fungi, and SARS CoV-2. On review of limited literature
to date, our case appears to be the first reported case of
COVID-19 infection presenting with coinfection with
hepatitis A virus. Common route of infection (fecooral) may be a possible explanation for coinfection of
COVID-19 and hepatitis A. Although elevated liver
biochemistries are commonly seen in hospitalized
patients with COVID-19, it should not be assumed that
these findings are a manifestation of COVID-19. So, it
is important to rule out coinfection with hepatitis virus
as it may impact management and clinical outcome of
COVID-19 patients. Such patients should be isolated
from other patients to prevent transmission of infection.
We also encourage patients to be vaccinated against
hepatitis A to reduce the risk of coinfection.

Abnormal liver function tests in COVID-19 patients:
relevance and potential pathogenesis. Hepatology.

Redd WD, Zhou JC, Hathorn KE, et al. Prevalence and
Characteristics of Gastrointestinal Symptoms in Patients
With Severe Acute Respiratory Syndrome Coronavirus 2
Infection in the United States: A Multicenter Cohort Study.
Gastroenterology. 2020;159(2):765-767.e2. doi:10.1053/j.
gastro.2020.04.045.

3.

Hoffmann M, Kleine-Weber H, Krueger N, Mueller MA,
Drosten C, Poehlmann S. The novel coronavirus 2019
(2019-nCoV) uses the SARS-coronavirus receptor ACE2
and the cellular protease TMPRSS2 for entry into target
cells. bioRxiv. 2020.

4.

Chai X, Hu L, Zhang Y, et al. Specific ACE2 expression in
cholangiocytes may cause liver damage after 2019-nCoV
Infection. bioRxiv. 2020.

5.

Kumar-M P, Mishra S, Jha DK, et al. Coronavirus disease
(COVID-19) and the liver: a comprehensive systematic
review and meta-analysis [published online ahead of print,
2020 Jul 4]. Hepatol Int. 2020;1-12. doi:10.1007/s12072020-10071-9.

9.

Kelvin AA, Halperin S. COVID-19 in children: the link
in the transmission chain. Lancet Infect Dis. March 2020.
doi:10.1016/S1473-3099(20)30236-X.

11. Xu Y, Li X, Zhu B, et al. Characteristics of pediatric
SARSCoV- 2 infection and potential evidence for
persistent fecal viral shedding. Nat Med. 2020;26(4):502505. doi:10.1038/s41591-020-0817-4.
12. Santos VS, Gurgel RQ, Cuevas LE, Martins-Filho PR.
Prolonged Fecal Shedding of SARS-CoV-2 in Pediatric
Patients: A Quantitative Evidence Synthesis. J Pediatr
Gastroenterol Nutr. 2020;71(2):150-152. doi:10.1097/
MPG.0000000000002798.

Chen N, Zhou M, Dong X, et al. Epidemiological
and clinical characteristics of 99 cases of 2019 novel
coronavirus pneumonia in Wuhan, China: a descriptive
study. Lancet. 2020;395:507-513.

2.

Kumar KJ, Kumar HC, Manjunath VG, Anitha C, Mamatha
S. Hepatitis A in children- clinical course, complications
and laboratory profile. Indian J Pediatr. 2014;81(1):15-19.
doi:10.1007/s12098-013-1114-8.

10. Cheung KS, Hung IFN, Chan PPY, et al. Gastrointestinal
Manifestations of SARS-CoV-2 Infection and Virus
Load in Fecal Samples From a Hong Kong Cohort:
Systematic Review and Meta-analysis. Gastroenterology.
2020;159(1):81-95. doi:10.1053/j.gastro.2020.03.065.

References
1.

8.

13. Huang C, Wang Y, Li X, et al. Clinical features of patients
infected with 2019 novel coronavirus in Wuhan, China.
Lancet. 2020. doi:10.1016/S0140 6736(20)30183-5.

Dizygotic
Twins
with
Irritable
Bowel
Syndrome
and Interleukin-6 Promoter
Polymorphism (-174 G/C).
Saugata Acharyya
Kakoli Acharyya

6.

Zhang B, Zhou X, Qiu Y, et al. Clinical characteristics
of 82 death cases from COVID-19. PLoS ONE.
2020;15:e0235458.

Department of Paediatrics, Calcutta Medical Research
Institute, 7/2 Diamond Harbour Road. Kolkata-700027.
India.

7.

Bertolini, A., van de Peppel, I.P., Bodewes, F.A., Moshage,
H., Fantin, A., Farinati, F., Fiorotto, R., Jonker, J.W.,
Strazzabosco, M., Verkade, H.J. and Peserico, G. (2020),

Corresponding Author: Dr Saugata Acharyya
Email: acharyyasaugata@yahoo.com

Tropical Gastroenterology

56

Vol.42, No.1, January - March 2021

IBS is the commonest variety of Functional Abdominal
Pain Disorder (FAPD). As per the currently recommended
ROME IV diagnostic criteria, it is defined by the presence
of abdominal pain at least 4 days per month (for minimum
2 months) related to defecation and associated with the
change in frequency and consistency of stool. The ROME
IV recommendations provide a symptom based diagnostic
tool for FAPD and IBS1.
Interleukin-6 (IL6) is a cytokine protein that has
got a pro inflammatory role and plays a significant part in
maintaining immune homeostasis in the body. The IL-6
gene, located on the short arm of human chromosome 7
(7p21), presents several single nucleotide polymorphisms
(SNPs). One of the later is localized in the promoter
region (-174 G/C) and is associated with the variations
in quantity and expression of IL-6. These variations have
been implicated in the disease modulation in many chronic
inflammatory and neoplastic disorders. Though the exact
pathophysiology of IBS is yet to be ascertained, a major
role of inflammation has often been suggested. Previous
reports have also noticed that SNP of IL-6 promoter may
influence the disease activity in IBS.

diarrhea and constipation. They both had episodic pains
lasting between 15-30 minutes each time. They were
born following in vitro fertilization and were dizygotic
twins born to non-consanguineous parents. Their current
BMIs were above 50th centile. There was no significant
past history apart from intermittent wheeze for which
they were intermittently using salbutamol inhalers.
They were up to date with their immunization and their
developmental milestones were all normal. There was no
significant family history of gastrointestinal disorders.
Following the principles of ROME IV diagnostic criteria,
they were diagnosed to be suffering from IBS, based on
the history and clinical progression. Before referral they
had normal CT scans of abdomen as well as normal upper
and lower GI endoscopies. Subsequent investigations
were performed following the unit protocol.
At the time of initial diagnosis, the IBS Symptom
Severity Score (IBS-SSS)2 was 200 for the brother and
250 for the sister, both signifying moderate diseases
severities. Their Coeliac screening including the Anti
tissue Trans glutaminase IgA antibodies were negative.
Other results (Table 1) had revealed normal hemoglobin
and blood counts with marginally raised ESR and C
Reactive Proteins. The serum Vitamin D was significantly
low and the serum IgE levels were markedly raised. The
fecal calprotectin levels were marginally elevated and the
serum Interleukin-6 levels (by electro chemo luminescent
assay) were significantly high.
Since the serum Vitamin D levels were significantly

Case Report
11 years old twins (sister and brother) were referred to
gastroenterology clinic with recurrent peri-umbilical pain
3-4 times in a week for the last 6 months. The pain was
associated with alteration of bowel habits with alternating

Table 1: Investigation Reports and IBS Symptom Severity Scores (IBS-SSS) of Twin I & II.
Parameters

Twin 1. Girl
Diagnosis
Hemoglobin (g/dl)
12.2
3
Total WBC Count (per mm )
7600
ESR (mm, first hour) (normal<20 mm/hr)
24
CRP (mg/dl, normal <0.3
2.7
IBS-SSS (Remission<75, Mild (75-175), Moderate 250
(175-300), Severe >300
Serum IgE (normal <200 IU/ml)
1012
Serum Vitamin D (Deficiency <20 ng/ml)
9.6
Serum IL-6 (0-7 pg/ml)
55.4
Fecal Calprotectin (normal<50 mcg/gm
64
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Follow-up
12.7
6900
18
1.6
170
864
29.2
35.6
48

Twin 2. Boy
Diagnosis
13.1
6572
22
2.2
200
988
11.8
49.6
62

Follow-up
13.4
5800
16
1.4
150
648
32.6
34.8
46
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low (<20 nanogram/ml), they were given oral Vitamin D
supplements of 60000IU weekly for 6 weeks. Followup after 6 months from the initial diagnoses revealed
marginal improvements in the IBS-SSS (from moderate
to mild severity), along with marginal decrease in the
levels of serum IgE, Interleukin-6 and fecal Calprotectin
levels (Table 1).
Genetic studies performed using Polymerase
Chain Reaction- Sequence Specific Primer (PCR-SSP)
amplification of the target sequence had revealed SNPs of
IL-6 Promoters (-174 G/C) in both siblings.

significant improvement in the IBS-SSS6. However, its
effect on fecal Calprotectin level is yet to be ascertained.

Conclusion
Dietary adjustments and oral vitamin D supplementation
had resulted in symptomatic improvements in dizygotic
twins with IBS and documented vitamin D deficiency, at
the time of diagnosis. It had also led to a reduction of
serum IgE and the pro inflammatory markers like serum
IL-6 and fecal Calprotectin. Finally, the SNP of IL-6
Promoter (-174 G/C) could have explained a significant
elevation of serum IL-6 in these siblings, which might
have contributed to the severity and progression of their
disease process.

Discussion
In these twins, following the diagnosis, the diets were
modified to eliminate Fermentable oligo-, di- and monosaccharides carbohydrates and polyols (FODMAPs),
as these were identified to aggravate the symptoms.
Previous studies with twins have suggested that there is a
higher concordance of occurrence of IBS in monozygotic
twins than in dizygotic twins3. A previous report had also
concluded that there are polymorphism differences in
cytokine genes between patients with IBS and healthy
controls with a significant trend as regards to SNP of IL-6
Promoter (-174 G/C)4. They had past history of recurrent
wheezing and the serum IgE concentrations were
markedly increased. Increased prevalence of allergies
and atopic disorders including asthma has been shown in
patients with IBS. But the limited research conducted till
date with small sample sizes have failed to demonstrate
an exact link with immunoglobulin E (IgE)5. Finally,
along-with marginal reduction in serum IL-6 and serum
IgE levels, the siblings also had a marginal decrease
in fecal Calprotectin levels following oral Vitamin D
supplementation. Previous reports have suggested that
Vitamin D supplementation can be effective in treating
adolescents with IBS and vitamin D deficiency with a
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