
SUGAR AND LIVER:

STUDY 1:  

Schwimmer JB, Ugalde-Nicalo P, Welsh JA, et al. 
Effect of a Low Free Sugar Diet vs Usual Diet on 
Nonalcoholic Fatty Liver Disease in Adolescent 
Boys: A Randomized Clinical Trial. JAMA. 
2 0 1 9 ; 3 2 1 ( 3 ) : 2 5 6 – 2 6 5 .  d o i : 
10.1001/jama.2018.20579

The study concluded Adolescent boys with 
NAFLD, 8 weeks of provision of a diet low in 
free sugar content compared with usual diet 
resulted in significant improvement in hepatic 
steatosis. This is an open-label, 8-week 
randomized clinical trial of adolescent boys 
aged 11 to 16 years with histologically 
diagnosed NAFLD and evidence of active 
disease (hepatic steatosis >10% and alanine 
aminotransferase level ≥45 U/L) randomized 
1:1 to an intervention diet group or usual diet 
group. The intervention diet consisted of 
individualized menu planning and provision of 
study meals for the entire household to restrict 
free sugar intake to less than 3% of daily calories 
for 8 weeks. 

The mean decrease in hepatic steatosis from 
baseline to week 8 was significantly greater for 
the intervention diet group (25% to 17%) vs  the 
usual diet group (21% to 20%). The geometric 
mean decrease in alanine aminotransferase level 
from baseline to 8 weeks was significantly 
greater for the intervention diet group (103 U/L 
to 61 U/L) vs the usual diet group (82 U/L to 75 
U/L) and the adjusted ratio of the geometric 
means at week 8 was 0.65 U/L (95% CI, 0.53 to 
0.81 U/L; P < .001).

STUDY 2: 

Schwarz JM, Noworolski SM, Erkin-Cakmak A, 
et al. Effects of Dietary Fructose Restriction on 
Liver Fat, De Novo Lipogenesis, and Insulin 

K i n e t i c s  i n  C h i l d re n  Wi t h  O b e s i t y. 
Gastroenterology. 2017;153 (3):743-752. (doi: 
10.1053/j.gastro.2017.05.043. Epub 2017 Jun 1.)

The effect of 9 days of isocaloric fructose 
restriction on de novo lipogenesis [DNL], liver 
fat, visceral fat (VAT), subcutaneous fat, and 
insulin kinetics in obese Latino and African 
American children with habitual high sugar 
consumption (fructose intake >50 g/d) in 9-18 
years old; (n = 41), were studied. Starch was 
substituted for sugar, yielding a final fructose 
content of 4% of total kilocalories. Metabolic 
assessments were performed before and after 
fructose restriction. Liver fat, VAT, and 
subcutaneous fat were determined by magnetic 
resonance spectroscopy and imaging.

Compared with baseline, on day 10, liver fat 
decreased from a median of 7.2% (interquartile 
range [IQR], 2.5%-14.8%) to 3.8% (IQR, 1.7%-
15.5%) (P < .001) and VAT, visceral fat 
decreased from 123 cm  (IQR, 85-145 cm ) to 3 3

110 cm  (IQR, 84-134 cm ) (P < .001). The DNL 
3 3

area under the curve decreased from 68% (IQR, 
46%-83%) to 26% (IQR, 16%-37%) (P < .001). 
Insulin kinetics improved (P < .001). These 
changes occurred irrespective of baseline liver 
fat. The findings support efforts to reduce sugar 
consumption.

LEDIPASVIR-SOFOSBUVIR IN 

CHILDREN 6-12 YEARS:

STUDY 3: 

Murray, K. F., Balistreri, W. F., Bansal, S. et al 
(2018), Safety and Efficacy of Ledipasvir– 
Sofosbuvir With or Without Ribavirin for 
Chronic Hepatitis C in Children Ages 6‐11. 
Hepatology, 68: 2158-2166. doi:10.1002/ 
hep.30123

It is an open-label study with 92 patients, 88 
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JOURNAL WATCHAnswer: Congenital portosystemic shunt 
(CPSS). 

CPSS is a rare vascular anomaly of the liver with 
an incidence of 1:30,000 live births. This defect 
happens due to abnormal development of the 
liver vasculature. It has been postulated that 
incomplete involution of vitelline venous 
system during the development of hepatic 
sinusoids results in shunt formation. Around 
one-sixth of CPSS patients may have multiple 
anomalies ,  most  commonly involving 
cardiovascular systems including atrial or 
ventricular septal defects, coarctation of aorta, 
tetrology of Fallot, patent ductus arteriosus, 
splenic artery aneurysm, coronary artery fistula 
o r  c u t a n e o u s  h e m a n g i o m a s .  O t h e r 
abnormalities seen are polysplenia syndrome, 
anomalies involving renal and biliary system, 
and genetic syndromes (trisomy 21, Leopard, 
Osler-Weber-Rendu). Patients with CPSS show 
wide spectrum of symptoms from incidental 
detection (22%) on colour-doppler to severe 
complications. Altered fetal hepatic perfusion 
leads to intrauterine growth retardation, 
neonatal cholestasis (9%), hypoglycemia and 
hypergalactosemia. Later presentations include 
unexplained neurocognitive dysfunction, 
behavioural issues and minimal hepatic 
encephalopathy due to elevated ammonia. One-
f o u r t h  o f  t h e s e  i n d i v i d u a l s  d e v e l o p 
hepatopulmonary syndrome or portopulmonary 
hypertension secondary to excessive vasoactive 
mediators bypassing the liver. Moreover due to 
abnormal vascular supply, tumours develop in 
24% of such livers – focal nodular hyperplasia, 
nodular regenerative hyperplasia, adenomas 
and hepatocellular carcinoma [1]. 

Diagnosis is based on colour-Doppler which 
demonstrates abnormal communication 
between portal (PV) and hepatic veins (HV) or 
persistent ductus venosus. Intrahepatic PV 
branches may be non-visible or hypoplastic 
showing hyperechoic bands surrounded by 
hypoechoic stripes. PV flow may be slow or 
minimal. CPSS is classified as extrahepatic with 
complete (type I) or partial (type II) absence of 
intrahepatic PV flow; or intrahepatic (type 1 – 

right PV joins vena cava; type 2 – localized 
shunt from PV to HV in one lobe; type 3 – 
aneurysmal communication between PV and 
HV; type 4 – multiple communications between 
PV and HV; and type 5 – patent ductus venosus 
[2]. The infant in Pictures 1 and 2 has type 2 
intrahepatic CPSS with dilated middle HV 
(so l id  a r rows  in  P ic tu res  1B and  2 ) 
communicating with a branch of PV (arrows, 
Picture 1B). Main PV and vena cava is shown 
with black arrows and triangle, respectively 
(Picture 2). Treatment is based on shunt size and 
fraction, location, age, symptom severity and 
presence of tumours. All symptomatic shunts, 
asymptomat ic  ex t rahepat ic  shunts  or 
asymptomatic large intrahepatic shunts need 
ear ly  in te rven t ion .  Cont ra r i ly,  smal l 
intrahepatic shunts can be left alone till 1 year of 
age to allow for spontaneous closure. 
Interventional closure can be performed either 
percutaneously using Amplatzer devices or 
coils, or surgically in one or two stages. Balloon 
occlusion test is performed prior to surgical 
closure to check PV pressure and tolerance of 
bowel. With the advancement in interventional 
radiology techniques, liver transplantation is 
rarely required for CPSS [1, 2].   
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September 
Shava U, Yachha SK, Srivastava A, Poddar U, 
Sen Sarma M. Assessment of stool frequency 
and colonic transit time in Indian children with 
functional constipation and healthy controls. 
Indian J Gastroenterol. 2018 Sep;37(5):410-415

Indian children have significantly higher stool 
frequency and shorter colonic transit time, 
which are different compared to the reported 
figures from the West. Most of the Indian 
children with functional constipation had 
normal colonic transit time.

October
Sen Sarma M, Yachha SK, Rai P, Neyaz Z, 
Srivastava A, Poddar U. Cholangiopathy in 
children with extrahepatic portal venous 
obstruction. J Hepatobiliary Pancreat Sci. 2018 
Oct;25(10):440-447

A majority of children with extrahepatic portal 
venous obstruction have asymptomatic 
cholangiopathy and should be routinely 
evaluated for Portal cavernoma cholangiopathy 
at the time of first presentation by a combination 
of magnetic resonance cholangiography-
p o r t o v e n o g r a p h y  ( M R C  -  M R P V ) . 
Additionally, superior mesenteric vein block 
with portal cavernoma results in significantly 
higher changes of cholangiopathy on MRC and 
Endoscopic ultrasound.

Nabi Z, Shava U, Sekharan A, Nageshwar 
Reddy D. Diagnosis of Hirschsprung's disease 
in children: Preliminary evaluation of a novel 
endoscopic technique for rectal biopsy. JGH 
Open. 2018 Oct 4;2(6):322-326.

Rectal biopsy using endoscopic mucosal 
resection with a band ligation device is feasible, 
safe, and provides adequate sample for the 
evaluation of HD in children.

Yachha SK, Srivastava A, Mohan N, Bharadia L, 
Sarma MS; Management of Childhood 
Functional Constipation: Consensus Practice 
Guidelines of Indian Society of Pediatric 
Gastroenterology, Hepatology and Nutrition. 
Indian Pediatr. 2018 Oct 15;55(10):885-892

Functional constipation should be diagnosed 
only in the absence of red flags on history and 
examination. Those with impaction and/or 
retentive incontinence should be disimpacted 
with polyethylene glycol (hospital or home-
based). Osmotic laxatives (polyethylene glycol 
more than 1 year of age and lactulose/lactitol 
less than 1 year of age) are the first line of 
maintenance therapy. Stimulant laxatives 
should be reserved only for rescue therapy. 
Combination therapies of two osmotics, two 
stimulants or two classes of laxatives are not 
recommended. Laxatives as maintenance 
therapy should be given for a prolonged period 
and should be tapered off gradually, only after a 
successful outcome. Essential components of 
therapy for a successful outcome include 
counselling, dietary changes, toilet-training and 
regular follow-up.

November
Lal BB, Sood V, Khanna R, Alam S. How to 
identify the need for liver transplantation in 
pediatric acute-on-chronic liver failure? 
Hepatol Int. 2018 Nov;12(6):552-559

APASL ACLF Research Consortium-Acute-on-
chronic liver failure (AARC-ACLF) and 
chronic liver failure-sequential organ failure 
assessment (CLIF-SOFA) models are superior 
to other prognostic scores in pediatric ACLF. 
The scores are dynamic and a patient with either 
of these scores ≥ 11 at admission and/or a rising 
score at day 4 has high likelihood of death and 
needs to be urgently listed for liver transplantation.

Publications (Citations and Author's conclusions) by 
ISPGHAN members on topics related to pediatric 

gastroenterology, hepatology and nutrition
(Original articles and reviews published in indexed journals)
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with genotype 1(maximum), 89 received 
treatment with ledipasvir-sofosbuvir without 
ribavirin for 12 weeks, 97% were perinatally-
infected, and 78% were treatment naive. The 
median age was 9 years.(age : 6 – 12 years) 

The doses of ledipasvir (45 mg) and sofosbuvir 
(200 mg) were half of those used in adults.

Patients were assigned to ledipasvir- sofosbuvir 
for 12 weeks, except for interferon-experienced 
cirrhotic patients with HCV genotype 1, who 
received ledipasvir-sofosbuvir for 24 weeks. 
HCV genotype 3 interferon-experienced 
patients with or without cirrhosis were assigned 
to ledipasvir-sofosbuvir plus ribavirin for 24 
weeks. SVR12 was 99% (91/91). 

Ledipasvir-sofosbuvir was well-tolerated; the 
common adverse events reported were 
headache ,pyrexia and abdominal pain. 
Consistent with observations in adolescents and 
adults, treatment with ledipasvir-sofosbuvir 
was well tolerated in children 6 to <12 years old.

ORAL ANTIBIOTICS & PEDIATRIC IBD.

STUDY 4: 

Jessica Breton,  Arthur Kastl ,  Natalie 
Hoffmann,et al. Efficacy of Combination 
Antibiotic Therapy for Refractory Pediatric 
Inflammatory Bowel Disease, Inflammatory 
Bowel Diseases, izz006, https://doi.org/ 
10.1093/ibd/izz006 

Oral combination antibiotics may improve 
disease course in refractory inflammatory bowel 
disease. Sixty-three patients with refractory UC, 
Crohn's colitis, and IBD-U. received a 
combination of 3 or 4 oral antibiotics (most 
commonly amoxicillin, metronidazole, and 
either doxycycline or ciprofloxacin) for a 
median (IQR) of 29 (21–58) days. 

Children over the age of 7 years were prescribed 
triple therapy (orally prescribed) with 
amoxicillin 50  mg/kg divided by 3 (up to 500 
mg three times a day), metronidazole 15 mg/kg 
divided by 3 (up to 250 mg three times a day), 
and doxycycline 4 mg/kg divided by 2 (up to 
100 mg twice a day). Doxycycline was 

substituted for ciprofloxacin 20 mg/kg divided 
by 2 (up to 250 mg twice a day) in children 7 
years and younger. Patients with a known 
allergy to 1 of the drugs were treated with oral 
gentamycin instead of the allergenic drug. 
Vancomycin could be added as the fourth 
medication (250 mg, or 125 mg in those younger 
than 8 years, four times a day) in those younger 
than 8 years) in hospitalized children. The 
antibiotic cocktail was typically prescribed for 3 
± 1 weeks.

Thirty-four patients (54%) were deemed 
corticosteroid-refractory or -dependent, with 
the majority (62/63) having a previous or 
present loss of response or primary nonresponse 
to anti–tumor necrosis factor alpha (anti-TNFα) 
therapy. Use of combination antibiotics led to a 
significant decrease in median Pediatric 
Ulcerative Colitis Activity Index (PUCAI) 
score (IQR) from 55 (40–65) to 10 (0–40; P < 
0.0001) over 3 ± 1 weeks, with 25/63 (39.7%) 
patients achieving clinical remission(PUCAI 
<10 points). The clinical benefits of oral 
antibiotics were independent of anti-TNFα 
therapy optimization.

Compiled by: Dr. Yogesh Waikar

Jan - March 2019 Vol 1 Number 1 PGLJ

Journal WatchYogesh Waikar

(28)




