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Intestinal gluconeogenesis is downregulated 
in pediatric patients with celiac disease
Olof Karlson1, Henrik Arnell2,3, Audur H. Gudjonsdottir4, Daniel Agardh5 and Åsa Torinsson Naluai1*   

Abstract 

Background: Untreated celiac disease (CD) patients have increased levels of blood glutamine and a lower duodenal 
expression of glutaminase (GLS). Intestinal gluconeogenesis (IGN) is a process through which glutamine is turned 
into glucose in the small intestine, for which GLS is crucial. Animal studies suggest impaired IGN may have long-term 
effects on metabolic control and be associated with the development of type 2 diabetes and non-alcoholic fatty liver 
disease (NAFLD). The aim of this study was to thoroughly investigate IGN at the gene expression level in children with 
untreated celiac disease.

Methods: Quantitative polymerase chain reaction (qPCR) was used to quantify the expression of 11 target genes 
related to IGN using the delta-delta Ct method with three reference genes (GUSB, IPO8, and YWHAZ) in duodenal 
biopsies collected from 84 children with untreated celiac disease and 58 disease controls.

Results: Significantly lower expression of nine target genes involved in IGN was seen in duodenal biopsies from CD 
patients compared with controls: FBP1, G6PC, GLS, GPT1, PCK1, PPARGC1A, SLC2A2, SLC5A1, and SLC6A19. No significant 
difference in the expression was observed for G6PC3 or GOT1.

Conclusions: Children with untreated celiac disease have lower expression of genes important for IGN. Further 
studies are warranted to disentangle whether this is a consequence of intestinal inflammation or due to an impaired 
metabolic pathway shared with other chronic metabolic diseases. Impaired IGN could be a mechanism behind the 
increased risk of NAFLD seen in CD patients.

Keywords: Celiac disease, Gluten, intestinal gluconeogenesis, Non-alcoholic fatty liver disease

© The Author(s) 2022. Open Access This article is licensed under a Creative Commons Attribution 4.0 International License, which 
permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give appropriate credit to the 
original author(s) and the source, provide a link to the Creative Commons licence, and indicate if changes were made. The images or 
other third party material in this article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line 
to the material. If material is not included in the article’s Creative Commons licence and your intended use is not permitted by statutory 
regulation or exceeds the permitted use, you will need to obtain permission directly from the copyright holder. To view a copy of this 
licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/. The Creative Commons Public Domain Dedication waiver (http:// creat iveco 
mmons. org/ publi cdoma in/ zero/1. 0/) applies to the data made available in this article, unless otherwise stated in a credit line to the data.

What you need to know
Background
We have previously shown an association between celiac 
disease (CD) and amino acid metabolism including the 
gene glutaminase (GLS). This enzyme has an important 
role in intestinal gluconeogenesis (IGN) where the amino 
acid glutamine is the main substrate.

It has also been shown that patients with CD are at 
an increased risk of non-alcoholic fatty liver disease 
(NAFLD) later in life.

Findings
All key genes involved in intestinal gluconeogenesis are 
downregulated at the gene expression level in the small 
intestine of children with untreated CD, suggesting 
impairment of intestinal gluconeogenesis.

Implications for patient care
Impaired intestinal gluconeogenesis might lead to the 
increased risk of NAFLD seen in patients with CD as 
adults. Early diagnosis and treatment of CD may restore 
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intestinal gluconeogenesis and prevent CD patients from 
NAFLD later in adulthood.

Background
A family-based genome-wide association study (GWAS) 
found shared genes between celiac disease (CD) and type 
2 diabetes (T2D), indicating changes in common nutrient 
signaling pathways of amino acid metabolism. Further-
more, glutaminase (GLS), an enzyme that converts glu-
tamine to glutamate, was identified by pathway analysis 
in the most associated network of genes and was found 
to be downregulated in duodenal biopsies from chil-
dren with untreated CD [1]. Later work showed allele-
specific expression of GLS connected to the associated 
single-nucleotide polymorphism (SNP) (rs6741418) in 
the GLS gene region [2]. A total of 142 associations to 
50 traits, a large number of which are autoimmune dis-
eases, have been reported for the gene region containing 
GLS/STAT1/STAT4 as reported in the GWAS Catalog. 
This makes it one of the top-reported gene regions in 
autoimmune diseases so far. Out of these 142 reported 
associations, 26 SNP variants have been shown to have 
a significant influence on the expression of GLS, while 

only  three SNP variants influence the expression of 
STAT4, and none has been shown to influence STAT1 
expression (data from the gtexportal). Additional file  1: 
Table S1 shows the most associated variant reported for 
each trait (data from the GWAS Catalog). Thus, there is 
data indicating a possible common genetic mechanism 
behind autoimmunity and differential expression of 
GLS. Interestingly, patients with untreated CD also have 
altered blood levels of several amino acids, including 
glutamine/glutamate, further suggesting alterations of 
metabolism warranting more investigation [3]. Figure  1 
illustrates a study flow chart and outline of previous work 
as well as the work in the present study.

Intestinal gluconeogenesis (IGN) is a process by 
which glucose can be produced in the small intestine 
[4]. Glutaminase has a critical role in IGN since it cata-
lyzes the first step needed to use its main substrate, 
which is glutamine [5]. In animal models, IGN-deficient 
mice develop hyperglycemia [6]. Mice with induced 
high levels of IGN instead seem protected against 
hyperglycemia, even when fed a high-fat/high-sucrose 
(HF-HS) diet. IGN-deficient mice also more easily 
develop hepatic steatosis, both on an HF-HS diet and 

Fig. 1 Study flow chart and outline of our previous work as well as the work in the present study
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a standard diet, while mice with induced IGN are again 
protected, even on an HF-HS diet [7]. In a rat model 
investigating the mechanisms behind bariatric sur-
gery as a treatment of T2D, rats showed increased IGN 
after surgery [8]. In human studies, T2D patients with 
high expression of genes involved in IGN had greater 
improvement in insulin resistance scores after bariat-
ric surgery [9]. These data indicate an important role 
for IGN in energy homeostasis and metabolic disease, 
which is suggested to be explained by a glucose-sens-
ing mechanism in the portal vein, where higher levels 

of glucose indicating an adequate glucose supply lead 
to satiety signals sent via the spinal nerves to the brain 
which then affects the whole-body metabolism [10].

The aim of the present study was to investigate IGN 
in CD patients by investigating intestinal gene expres-
sion of GLS and another 10 selected genes involved in 
IGN in children with untreated CD. Figure 2 illustrates 
IGN and the roles of the selected genes. The hypothesis 
was that with GLS downregulated, the whole process 
of IGN with its important metabolic function could be 
affected.

Fig. 2 Gluconeogenesis and steps for using glutamine as a substrate for gluconeogenesis showing the enzymes for which we have quantified 
gene expression. Dotted lines represent steps that have been left out of the figure where gene expression has not been investigated. Investigated 
solute carriers are also shown
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Methods
Biological material
Duodenal biopsies were collected from children between 
2010 and 2012 at four different hospitals in Sweden as 
previously described [11]. All children had been referred 
for an upper endoscopy for medical reasons and were 
consecutively recruited to the study, and both male and 
female subjects were included. For the present study, 
84 untreated CD cases and 58 disease controls were 
used. The ESPGHAN 1999 criteria [12] were applied 
at all clinical sites for the clinical diagnosis of CD, e.g., 
a biopsy showing Marsh score > 1 at diagnosis and a 
clear response to a gluten-free diet with a significant 
reduction of IgA-tTG levels after treatment. In order to 
ensure unbiased classification of the cohort to cases and 
controls, a pathologist reviewed and scored the biop-
sies blinded to other clinical information [11]. Children 
with a Marsh score > 1 and a positive IgA-tTG serology 
were included as cases, and children with a Marsh score 
of ≤ 1 and negative IgA-tTG serology were included as 
disease controls (Additional file 2: Table S2). Among the 
included children, 64 out of 84 (76%) cases and 34 out of 
58 (59%) controls were females. The mean age ± stand-
ard deviation of cases was 6.1 ± 3.7 compared with 11.6 
±4.5 years old among the controls (p < 0.001). Children 
with inflammatory bowel disease or Helicobacter pylori 
infections were excluded prior to analysis since these dis-
eases might show inflammation in the duodenum, which 
in turn could influence the gene expression. No child 
with non-alcoholic fatty liver disease or any other liver 
diseases was included. All diagnoses present in the con-
trol group are listed in Additional file 2: Table S2. Duo-
denal biopsies were immediately put in RNA-stabilizing 
RNAlater solution (Life Technologies, CA, USA) and put 
at room temperature overnight to allow the reagent to 
penetrate the sample. Biopsies were then frozen at − 80 
°C until RNA extraction was performed. Total RNA was 
extracted using the AllPrep® DNA/RNA/Protein Mini 
Kit (Qiagen, Germany). RNA quality and quantity were 
measured with a NanoDrop 2000c spectrophotometer 
(Thermo Fisher Scientific, MA, USA) and a 2100 Bioan-
alyzer (Agilent Technologies, CA, USA). RNA was con-
verted to cDNA for storage using the SuperScript Vilo 
cDNA synthesis kit (Thermo Fisher Scientific, MA, USA) 
and stored at − 80 °C.

Children and/or parents gave their informed written 
consent, and the local ethical committee approved the 
study (T373-10).

Quantitative polymerase chain reaction
Quantitative polymerase chain reaction (qPCR) was 
performed using TaqMan® technology (Thermo Fisher 

Scientific, MA, USA). The final reaction consisted of 
TaqMan® gene primers and equal parts sample cDNA 
and TaqMan® Universal Master Mix II. All primer-sam-
ple reactions were run in duplicate in 384-well plates 
on a QuantStudio 12K Flex Sequence Detection System 
(Thermo Fisher Scientific, MA, USA). Target genes were 
FBP1 (fructose-bisphosphate 1), G6PC (glucose-6-phos-
phatase), G6PC3, GLS, GOT1 (glutamic-oxaloacetic 
transaminase 1), GPT1 (glutamic-pyruvic transami-
nase), PCK1 (phosphoenolpyruvate carboxykinase 1), 
PPARGC1A (PPARG coactivator 1 alpha), SLC2A2 (sol-
ute carrier family 2 member 2), SLC5A1 (solute carrier 
family 5 member 1), and SLC6A19 (solute carrier family 
6 member 19). Reference genes were GUSB (glucuro-
nidase beta), IPO8 (importin 8), and YWHAZ (tyrosine 
3-monooxygenase/tryptophan 5-monooxygenase acti-
vation protein zeta). These reference genes have been 
evaluated by the group previously using the Normfinder 
software [13].

Statistical analysis
Quality control of qPCR data was done in the Expres-
sionSuite v1.1 program (Thermo Fisher Scientific, MA, 
USA) where reactions that had not run properly were fil-
tered out. ΔCT values were calculated using R [14] with 
the RStudio developing environment (which was used for 
all work in R) [15]. The group differences were examined 
by a generalized linear model using the glm function in 
R, running one model based only on CD case status and 
one model adjusting for age and sex as covariates. A gen-
eralized linear model was used to enable adjustment for 
both a quantitative (age) and a qualitative variable (sex). 
With a = 0.05 correcting for multiple testing of 11 tar-
get genes using the Bonferroni method gave 0.05/11 = 
0.0045 as the adjusted significance threshold. Data visu-
alization was done using the ggplot2 package in R [16], 
parts of tidyverse [17] from which other packages were 
also used when coding in R. Fold change was calculated 
using the  2−ΔΔC method [18]. A partial correlation analy-
sis using gene expression levels, tissue transglutaminase 
(tTG) antibody levels, and Marsh score controlling for 
age was performed in the IBM SPSS statistics software 
version 27. p-values were set as 2-sided. Marsh scores of 
all cases were transformed into numbers: Marsh stage 
2, 1; Marsh stage 3A, 2; Marsh stage 3B, 3; and finally, 
Marsh stage 3C, 4.

We used the STROBE case-control reporting guide-
lines when writing this paper (von Elm E, Altman DG, 
Egger M, Pocock SJ, Gotzsche PC, Vandenbroucke JP. 
The Strengthening the Reporting of Observational Stud-
ies in Epidemiology (STROBE) Statement: guidelines for 
reporting observational studies). All authors had access 
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to the study data and had reviewed and approved the 
final manuscript.

Results
All samples that were included passed quality control for 
RNA 260/230 value above 1.8 and were used for analysis.

Gene expression levels
Analyzing gene expression levels in duodenal biop-
sies using qPCR, FBP1, G6PC, GLS, GPT1, PCK1, 
PPARGC1A, SLC2A2, SLC5A1, and SLC6A 9 showed 
significantly lower expression in CD cases compared 
with controls, whereas G6PC3 and GOT1 showed no dif-
ferences (Table  1 and Fig.  3). This remained significant, 
when adjusting for age and sex of study participants and 
multiple comparisons. Of the eight downregulated genes, 
PCK1 was the most downregulated, with less than a 
quarter of the expression in the controls compared with 
cases (fold change = 0.22).

Correlation between gene expression levels and Marsh 
score and tTG antibody levels
Partial correlation analysis in the CD cases (Table  2) 
showed a strong correlation between the expression lev-
els of the same nine genes and Marsh scores of patients. 
PPARGC1A also showed a significant correlation to IgA 

tTG antibody levels, while FBP1, G6PC, GLS, GPT1, 
PCK1, PPARGC1A, and SLC5A1 showed a significant 
correlation to IgG tTG levels.

Discussion
The present study shows that children with untreated CD 
have lower expression of genes involved in IGN in duo-
denal biopsies compared with children with a normal 
intestinal mucosa. Decreased expression is correlated to 
a higher Marsh score and, to a lesser degree, tTG anti-
body levels. These results suggest that CD patients could 
have an impaired function of IGN, either as a conse-
quence of chronic intestinal inflammation in untreated 
disease or due to an impaired metabolic pathway shared 
with other chronic metabolic diseases suggested by the 
large number of traits shown to be associated with the 
GLS/STAT1/STAT4 gene region. In the long-term per-
spective, a lower expression of these genes, which are 
central for IGN and thus important for metabolic home-
ostasis, may lead to other chronic diseases like NAFLD 
and diabetes if not recognized.

This study provides the first evidence of the downregu-
lation of intestinal expression of G6PC, GPT1, SLC6A19, 
and PPARGC1A in CD. Glucose-6-phosphatase, the pro-
tein product of G6PC, has an essential role in gluconeo-
genesis by converting glucose-6-phosphate, which cannot 

Table 1 Gene expression levels in duodenal biopsies from children with untreated celiac disease (CD) (n = 84) and disease controls 
(control) (n = 58) determined by qPCR

The Bonferroni-adjusted significance level for eleven target genes was 0.0045. Significant p-values for target genes are highlighted in bold. The far-right column shows 
the delta delta CT converted to percentage change in gene expression for CD patients compared to controls

Gene p-value p-value (adjusted for 
age and sex)

CD, mean delta 
CT

Control, mean delta 
CT

delta 
delta CT

Fold change % change

FBP1 5.68E−11 9.96E−09 1.95 2.96 − 1.02 0.49 − 103

G6PC 1.24E−10 2.40E−07 − 1.70 0.12 − 1.82 0.28 − 253

G6PC3 0.520 0.926 − 0.62 − 0.55 − 0.07 0.95 − 5

GLS 7.02E−12 3.05E−09 − 0.87 − 0.11 − 0.76 0.59 − 69

GOT1 0.249 0.823 0.82 0.93 − 0.10 0.93 − 7

GPT1 2.08E−04 2.81E−03 − 1.25 − 0.69 − 0.56 0.68 − 47

PCK1 1.08E−16 7.27E−12 0.66 2.82 − 2.16 0.22 − 347

PPARGC1A 1.06E−11 1.84E−06 − 3.72 − 2.63 − 1.09 0.47 − 113

SLC2A2 1.38E−10 3.30E−08 − 0.15 0.77 − 0.93 0.53 − 91

SLC5A1 1.34E−11 4.95E−08 2.53 3.44 − 0.91 0.53 − 88

SLC6A19 5.16E−07 8.09E−05 1.38 2.20 − 0.82 0.57 − 77

Fig. 3 a Volcano plot showing the fold change on the x-axis and significance (−log p-value) on the y-axis. b Box plots of the gene expression levels 
in duodenal biopsies from children with untreated celiac disease (CD) (n = 84) and disease controls (CONTROL) (n = 58). All cases are visualized by 
individual dots. The middle horizontal line represents the median value, and the two “hinges” are the first and third quartiles. The “whiskers” extend 
to the minimum and maximum values within the 1.5 interquartile range of hinges. Significance of target genes marked with *p < 0.0045, **p < 
0.00091, ***p < 0.000091 (Bonferroni-adjusted significance thresholds)

(See figure on next page.)
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Fig. 3 (See legend on previous page.)
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be transported out of the cell, into glucose, which can 
then be released into the bloodstream, making its down-
regulation an especially important finding. Decreased 
expression of PCK1, FBP1, and solute carriers has previ-
ously been shown in adult CD patients but until now has 
not been put in the context of IGN [19–21]. Decreased 
expression of GLS is consistent with our previous finding 
of its downregulation in the GENEX material [1]. G6PC3 
and GOT1 showed no significant changes in the expres-
sion; however, G6PC and GPT1, which catalyze the same 
reactions in IGN, are more critical for these respective 
functions [22, 23].

These data thus imply that the ability of the small 
intestine to perform gluconeogenesis and release glu-
cose from the intestinal enterocyte might be severely 
decreased in patients with untreated CD. Decreased 
expression of GLS, GPT1, PCK1, FBP1, and G6PC sug-
gest an impairment of the IGN pathway from the start 
of using glutamine in gluconeogenesis to releasing 
glucose into the blood. If only GLS, GPT1, and PCK1 
were downregulated, using glycerol, the second most 
important substrate of IGN [5] could still be possible 
since it enters gluconeogenesis in later steps, but since 
FBP1 and G6PC, the protein products of which catalyze 
crucial final steps in gluconeogenesis, are also down-
regulated, it stands to reason that the whole pathway 
of IGN is impaired. We propose that the decreased 
expression of PPARGC1A might provide an explana-
tion for this at a regulatory level since its protein has 
a key role in regulating hepatic gluconeogenesis. Even 
though it is unknown if it has a similar role in the intes-
tine, it does not seem entirely implausible. Decreased 
expression of SLC6A19 suggests the ability to absorb 

glutamine, as well as other neutral amino acids trans-
ported by the SLC6A19 protein (also known as B0AT1), 
from the intestinal lumen is impaired. Lower expres-
sion of SLC5A1 (SGLT1) and SLC2A2 (GLUT2) indicate 
decreased capacity for glucose transport.

The metabolic effects of impaired IGN in humans 
are not entirely clear. Studies on IGN in animal mod-
els show that an increase in glucose levels in the portal 
vein provides signals that increase satiety and improve 
energy homeostasis. Induced high levels of IGN appear 
to offer protection against metabolic disease, while 
impairment leads to signs of dysregulated glucose con-
trol and hepatic steatosis [7, 10].

CD patients are at increased risk of NAFLD, with the 
highest risk seen during the first years after diagnosis 
and the largest relative risk increase seen in patients 
with a normal BMI [24, 25]. We speculate that impaired 
IGN could provide an explanation for the increased risk 
of NAFLD in CD patients. Our study does not exam-
ine whether expression of IGN-related genes return to 
normal in CD patients treated with a gluten-free diet, 
but the correlation with Marsh scores suggests a lower 
degree of inflammation might improve IGN. If IGN is 
normalized when CD is treated, perhaps this could be 
part of the explanation for why the risk of NAFLD is at 
its highest in the first year after CD diagnosis, when the 
gluconeogenetic capability of the intestine perhaps has 
not fully recovered. Such a recovery might also be sug-
gested by a 1968 study of glutaminase enzymatic activ-
ity, which found lower levels in untreated CD patients 
that seemed to recover in patients on treatment with a 
gluten-free diet [26]. Studying the expression of IGN-
related genes in patients before and after treatment 
would be an important next step.

Table 2 Partial correlations analyzed in cases with CD, controlling for age

Significant (two-tailed) correlations are shown in bold. Marsh scores were transformed into numbers: Marsh 2 = 1, Marsh 3A = 2, Marsh 3B = 3, and Marsh 3C = 4

tTG tissue transglutaminase

Gene Marsh score IgA-tTG IgG-tTG

Correlation p-value Correlation p-value Correlation p-value

FBP1 − 0.58 1.51E−05 − 0.19 0.19 − 0.43 2.07E−03
G6PC − 0.47 8.23E−04 − 0.14 0.35 − 0.32 0.03
G6PC3 − 0.17 0.24 − 0.02 0.90 − 0.25 0.09

GLS − 0.45 1.23E−03 − 0.18 0.23 − 0.38 0.01
GOT1 − 0.12 0.42 − 0.24 0.11 − 0.26 0.07

GPT1 − 0.57 2.30E−05 − 0.12 0.42 − 0.41 3.54E−03
PCK1 − 0.58 1.67E−05 − 0.26 0.08 − 0.36 0.01
PPARGC1A − 0.39 0.01 − 0.40 4.72E− 03 − 0.41 3.48E−03
SLC2A2 − 0.42 3.35E−03 − 0.10 0.49 − 0.22 0.13

SLC5A1 − 0.63 2.03E−06 − 0.13 0.36 − 0.30 0.04
SLC6A19 − 0.58 1.74E−05 − 0.19 0.18 − 0.26 0.07
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This study has several limitations. The expression 
of the selected genes in CD cases were compared with 
disease controls, i.e., these were children referred for 
an upper endoscopy investigated for other intestinal 
diseases affecting the gut. It cannot be excluded that 
the disease controls may have had conditions that can 
affect the expression of the selected genes. However, 
all disease controls had normal mucosal findings, and 
children with inflammatory bowel disease and Helico-
bacter pylori infections were excluded prior to analysis. 
Another limitation was that cases and controls were 
not age- and sex-matched. Still, when adjusting for age 
and sex, the results remained significant. The strength 
of the study is that children were enrolled from four 
sites by pediatric gastroenterologists with long clini-
cal experience in diagnosing and treating children 
with CD. Enrollment of study participants occurred 
in 2012 or earlier, e.g., when the intestinal biopsy was 
the golden standard for diagnosis of CD, meaning that 
also children with very high levels of IgA-tTG were 
included in the cohort. Moreover, we previously had 
all intestinal biopsies reviewed and scored histologi-
cally by a single pathologist blinded to the clinical and 
serological data before the analysis to reduce observa-
tion bias and potential risk of discordant classification 
of cases and controls between the sites.

The results from the present study raise several 
questions. It is not clear whether the downregula-
tion of the target genes is specific for CD or related 
to intestinal inflammation in general. The association 
between the gene region containing GLS and other 
autoimmune traits, many of which show an increased 
risk of metabolic disease, could suggest that the down-
regulation of IGN could also be present in other 
inflammatory diseases. Thus, further studies of IGN 
in other diseases are warranted. Also, the study does 
not answer if impaired IGN is involved in the risk of 
developing the disease or if it is a response to other 
disease-initiating mechanisms in CD. In addition, we 
have not explored if changes in the microbiota could 
possibly have an effect on the gene expression or if the 
IGN expression is affected by body mass index and 
glucose levels. Moreover, while we see a significant 
correlation between decreased IGN gene expression 
and the degree of damage in the mucosa, the study 
does not answer if treatment with a gluten-free diet 
leading to the healing of the intestinal mucosa restores 
the expression of genes involved in IGN. Furthermore, 
it could be of interest to explore whether these genes 
are downregulated in other intestinal mucosal diseases 
such as immune deficiency disorders or autoimmune 
enteropathy.

Conclusion
In conclusion, children with untreated CD show down-
regulation of genes critical for IGN in the intestinal 
mucosa, suggesting impairment of IGN. An impaired 
IGN may explain the increased risk of metabolic diseases 
like NAFLD found in CD patients as adults. Further stud-
ies around IGN and its role both in CD and other dis-
eases are warranted.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s12916- 022- 02635-3.

Additional file 1: Table S1. Traits listed in the GWAS Catalog for the GLS/
STAT1/STAT4 region (https:// www. ebi. ac. uk/ gwas) and the most associ-
ated SNP reported for each trait including their reported eQTLs* in the 
Genotype-Tissue Expression (GTEx) portal (https:// www. gtexp ortal. org).

Additional file 2: Table S2. Demographic table summarizing patient 
characteristics.

Acknowledgements
We would like to extend our gratitude to all the families and patients who 
contributed to the study.

Authors’ contributions
The authors read and approved the final manuscript. OK and ÅTN conceived 
and carried out the experiments, performed the data analysis, and wrote the 
manuscript. HA, AHG, and DA collected the biopsy material. KB, at the Depart-
ment of Pathology, Unilabs, Stockholm, Sweden, performed the blinded 
review of all pathohistological diagnoses. AHG and HA revised the manuscript. 
DA suggested the approaches for data analysis and revised the manuscript.

Funding
Open access funding provided by University of Gothenburg. This research 
was funded by Swedish Research Council, Grant/Award No.: 2018-02553; 
the Swedish Celiac Society; the Swedish Society of Medicine; Bengt Ihre’s 
Forskningsfond; Gastroenterologisk forskningsfond; Stiftelsen Professor Nanna 
Svartz Fond; Tore Nilsons Fond; Åke Wibergs Stiftelse; the Royal Physiographic 
Society of Lund; Stiftelsen Apotekare Hedbergs fond; and Ruth and Richard 
Julin Foundation.

Availability of data and materials
Datasets from the study are available from the corresponding author upon 
reasonable request.

Declarations

Ethics approval and consent to participate
We confirm all relevant ethical guidelines have been followed and informed 
consents from study participants and IRB and/or ethics committee approvals 
have been obtained from the regional ethics committee (number T373-10).
Patient and public involvement: Patients and/or the public did not take part in 
planning, performing, or reporting this research.

Consent for publication
Not required.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Laboratory Medicine, Institute of Biomedicine, Sahlgrenska 
Academy at the University of Gothenburg, Gothenburg, Sweden. 2 Depart-
ment of Pediatric Gastroenterology, Hepatology and Nutrition, Astrid 
Lindgren Children’s Hospital, Karolinska University Hospital, Stockholm, 

https://doi.org/10.1186/s12916-022-02635-3
https://doi.org/10.1186/s12916-022-02635-3
https://www.ebi.ac.uk/gwas
https://www.gtexportal.org


Page 9 of 9Karlson et al. BMC Medicine          (2022) 20:440  

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

Sweden. 3 Department of Women’s and Children’s Health, Karolinska Institute, 
Stockholm, Sweden. 4 Department of Paediatric Gastroenterology, Hepatology 
and Nutrition, Queen Silvia Children’s Hospital, Sahlgrenska University Hospital, 
Gothenburg, Sweden. 5 Department of Clinical Sciences, Unit of Celiac Disease 
and Diabetes, Lund University, Malmö, Sweden. 

Received: 7 April 2022   Accepted: 24 October 2022

References
 1. Ostensson M, Monten C, Bacelis J, et al. A possible mechanism behind 

autoimmune disorders discovered by genome-wide linkage and associa-
tion analysis in celiac disease. PLoS One. 2013;8(8):e70174.

 2. Monten C, Gudjonsdottir AH, Browaldh L, et al. Genes involved in muscle 
contractility and nutrient signaling pathways within celiac disease risk 
loci show differential mRNA expression. BMC Med Genet. 2015;16:44.

 3. Torinsson Naluai A, Saadat Vafa L, Gudjonsdottir AH, et al. Altered periph-
eral amino acid profile indicate a systemic impact of active celiac disease 
and a possible role of amino acids in disease pathogenesis. PLoS One. 
2018;13(3):e0193764.

 4. Rajas F, Bruni N, Montano S, et al. The glucose-6 phosphatase gene is 
expressed in human and rat small intestine: regulation of expression 
in fasted and diabetic rats. Gastroenterology 1999;117(1):132-139. doi: 
10.1016/s0016-5085(99)70559-7, [published Online First: 1999/06/26]

 5. Croset M, Rajas F, Zitoun C, et al. Rat small intestine is an insulin-sensitive 
gluconeogenic organ. Diabetes. 2001;50(4):740–6.

 6. Soty M, Penhoat A, Amigo-Correig M, et al. A gut-brain neural circuit 
controlled by intestinal gluconeogenesis is crucial in metabolic health. 
Mol Metab. 2015;4(2):106–17.

 7. Vily-Petit J, Soty-Roca M, Silva M, et al. Intestinal gluconeogenesis pre-
vents obesity-linked liver steatosis and non-alcoholic fatty liver disease. 
Gut. 2020;69(12):2193–2202.

 8. Yan Y, Zhou Z, Kong F, et al. Roux-en-Y gastric bypass surgery suppresses 
hepatic gluconeogenesis and increases intestinal gluconeogenesis in a 
T2DM rat model. Obes Surg. 2016;26(11):2683–90.

 9. Gutierrez-Repiso C, Garcia-Serrano S, Moreno-Ruiz FJ, et al. Jejunal gluco-
neogenesis associated with insulin resistance level and its evolution after 
Roux-en-Y gastric bypass. Surg Obes Relat Dis. 2017;13(4):623–30.

 10. Soty M, Gautier-Stein A, Rajas F, et al. Gut-brain glucose signaling in 
energy homeostasis. Cell Metab. 2017;25(6):1231–42.

 11. Monten C, Bjelkenkrantz K, Gudjonsdottir AH, et al. Validity of histology 
for the diagnosis of paediatric celiac disease: a Swedish multicentre 
study. Scand J Gastroenterol. 2016;51(4):427–33.

 12. Walker-Smith J. Revised criteria for diagnosis of coeliac disease: report of 
working group of European Society of Paediatric Gastroenterology and 
Nutrition (ESPGAN). Arch Dis Child. 1990;65:909–11.

 13. Andersen CL, Jensen JL, Orntoft TF. Normalization of real-time quantita-
tive reverse transcription- PCR data: a model-based variance estimation 
approach to identify genes suited for normalization, applied to bladder 
and colon cancer data sets. Cancer Res. 2004;64(15):5245–50.

 14. R: a language and environment for statistical computing [program]: R 
Foundation for Statistical Computing, 2020.

 15. RStudio: integrated development environment for R [program]: RStudio, 
PBC, 2020.

 16. Wickham H. ggplot2: elegant graphics for data analysis. New York: 
Springer-Verlag; 2016.

 17. Wickham et al. Welcome to the tidyverse. Journal of Open Source Soft-
ware 2019;4(43):1686.

 18. Livak KJ, Schmittgen TD. Analysis of relative gene expression data using 
real-time quantitative PCR and the 2(-delta delta C(T)) method. Methods. 
2001;25(4):402–8.

 19. Bolla AM, Butera E, Pellegrini S, et al. Expression of glucose transporters 
in duodenal mucosa of patients with type 1 diabetes. Acta Diabetol. 
2020;57(11):1367–73.

 20. Simula MP, Cannizzaro R, Canzonieri V, et al. PPAR signaling pathway and 
cancer-related proteins are involved in celiac disease-associated tissue 
damage. Mol Med. 2010;16(5-6):199–209.

 21. Laforenza U, Miceli E, Gastaldi G, et al. Solute transporters and aquaporins 
are impaired in celiac disease. Biol Cell. 2010;102(8):457–67.

 22. Mithieux G, Rajas F, Gautier-Stein A. A novel role for glucose 6-phos-
phatase in the small intestine in the control of glucose homeostasis. J Biol 
Chem. 2004;279(43):44231–4.

 23. Hutton JC, O’Brien RM. Glucose-6-phosphatase catalytic subunit gene 
family. J Biol Chem. 2009;284(43):29241–5.

 24. Reilly NR, Lebwohl B, Hultcrantz R, et al. Increased risk of non-alco-
holic fatty liver disease after diagnosis of celiac disease. J Hepatol. 
2015;62(6):1405–11.

 25. Tovoli F, Negrini G, Fari R, et al. Increased risk of nonalcoholic fatty liver 
disease in patients with celiac disease on a gluten-free diet: beyond 
traditional metabolic factors. Aliment Pharmacol Ther. 2018;48(5):538–46.

 26. Gelfand MD, Spiro HM, Herskovic T. Small intestine glutaminase defi-
ciency in celiac disease. Am J Dig Dis. 1968;13(7):638–42.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Intestinal gluconeogenesis is downregulated in pediatric patients with celiac disease
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	What you need to know
	Background
	Findings
	Implications for patient care

	Background
	Methods
	Biological material
	Quantitative polymerase chain reaction
	Statistical analysis

	Results
	Gene expression levels
	Correlation between gene expression levels and Marsh score and tTG antibody levels

	Discussion
	Conclusion
	Acknowledgements
	References


