HCO3- um-

brella constitutes a protective mechanism against bile

acid-induced injury in human cholangiocytes. Hepatology

2012: 55: 173-83. doi: 10.1002/hep.24691.

24. Wagner M, Trauner M. Recent advances in understanding

and managing cholestasis. F1000Res 2016: 5. doi: 10.12688/

f1000research.8012.1.

25. Nevens F, Andreone P, Mazzella G, Strasser SI, Bowlus C,

Invernizzi P, Drenth JP, et al. A Placebo-Controlled Trial of

Obeticholic Acid in Primary Biliary Cholangitis. N Engl J Med

2016: 375: 631-43. doi: 10.1056/NEJMoa1509840.

26. Ali AH, Carey EJ, Lindor KD. Recent advances in the devel-

opment of farnesoid X receptor agonists. Ann Transl Med

2015: 3: 5. doi: 10.3978/j.issn.2305-5839.2014.12.06.

27. Xiao L, Pan G. An important intestinal transporter that regu-

lates the enterohepatic circulation of bile acids and choles-

terol homeostasis: The apical sodium-dependent bile acid

transporter (SLC10A2/ASBT). Clin Res Hepatol Gastroen-

terol 2017: 41: 509-15. doi: 10.1016/j.clinre.2017.02.001.

28. Hegade VS, Kendrick SF, Dobbins RL, Miller SR, Richards D,

Storey J, Dukes G, et al. BAT117213: Ileal bile acid transport-

er (IBAT) inhibition as a treatment for pruritus in primary bil-

iary cirrhosis: study protocol for a randomised controlled

trial. BMC Gastroenterol 2016: 16: 71. doi: 10.1186/s12876-

016-0481-9.

29. Graffner H, Gillberg PG, Rikner L, Marschall HU. The ileal bile

acid transporter inhibitor A4250 decreases serum bile acids

by interrupting the enterohepatic circulation. Aliment Phar-

macol Ther 2016:43:303-10. doi: 10.1111/apt.13457.

30. European Association for the Study of the Liver. Electronic

address eee, European Association for the Study of the L.

EASL Clinical Practice Guidelines: The diagnosis and man-

agement of patients with primary biliary cholangitis. J Hepa-

tol 2017: 67: 145-172. doi: 10.1016/j.jhep.2017.03.022.



57Bile Acids in Cholestasis. ,     2017; 16 (Suppl. 1): s53-s57

31. Halilbasic E, Steinacher D, Trauner M. Nor-Ursodeoxycholic

Acid as a Novel Therapeutic Approach for Cholestatic and

Metabolic Liver Diseases. Dig Dis 2017; 35: 288-92. doi:

10.1159/000454904.

32. Fickert P, Hirschfield GM, Denk G, Marschall HU, Altorjay I,

Färkkilä M, Schramm C, et al. norUrsodeoxycholic acid im-

proves cholestasis in primary sclerosing cholangitis. J

Hepatol 2017; 67: 549-58. doi: 10.1016/j.jhep.2017.05.009.

33. Hao H, Cao L, Jiang C, Che Y, Zhang S, Takahashi S, Wang

G, et al. Farnesoid X Receptor Regulation of the NLRP3 In-

flammasome Underlies Cholestasis-Associated Sepsis. Cell

Metab 2017; 25: 856-67 e5. doi: 10.1016/j.cmet.2017.03.007.

Correspondence and reprint request:

Marco Arrese, M.D.
Departamento de Gastroenterología

Facultad de Medicina, Pontificia Universidad Católica de Chile
Diagonal Paraguay Num. 362, 8330077, Santiago CHILE

Tel.: 56-2-23543822,
E-mail: marrese@med.puc.cl


	Bile Acids in Cholestasis and its Treatment
	Introduction
	Bile Acid Transport, Bile Acid-induced Toxicity and Hepatocellular Adaptive Responses in Cholestasis
	BA and Cholangiocytes in Cholestasis
	New Concepts in Treating Cholestasis With BA-based Therapies
	Concluding Remarks
	Conflict of Interest
	Acknowledgements


