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dysplasias and finally, one on miscellaneous bone 
disorders including disorders associated with high 
bone density. A chapter providing brief overview 
of drugs commonly used in paediatric bone and 
calcium disorders including newer drugs is also 
included.

A chapter comprising of 95 illustrative case 
summaries showcasing various disorders discussed in 
the book is of particular interest. Each case is followed 
by learning points and linked to an appropriate section 
of the book where the related topic is discussed.

Covering rickets under two different chapters 
misses out on the initial clinical approach to a 
child presenting with features of rickets, and the 
differentiating clinical and laboratory clues that 
facilitate initial segregation in the two main categories. 
Likewise, the chapter on skeletal dysplasia deals 
exclusively with radiological approach to diagnosis. 
A discussion on clinical approach to this group of 
disorders would have been a welcome addition to the 
book.

Despite some shortcomings, the writing style is 
crisp and focussed and uniformity has been maintained 
across different chapters contributed by different 
authors. Care has been taken to cover all aspects of 
bone and mineral metabolism and the entire spectrum 
of disorders related to it. Thus, the book is a complete 
reference offering up-to-date information on all aspects 
of paediatric bone and mineral disorders. The contents 
are well organised and presented in a logical sequence. 
There is liberal use of tables, appropriate figures, 
illustrative radiographs and each chapter carries recent 
references. 

Overall, this book is a must have for 
endocrinologists/ paediatric endocrinologists. It would 
also be a useful reference tool for paediatricians, 
neonatologists, orthopaedic surgeons and radiologists 
dealing with children with bone disorders. Besides, it 
would also help academicians and researchers in these 
fields in identifying current gaps in knowledge and 
developing new research protocols.
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This report presents the proceedings of Falk 
symposium 194 held in Freiburg, Germany in October 
2014. One may rate the top two advances in the field 
of bile acids covered in this book as the introduction 
of farnesoid receptor agonists (obeticholic acid) to 
treat non-alcoholic fatty liver disease (NAFLD) and 
the discovery of a bile acid transporter as a critical 
receptor for entry of hepatitis B and D viruses into the 
hepatocyte.

We currently lack effective drugs to treat 
NAFLD. Bile acids modulate insulin signalling and 
improve insulin resistance in cell-based and animal 
studies. Farnesoid receptor activation inhibits hepatic 
gluconeogenesis and hepatic glucose output; and 
reduces lipogenesis and very low density lipoprotein 
formation. Farnesoid receptor agonists also have 
anti-inflammatory and anti-fibrotic properties. Bile 
acid derivative INT-747, a potent activator of farnesoid 
receptor, reduces liver fat and fibrosis in animal models. 
Farnesoid receptor agonists (like INT-747) have been 
shown to improve insulin resistance and NAFLD in 
humans. The symposium proceedings mention that the 
results of the FLINT trial, to see if INT-747 improves 
histology of NAFLD are awaited. These results were 
subsequently published, reporting that INT-747 (also 
known as obeticholic acid) improves the histology 
of NAFLD in humans. However, 23 per cent of the 
patients on obeticholic acid developed pruritis, thus the 
long term benefits and safety of this therapy need to be 
studied further. 

The discovery of the role of a bile acid transporter 
(sodium taurocholate co-transporting polypeptide, 
NTCP) as a receptor for entry of hepatitis B and D is 
discussed under the section, ‘Clinical Relevance of 
Bile Acid Metabolism and Transport’. This update is 
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exciting and offers the potential for drugs to block viral 
entry into the hepatocyte. Furthermore, this discovery 
has resulted in a reliable cell culture system for these 
viruses.

Research into gut microbiome is being actively 
pursued now which has been discussed under 
the section, ‘Interactions of Bile Acids and the 
Gut Microbiome’. Interactions of bile acid metabolism 
and gut microbiota in patients with cirrhosis are 
discussed in this section. Similar hypotheses are 
being looked at in the pathogenesis of inflammatory 
bowel diseases and hepatocellular carcinoma in these 
individuals.

Bile acid induced acute kidney injury in deeply 
jaundiced patients (cholemic nephropathy) is probably 
under-recognized clinically. Definition and methods 
to diagnose this condition are discussed in the section, 
‘Bile Acids are Metabolic Modulators’. 

A variety of signals and receptor modulation in 
bile acid metabolism have been covered in the section, 
‘Therapeutic Potential of Bile Acids and Bile Acid 
Receptor Agonists’. Bile acid – farnesoid X receptor 
(FXR) – FGF 15/19 is an endocrine pathway, which 
opens up and targets to treat metabolic diseases and 
primary biliary cirrhosis. FXR agonists and FGF 
19 analogues are in clinical trials now. In intrahepatic 
cholestasis of pregnancy, sulphated progesterone 
metabolites, by functioning as partial FXR agonists, 
may competitively inhibit bile acid homeostasis. 
Whether bile acid signal modulation can achieve 
benefits equivalent to bariatric surgery without the 
patient undergoing surgery is also discussed. However, 
it sounds a bit like science fiction at present! 

Nor-ursodeoxycholic acid (nor-UDCA) is a 
derivative of UDCA with a methylene group deleted 
in its side chain. Nor-UDCA has physicochemical and 
therapeutic properties distinctly different from UDCA. 
It undergoes chole-hepatic shunting which enables 
targeting of biliary ductules. It also induces bicarbonate 
rich hypercholeresis which may be cholangioprotective. 
Direct anti-inflammatory, anti-lipotoxic, anti-fibrotic 
and anti-proliferative properties of nor-UDCA have 
been reported. The benefits of nor-UDCA in cholestatic 
and metabolic disorders are to be studied. Phase 2 trials 
of nor-UDCA in primary sclerosing cholangitis are 
awaited.

Overall, this book is a storehouse of knowledge on 
the new advances in bile acid signalling, its modulation 
and its clinical relevance. It is recommended for 

clinicians and researchers interested in the field of bile 
acids.

C. E. Eapen
Department of Hepatology 
Christian Medical College

Vellore 632 004, Tamil Nadu, India
eapen@cmcvellore.ac.in

DOI: 10.4103/0971-5916.215566
Quick Response Code:

Low-birthweight baby: Born too soon or too 
small, N.D. Embleton, J. Katz, E.E. Ziegler, editors 
(Karger, Basel, Switzerland) 2015. 170 pages. 
Price: US$ 59.00/CHF 50.00/EUR 47.00

ISBN 978-3-318-02768-6

This book is a summary of the proceedings 
of Nestlé Nutrition Institute workshop held in 
March-April, 2014, in Magaliesburg, South Africa. 
The authors are leaders and subjects experts in the field 
of ‘low birth weight’. 

The book is divided into three sections. Section 1, 
‘Global Epidemiology focuses on the global estimates 
of preterm and term small for gestational age (SGA) 
prevalence, risk factors for increased morbidity and 
mortality in this group and possible intervention in 
reducing the preterm and term SGA burden. India 
contributes to 12.8 million of the 32.4 million global 
burden of SGA infants. Nearly 12.5 million infants 
are born preterm. Maternal short stature, body mass 
index and weight gain during pregnancy as important 
predictors of SGA highlight the need to care for the 
girl child in middle and low-income countries. A 
generational change is needed to address this issue 
of ‘low-birthweight - born too small’. A special focus 
on the girl child nutrition, education and upbringing 
would have added more value to this section. Although 
preterm (preterm SGA at highest risk) infants are at 
higher risk for mortality compared with term SGA, the 
sustained morbidity and mortality of term SGA through 
the first year of infancy is an important message. 
Antimicrobials for infections of the reproductive 
tract, malaria, parasitic diseases, skin infections and 
periondonitis to improve foetal growth and reduce 
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