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Dear Editors, 

Hepatitis B virus (HBV) infection is an important 

problem. In paediatrics, the estimated global 

prevalence is 1·3% and the important clinical 

concern is management of chronic HBV infection1. 

Indolfi G, et al noted that treatment for children with 

high rates of HBV replication was required and 

follow-up monitoring by biomarker was necessary1. 

A novel biomarker is pregenomic RNA, which is 

associated with efficacy and prognosis of chronic 

hepatitis treatment2,3. Regarding this new 

biomarker, pre-analytical conditions can affect the 

laboratory analysis. Degradation of RNA due to heat 

is possible. In a temperature-controlled condition, 

the stability of the test is acceptable4. At room 

temperature, Rattanachaisit P, et al found that there 

was a continuous decrease of RNA level in blood 

specimen when time passes4. However, the decrease 

is small, less than 0.5 log10 copies/mL, and may not 

be clinically significant4.  

In the clinical laboratory, another important issue to 

be addressed is precision of the test. A precise test 

should provide closeness of the analytical results to 

each other. Adding to the previous study of stability, 

the authors reappraise on imprecision of using 

pregenomic RNA test at room temperature. From 

within run analysis (N = 40), coefficient of variance 

(CV) is equal to 13.95%. Hence, the precision rate is

86.05%. Since CV from analysis is high, it can imply

that the test is not precise. In conclusion, pregenomic

RNA test is imprecise and interpretation of

pregenomic RNA should recognize the possible

problem from imprecision. Applying the

imprecision value to the previous reported cutoff for

clinical significant change, the adjusted cut-off for a

significant RNA level change for clinical monitoring

should extend to 0.57 log10 copies/mL.

References 

1. Indolfi G, Easterbrook P, Dusheiko G,

Siberry G, Chang MH, Thorne C, et al.

Hepatitis B virus infection in children and 

adolescents. Lancet Gastroenterology and 

Hepatology 2019; 4(6):466-76. 

https://doi.org/10.1016/S24681253(19)300

42-1

2. Wang J, Shen T, Huang X, Kumar GR,

Chen X, Zeng Z, et al. Serum hepatitis B

virus RNA is encapsidated pregenome

RNA that may be associated with

persistence of viral infection and rebound.

Journal of Hepatology 2016; 65(4): 700-

10.

https://doi.org/10.1016/j.jhep.2016.05.029

PMid: 27245431

3. Wu Y, Wen J, Xiao W, Zhang B.

Pregenomic RNA: How to assist the

management of chronic hepatitis B?

Reviews in Medical Virology 2019; 29(4):

e2051.

https://doi.org/10.1002/rmv.2051

PMid: 31074177

4. Rattanachaisit P, Suksawatamnuay S,

Sriphoosanaphan S, Thanapirom K,

Thaimai P, Siripon N, et al. Stability of

hepatitis B virus pregenomic RNA in

plasma specimens under various

temperatures and storage conditions. Peer

Journal 2021; 9: e11207.

https://doi.org/10.7717/peerj.11207

PMid: 33954043 PMCid: PMC8052958

*Somsri Wiwanitkit1, Viroj Wiwanitkit2

1Private Academic Consultant, Bangkok Thailand
2Honorary Professor, Dr. DY Patil University,

Pune, India

*Correspondence: somsriwiwan@hotmail.com

https://orcid.org/0000-0002-9486-9473


