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Is there any useful surrogate to evaluate
metabolic fatty liver disease?
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Nonalcoholic fatty liver disease (NAFLD) is considered as
the most common liver illness among developed countries.!
Distinguishing the spectrum between NAFLD and nonalcoholic
steatohepatitis (NASH), conditions which may lead to cirrho-
sis and liver failure, remains an important challenge for clinical
practitioners.

Based on the most recent guideline, liver biopsy remained the
most reliable approach for identifying steatohepatitis and fibro-
sis. Although liver biopsy is regarded as the gold standard of
NAFLD assessment, it has been limited by its invasiveness and
unsuitability for screening as well as follow-up purposes. Several
potential biomarkers have been proposed, such as cytokera-
tin-18." However, paired liver biopsy in human studies is often
infeasible, and refused by the participants. To solve this problem,
non-invasive and painless liver ultrasonography, fibroscan, and
fatty liver index are applied before and after intervention. Fatty
liver index, in particular, is a well-validated surrogate for liver
biopsy, and highly feasible in clinical trials to assess NAFLD.>?
Other surrogates to appraise NAFLD, such as hepatic steatosis
index and lipid accumulation product, may deserve wider use in
daily clinical practice.

A recent prospective study brought the concept of circulating
soluble interleukin (IL)-2 receptor alpha (IL-2RA, also known
as CD25) to our attention.* IL-2RA have shown correlation in
previous cross-sectional studies®® and Kao et al* further dem-
onstrated its ability to predict NASH among morbidly obese
patients who received bariatric surgery. IL-2RA expression is
absent on naive and memory T cells but is induced after anti-
gen activation,” making it an optimal indicator of inflammatory
cell activation. The concentration of soluble IL-2 receptor had
proven to be elevated during acute viral hepatitis® and correlated
with disease severity of chronic liver diseases.” Adaptive immune
response participates in the pathogenesis of liver fibrosis,
though the detailed mechanism remained unclear. CD4+ T cells
may interact with fibroblasts and macrophages. CD8+ T cells
increase hepatic stellate cell activation that perpetuates inflam-
mation and fibrogenesis. IL-2 also enhances B cell survival and
therefore leads to further secretion of profibrotic cytokines.!°
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Metabolic syndrome has a close relationship with NAFLD.
The coexistence of diabetes was considered as a predictor of
steatohepatitis progression and severity of liver fibrosis.! The
release of proinflammatory cytokine IL-1f by pancreatic 3 cells
and the reduced expression of IL-1 receptor antagonist in pan-
creatic islets were thought to be fundamental mechanisms of
pancreatic [} cells destruction. In a randomized controlled trial,
recombinant human IL-1 receptor antagonist (anakinra) has
shown effects on improving insulin secretion and reducing sys-
temic inflammation among diabetic patients.'" Moreover, diabe-
tes remission has shown to be IL-1B dependent after bariatric
surgery, especially in those receiving sleeve gastrectomy.!?

The clinical applications of IL-2 pathway on liver disease
were limited. The induction with IL-2 receptor antagonist has
shown to be safe and effective in reducing acute rejection and
decrease dosage of concomitant immunosuppressant use among
post-liver transplant pediatric patients.'® In addition, gut hor-
mone, such as ghrelin,'" has been demonstrated to exert anti-
fibrotic effects in liver, and may represent a novel antifibrotic
therapy for the relief of a hungry liver." It is worth investigating
more biomarkers, especially from the blood, as surrogates in the
evaluation of NAFLD to replace paired liver biopsy and reduce
the suffering of patients.

REFERENCES

1. Chalasani N, Younossi Z, Lavine JE, Charlton M, Cusi K, Rinella M, et
al. The diagnosis and management of nonalcoholic fatty liver disease:
Practice guidance from the American Association for the Study of Liver
Diseases. Hepatology 2018;67:328-57.

2. Bedogni G, Bellentani S, Miglioli L, Masutti F, Passalacqua M, Castiglione
A, et al. The fatty liver index: a simple and accurate predictor of hepatic
steatosis in the general population. BMC Gastroenterol 2006;6:33.

3. Huang HH, Lee WJ, Chen SC, Chen TEF, Lee SD, Chen CY. Bile acid and
fibroblast growth factor 19 regulation in obese diabetes, and non-alco-
holic fatty liver disease after sleeve gastrectomy. | Clin Med 2019;8:815.

4. Kao WY, Lin YE Chang IW, Chen CL, Tang JH, Chang CC, et al.
Interleukin-2 receptor alpha as a biomarker for nonalcoholic fatty liver
disease diagnosis. ] Chin Med Assoc 2021;84:261-6.

5. Perito ER, Ajmera V, Bass NM, Rosenthal P, Lavine JE, Schwimmer JB,
et al. Association between cytokines and liver histology in children with
nonalcoholic fatty liver disease. Hepatol Commun 2017;1:609-22.

6. Ajmera V, Perito ER, Bass NM, Terrault NA, Yates KP, Gill R, et al.
Novel plasma biomarkers associated with liver disease severity in adults
with nonalcoholic fatty liver disease. Hepatology 2017;65:65-77.

7. Malek TR, Castro L. Interleukin-2 receptor signaling: at the interface
between tolerance and immunity. Immunity 2010;33:153-635.

8. Monsalve-De Castillo F, Romero TA, Estévez ], Costa LL, Atencio R,
Porto L, et al. Concentrations of cytokines, soluble interleukin-2 recep-
tor, and soluble CD30 in sera of patients with hepatitis B virus infec-
tion during acute and convalescent phases. Clin Diagn Lab Immunol
2002;9:1372-5.

Www.ejcma.org


mailto:chency@vghtpe.gov.tw

Editorial. (2021) 84:4

9.

10.

11.

12.

Seidler S, Zimmermann HW, Weiskirchen R, Trautwein C, Tacke F.
Elevated circulating soluble interleukin-2 receptor in patients with
chronic liver diseases is associated with non-classical monocytes. BMC
Gastroenterol 2012;12:38.

Peverill W, Powell LW, Skoien R. Evolving concepts in the patho-
genesis of NASH: beyond steatosis and inflammation. Int | Mol Sci
2014;15:8591-638.

Larsen CM, Faulenbach M, Vaag A, Volund A, Ehses JA, Seifert B, et al.
Interleukin-1-receptor antagonist in type 2 diabetes mellitus. N Engl |
Med 2007;356:1517-26.

Chen CY, Lee W], Asakawa A, Fujitsuka N, Chong K, Chen SC, et
al. Insulin secretion and interleukin-13 dependent mechanisms in

www.ejcma.org

13.

14.

15.

J Chin Med Assoc

human diabetes remission after metabolic surgery. Curr Med Chem
2013;20:2374-88.

Crins ND, Rover C, Goralczyk AD, Friede T. Interleukin-2 receptor antag-
onists for pediatric liver transplant recipients: a systematic review and
meta-analysis of controlled studies. Pediatr Transplant 2014;18:839-50.
Chen CY, Fujimiya M, Laviano A, Chang FY, Lin HC, Lee SD.
Modulation of ingestive behavior and gastrointestinal motility by ghre-
lin in diabetic animals and humans. | Chin Med Assoc 2010;73:225-9.
Moreno M, Chaves JF, Sancho-Bru P, Ramalho F, Ramalho LN, Mansego
ML, et al. Ghrelin attenuates hepatocellular injury and liver fibrogenesis
in rodents and influences fibrosis progression in humans. Hepatology
2010;51:974-85.

345





