
World Journal of
Clinical Cases

ISSN 2307-8960 (online)

World J Clin Cases  2022 July 6; 10(19): 6341-6758

Published by Baishideng Publishing Group Inc



WJCC https://www.wjgnet.com I July 6, 2022 Volume 10 Issue 19

World Journal of 

Clinical CasesW J C C
Contents Thrice Monthly Volume 10 Number 19 July 6, 2022

MINIREVIEWS

Review of clinical characteristics, immune responses and regulatory mechanisms of hepatitis E-associated 
liver failure

6341

Chen C, Zhang SY, Chen L

Current guidelines for Helicobacter pylori treatment in East Asia 2022: Differences among China, Japan, and 
South Korea

6349

Cho JH, Jin SY

Review of epidermal growth factor receptor-tyrosine kinase inhibitors administration to non-small-cell 
lung cancer patients undergoing hemodialysis

6360

Lan CC, Hsieh PC, Huang CY, Yang MC, Su WL, Wu CW, Wu YK

ORIGINAL ARTICLE

Case Control Study

Pregnancy-related psychopathology: A comparison between pre-COVID-19 and COVID-19–related social 
restriction periods

6370

Chieffo D, Avallone C, Serio A, Kotzalidis GD, Balocchi M, De Luca I, Hirsch D, Gonsalez del Castillo A, Lanzotti P, 
Marano G, Rinaldi L, Lanzone A, Mercuri E, Mazza M, Sani G

Intestinal mucosal barrier in functional constipation: Dose it change?6385

Wang JK, Wei W, Zhao DY, Wang HF, Zhang YL, Lei JP, Yao SK

Retrospective Cohort Study

Identification of risk factors for surgical site infection after type II and type III tibial pilon fracture surgery6399

Hu H, Zhang J, Xie XG, Dai YK, Huang X

Retrospective Study

Total knee arthroplasty in Ranawat II valgus deformity with enlarged femoral valgus cut angle: A new 
technique to achieve balanced gap

6406

Lv SJ, Wang XJ, Huang JF, Mao Q, He BJ, Tong PJ

Preliminary evidence in treatment of eosinophilic gastroenteritis in children: A case series6417

Chen Y, Sun M

Self-made wire loop snare successfully treats gastric persimmon stone under endoscopy6428

Xu W, Liu XB, Li SB, Deng WP, Tong Q

Neoadjuvant transcatheter arterial chemoembolization and systemic chemotherapy for the treatment of 
undifferentiated embryonal sarcoma of the liver in children

6437

He M, Cai JB, Lai C, Mao JQ, Xiong JN, Guan ZH, Li LJ, Shu Q, Ying MD, Wang JH



WJCC https://www.wjgnet.com II July 6, 2022 Volume 10 Issue 19

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 10 Number 19 July 6, 2022

Effect of cold snare polypectomy for small colorectal polyps6446

Meng QQ, Rao M, Gao PJ

Field evaluation of COVID-19 rapid antigen test: Are rapid antigen tests less reliable among the elderly? 6456

Tabain I, Cucevic D, Skreb N, Mrzljak A, Ferencak I, Hruskar Z, Misic A, Kuzle J, Skoda AM, Jankovic H, Vilibic-Cavlek T

Observational Study

Tracheobronchial intubation using flexible bronchoscopy in children with Pierre Robin sequence: Nursing 
considerations for complications

6464

Ye YL, Zhang CF, Xu LZ, Fan HF, Peng JZ, Lu G, Hu XY

Family relationship of nurses in COVID-19 pandemic: A qualitative study6472

Çelik MY, Kiliç M

META-ANALYSIS

Diagnostic accuracy of ≥ 16-slice spiral computed tomography for local staging of colon cancer: A 
systematic review and meta-analysis

6483

Liu D, Sun LM, Liang JH, Song L, Liu XP

CASE REPORT

Delayed-onset endophthalmitis associated with Achromobacter species developed in acute form several 
months after cataract surgery: Three case reports

6496

Kim TH, Lee SJ, Nam KY

Sustained dialysis with misplaced peritoneal dialysis catheter outside peritoneum: A case report6501

Shen QQ, Behera TR, Chen LL, Attia D, Han F

Arteriovenous thrombotic events in a patient with advanced lung cancer following bevacizumab plus 
chemotherapy: A case report

6507

Kong Y, Xu XC, Hong L

Endoscopic ultrasound radiofrequency ablation of pancreatic insulinoma in elderly patients: Three case 
reports

6514

Rossi G, Petrone MC, Capurso G, Partelli S, Falconi M, Arcidiacono PG

Acute choroidal involvement in lupus nephritis: A case report and review of literature6520

Yao Y, Wang HX, Liu LW, Ding YL, Sheng JE, Deng XH, Liu B

Triple A syndrome-related achalasia treated by per-oral endoscopic myotomy: Three case reports6529

Liu FC, Feng YL, Yang AM, Guo T

Choroidal thickening with serous retinal detachment in BRAF/MEK inhibitor-induced uveitis: A case 
report

6536

Kiraly P, Groznik AL, Valentinčič NV, Mekjavić PJ, Urbančič M, Ocvirk J, Mesti T

Esophageal granular cell tumor: A case report6543

Chen YL, Zhou J, Yu HL



WJCC https://www.wjgnet.com III July 6, 2022 Volume 10 Issue 19

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 10 Number 19 July 6, 2022

Hem-o-lok clip migration to the common bile duct after laparoscopic common bile duct exploration: A 
case report

6548

Liu DR, Wu JH, Shi JT, Zhu HB, Li C

Chidamide and sintilimab combination in diffuse large B-cell lymphoma progressing after chimeric 
antigen receptor T therapy

6555

Hao YY, Chen PP, Yuan XG, Zhao AQ, Liang Y, Liu H, Qian WB

Relapsing polychondritis with isolated tracheobronchial involvement complicated with Sjogren's 
syndrome: A case report

6563

Chen JY, Li XY, Zong C

Acute methanol poisoning with bilateral diffuse cerebral hemorrhage: A case report6571

Li J, Feng ZJ, Liu L, Ma YJ

Immunoadsorption therapy for Klinefelter syndrome with antiphospholipid syndrome in a patient: A case 
report

6580

Song Y, Xiao YZ, Wang C, Du R

Roxadustat for treatment of anemia in a cancer patient with end-stage renal disease: A case report6587

Zhou QQ, Li J, Liu B, Wang CL

Imaging-based diagnosis for extraskeletal Ewing sarcoma in pediatrics: A case report 6595

Chen ZH, Guo HQ, Chen JJ, Zhang Y, Zhao L

Unusual course of congenital complete heart block in an adult: A case report6602

Su LN, Wu MY, Cui YX, Lee CY, Song JX, Chen H

Penile metastasis from rectal carcinoma: A case report6609

Sun JJ, Zhang SY, Tian JJ, Jin BY

Isolated cryptococcal osteomyelitis of the ulna in an immunocompetent patient: A case report6617

Ma JL, Liao L, Wan T, Yang FC

Magnetic resonance imaging features of intrahepatic extramedullary hematopoiesis: Three case reports6626

Luo M, Chen JW, Xie CM

Giant retroperitoneal liposarcoma treated with radical conservative surgery: A case report and review of 
literature

6636

Lieto E, Cardella F, Erario S, Del Sorbo G, Reginelli A, Galizia G, Urraro F, Panarese I, Auricchio A

Transplanted kidney loss during colorectal cancer chemotherapy: A case report6647

Pośpiech M, Kolonko A, Nieszporek T, Kozak S, Kozaczka A, Karkoszka H, Winder M, Chudek J

Massive gastrointestinal bleeding after endoscopic rubber band ligation of internal hemorrhoids: A case 
report

6656

Jiang YD, Liu Y, Wu JD, Li GP, Liu J, Hou XH, Song J



WJCC https://www.wjgnet.com IX July 6, 2022 Volume 10 Issue 19

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 10 Number 19 July 6, 2022

Mills’ syndrome is a unique entity of upper motor neuron disease with N-shaped progression: Three case 
reports

6664

Zhang ZY, Ouyang ZY, Zhao GH, Fang JJ

Entire process of electrocardiogram recording of Wellens syndrome: A case report6672

Tang N, Li YH, Kang L, Li R, Chu QM

Retroperitoneal tumor finally diagnosed as a bronchogenic cyst: A case report and review of literature6679

Gong YY, Qian X, Liang B, Jiang MD, Liu J, Tao X, Luo J, Liu HJ, Feng YG

Successful treatment of Morbihan disease with total glucosides of paeony: A case report6688

Zhou LF, Lu R

Ant sting-induced whole-body pustules in an inebriated male: A case report6695

Chen SQ, Yang T, Lan LF, Chen XM, Huang DB, Zeng ZL, Ye XY, Wan CL, Li LN

Plastic surgery for giant metastatic endometrioid adenocarcinoma in the abdominal wall: A case report 
and review of literature

6702

Wang JY, Wang ZQ, Liang SC, Li GX, Shi JL, Wang JL

Delayed-release oral mesalamine tablet mimicking a small jejunal gastrointestinal stromal tumor: A case 
report

6710

Frosio F, Rausa E, Marra P, Boutron-Ruault MC, Lucianetti A

Concurrent alcoholic cirrhosis and malignant peritoneal mesothelioma in a patient: A case report6716

Liu L, Zhu XY, Zong WJ, Chu CL, Zhu JY, Shen XJ

Two smoking-related lesions in the same pulmonary lobe of squamous cell carcinoma and pulmonary 
Langerhans cell histiocytosis: A case report 

6722

Gencer A, Ozcibik G, Karakas FG, Sarbay I, Batur S, Borekci S, Turna A

Proprotein convertase subtilisin/kexin type 9 inhibitor non responses in an adult with a history of 
coronary revascularization: A case report

6728

Yang L, Xiao YY, Shao L, Ouyang CS, Hu Y, Li B, Lei LF, Wang H

Multimodal imaging study of lipemia retinalis with diabetic retinopathy: A case report6736

Zhang SJ, Yan ZY, Yuan LF, Wang YH, Wang LF

Primary squamous cell carcinoma of the liver: A case report6744

Kang LM, Yu DP, Zheng Y, Zhou YH

Tumor-to-tumor metastasis of clear cell renal cell carcinoma to contralateral synchronous 
pheochromocytoma: A case report

6750

Wen HY, Hou J, Zeng H, Zhou Q, Chen N



WJCC https://www.wjgnet.com X July 6, 2022 Volume 10 Issue 19

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 10 Number 19 July 6, 2022

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Abdulqadir Jeprel Naswhan, MSc, RN, Director, Research 
Scientist, Senior Lecturer, Senior Researcher, Nursing for Education and Practice Development, Hamad Medical 
Corporation, Doha 576214, Qatar. anashwan@hamad.qa

AIMS AND SCOPE

The primary aim of World Journal of Clinical Cases (WJCC, World J Clin Cases) is to provide scholars and readers from 
various fields of clinical medicine with a platform to publish high-quality clinical research articles and 
communicate their research findings online.  
      WJCC mainly publishes articles reporting research results and findings obtained in the field of clinical medicine 
and covering a wide range of topics, including case control studies, retrospective cohort studies, retrospective 
studies, clinical trials studies, observational studies, prospective studies, randomized controlled trials, randomized 
clinical trials, systematic reviews, meta-analysis, and case reports.

INDEXING/ABSTRACTING

The WJCC is now indexed in Science Citation Index Expanded (also known as SciSearch®), Journal Citation 
Reports/Science Edition, Scopus, PubMed, and PubMed Central. The 2021 Edition of Journal Citation Reports® 
cites the 2020 impact factor (IF) for WJCC as 1.337; IF without journal self cites: 1.301; 5-year IF: 1.742; Journal 
Citation Indicator: 0.33; Ranking: 119 among 169 journals in medicine, general and internal; and Quartile category: 
Q3. The WJCC's CiteScore for 2020 is 0.8 and Scopus CiteScore rank 2020: General Medicine is 493/793.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Xu Guo; Production Department Director: Xiang Li; Editorial Office Director: Jin-Lei Wang.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Clinical Cases https://www.wjgnet.com/bpg/gerinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS

ISSN 2307-8960 (online) https://www.wjgnet.com/bpg/GerInfo/287

LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH

April 16, 2013 https://www.wjgnet.com/bpg/gerinfo/240

FREQUENCY PUBLICATION ETHICS

Thrice Monthly https://www.wjgnet.com/bpg/GerInfo/288

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Bao-Gan Peng, Jerzy Tadeusz Chudek, George Kontogeorgos, Maurizio Serati, Ja 
Hyeon Ku

https://www.wjgnet.com/bpg/gerinfo/208

EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

https://www.wjgnet.com/2307-8960/editorialboard.htm https://www.wjgnet.com/bpg/gerinfo/242

PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS

July 6, 2022 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

© 2022 Baishideng Publishing Group Inc https://www.f6publishing.com

© 2022 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: bpgoffice@wjgnet.com  https://www.wjgnet.com

https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
https://www.wjgnet.com/2307-8960/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:bpgoffice@wjgnet.com
https://www.wjgnet.com


WJCC https://www.wjgnet.com 6456 July 6, 2022 Volume 10 Issue 19

World Journal of 

Clinical CasesW J C C
Submit a Manuscript: https://www.f6publishing.com World J Clin Cases 2022 July 6; 10(19): 6456-6463

DOI: 10.12998/wjcc.v10.i19.6456 ISSN 2307-8960 (online)

ORIGINAL ARTICLE

Retrospective Study

Field evaluation of COVID-19 rapid antigen test: Are rapid antigen 
tests less reliable among the elderly?

Irena Tabain, Djivo Cucevic, Nikola Skreb, Anna Mrzljak, Ivana Ferencak, Zeljka Hruskar, Anita Misic, Josipa 
Kuzle, Ana Marija Skoda, Hrvojka Jankovic, Tatjana Vilibic-Cavlek

Specialty type: Medicine, research 
and experimental

Provenance and peer review: 
Invited article; Externally peer 
reviewed.

Peer-review model: Single blind

Peer-review report’s scientific 
quality classification
Grade A (Excellent): A 
Grade B (Very good): 0 
Grade C (Good): C 
Grade D (Fair): 0 
Grade E (Poor): 0

P-Reviewer: Quarleri J, Argentina; 
Wichmann D, Germany 
A-Editor: Lin FY

Received: March 14, 2022 
Peer-review started: March 14, 2022 
First decision: March 24, 2022 
Revised: April 5, 2022 
Accepted: May 17, 2022 
Article in press: May 17, 2022 
Published online: July 6, 2022

Irena Tabain, Ivana Ferencak, Zeljka Hruskar, Anita Misic, Josipa Kuzle, Ana Marija Skoda, Hrvojka 
Jankovic, Tatjana Vilibic-Cavlek, Department of Virology, Croatian Institute of Public Health, 
Zagreb 10000, Croatia

Djivo Cucevic, Department of Emergency Medicine, Institute of Emergency Medicine of the 
City of Zagreb, Zagreb 10000, Croatia

Nikola Skreb, Anna Mrzljak, Tatjana Vilibic-Cavlek, School of Medicine, University of Zagreb, 
Zagreb 10000, Croatia

Anna Mrzljak, Department of Gastroenterology and Hepatology, University Clinical Hospital 
Zagreb, Zagreb 10000, Croatia

Corresponding author: Anna Mrzljak, PhD, Adjunct Associate Professor, Department of 
Gastroenterology and Hepatology, University Clinical Hospital Zagreb, Kispaticeva 12, Zagreb 
10000, Croatia. anna.mrzljak@gmail.com

Abstract
BACKGROUND 
The global outbreak of coronavirus disease 2019 (COVID-19) leads to the 
development of accessible and cost-effective rapid antigen-detection tests (RATs), 
as quick and accurate diagnosis is crucial to curb the pandemic.

AIM 
To evaluate the Humasis COVID-19 Ag Test (Humasis Co., Ltd., Gyeonggi-do, 
Republic of Korea) in the diagnosis of severe acute respiratory syndrome 
coronavirus-2 (SARS-CoV-2).

METHODS 
This retrospective study was carried out at the Croatian Institute of Public Health 
and included patients with clinical symptoms of COVID-19 lasting no longer than 
5 d prior to testing, whose nasopharyngeal swabs were primarily tested with 
RAT. Negative RAT samples underwent confirmatory real-time reverse 
transcription-polymerase chain reaction (RT-PCR). Diagnostic efficacy was 
determined compared to RT-PCR. The patients were divided into three age 
groups (< 18, 19-65, > 65 years). Statistical analysis was performed with the 
significance level set at P < 0.05.

https://www.f6publishing.com
https://dx.doi.org/10.12998/wjcc.v10.i19.6456
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RESULTS 
In total, 2490 symptomatic patients were tested; 953 samples were positive on RAT, and 1537 were 
negative. All negative RAT samples were subjected to RT-PCR; 266 samples were positive and 
marked as false-negative results on RAT. The calculated negative predictive value as a measure of 
RAT efficacy was 82.69%. The χ2 test and Kruskal-Wallis test showed a significant difference in the 
proportion of false negatives (P < 0.001) and RT-PCR cycle (Ct) values for false-negative RATs (P = 
0.012) among the age groups. The young age group was significantly less likely to be false 
negative, whereas the false negatives from the elderly group experienced significantly lower Ct 
values than the other two age groups.

CONCLUSION 
Evaluated RAT demonstrated satisfactory performance with more reliable results in younger 
patients. Humasis COVID-19 Ag RAT is potentially a valuable tool in areas where access to 
molecular methods is limited; however, RT-PCR remains a gold standard for SARS-CoV-2 
detection.

Key Words: Coronavirus disease 2019; Severe acute respiratory syndrome coronavirus-2; Rapid antigen test; 
Real-time reverse transcription-polymerase chain reaction; Croatia

©The Author(s) 2022. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: The global outbreak of coronavirus disease 2019 led to the development of severe acute 
respiratory syndrome coronavirus-2 (SARS-CoV-2) rapid antigen-detection tests (RATs), as a fast and 
accurate diagnosis is crucial to curb the pandemic. Evaluated RAT demonstrated satisfactory performance 
with more reliable results in younger patients. The young age group was significantly less likely to be false 
negative, whereas the false negatives from the elderly group showed significantly lower reverse 
transcription-polymerase chain reaction (RT-PCR) cycle values. Therefore, RT-PCR remains a gold 
standard for SARS-CoV-2 diagnosis.

Citation: Tabain I, Cucevic D, Skreb N, Mrzljak A, Ferencak I, Hruskar Z, Misic A, Kuzle J, Skoda AM, Jankovic 
H, Vilibic-Cavlek T. Field evaluation of COVID-19 rapid antigen test: Are rapid antigen tests less reliable among 
the elderly? World J Clin Cases 2022; 10(19): 6456-6463
URL: https://www.wjgnet.com/2307-8960/full/v10/i19/6456.htm
DOI: https://dx.doi.org/10.12998/wjcc.v10.i19.6456

INTRODUCTION
Coronavirus disease 2019 (COVID-19) caused by severe acute respiratory syndrome coronavirus-2 
(SARS-CoV-2) originated in Wuhan, Hubei province, China, in December 2019 and was declared a 
pandemic by the World Health Organization (WHO) on March 11, 2020. One of the strategic objectives 
in response to the pandemic was the early identification of infected individuals[1]. According to the 
WHO interim guidance published on March 2, 2020, nucleic acid amplification tests such as quantitative 
reverse transcription-polymerase chain reaction (RT-PCR) are considered a gold standard for diagnostic 
detection of SARS-CoV-2[2]. RT-PCR takes several hours to detect the SARS-CoV-2 RNA. Furthermore, 
it requires trained staff and is a high-priced molecular diagnostic tool. Bearing all this in mind, RT-PCR 
as a diagnostic tool has been challenging worldwide. In addition, highly sensitive and specific tests are 
consequential in identifying infected individuals and subsequently implementing control measures to 
limit the outbreak.

In contrast to RT-PCR, antigen-detection rapid diagnostic tests (RATs) are less expensive, easier to 
use, and provide results more rapidly. These methods are designed to directly detect SARS-CoV-2 
proteins produced during the viral replication in respiratory secretions. RAT testing should be 
conducted by trained personnel within the first 5-7 d following the onset of symptoms[3]. Since the 
molecular capacity is difficult to scale-up and there was a need to expand the COVID-19 testing capacity 
due to the increasing numbers of cases at the end of 2020, Croatia implemented the RAT as a part of the 
national strategy for handling the SARS-CoV-2 pandemic[4].

This study evaluated the performance of the first RAT used at the Croatian Institute of Public Health 
(CIPH) during the second pandemic wave.

https://www.wjgnet.com/2307-8960/full/v10/i19/6456.htm
https://dx.doi.org/10.12998/wjcc.v10.i19.6456
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MATERIALS AND METHODS
The evaluation period included samples from November 11, 2020 to January 23, 2021. According to the 
national strategy protocol, all symptomatic patients who self-reported at least one characteristic COVID-
19 symptom no longer than 5 d prior to testing were subjected to RAT. Self-reported symptoms were 
concisely revised by a medical doctor, after which a nasopharyngeal swab was taken and placed into the 
viral transport medium. Then the swabs were transported to the laboratory and tested within 60 min 
from sampling using the Humasis COVID-19 Ag Test Kit (Humasis Co., Ltd., Gyeonggi-do, Republic of 
Korea), an in vitro diagnostic test based on an immunochromatographic assay designed for the 
qualitative detection of SARS-CoV-2 nucleocapsid and receptor binding domain antigens according to 
the manufacturer’s instructions. According to the internal protocol, positive RAT (containing both test 
and control lines) was considered SARS-CoV-2-positive and was not further tested. Testing was 
repeated if the rapid antigen test was invalid (containing no control line). Negative tests (containing 
only the control line) were subjected to confirmatory RT-PCR testing. RT-PCR testing was performed 
from the same nasopharyngeal swab. Viral RNA was extracted using the automated extraction system 
Nextractor-NX-48 Genolution. Real-time RT-PCR was performed on the Applied Biosystem Instrument 
QuantStudio5 using the RT-PCR assay (GeneFinderTM COVID-19 Plus RealAmp Kit; Osang Healthcare 
Co Ltd, Republic of Korea) according to the manufacturer’s instructions. Basic demographic analysis 
and descriptive statistic tests were performed. C2, Mann-Whitney U, and Kruskal-Wallis tests were 
performed using an online tool (https://www.socscistatistics.com/tests) on the data concerning RT-
PCR results and average RT-PCR cycle for the three age groups (< 18, 19-65, > 65 years). Weekly 
positive, negative, and false-negative RAT were correlated with average Ct values for false-negative 
antigen tests and 7 d average COVID-19 incidence in Croatia. P < 0.05 was considered statistically 
significant.

The study was conducted according to the guidelines of the Declaration of Helsinki and approved by 
the Ethics Committee of the Croatian Institute of Public Health (Protocol No. 030-02/20-05/1, Approved 
on May 7, 2020).

RESULTS
During the evaluation period, 2490 RATs were performed on nasopharyngeal swabs obtained from 
patients with a positive history of SARS-CoV-2 infection in the last 5 d prior to sampling. The largest 
number of patients tested was 545 in the week from November 11, 2020 to November 14, 2020. We 
observed a steady decline in symptomatic patients during the study period (Figure 1).

Of the 2490 performed antigen detection tests on symptomatic patients, 953 patients tested positive, 
yielding an overall positive RAT prevalence of 37.90%, while 1537 patients tested negative and were 
subjected to confirmatory RT-PCR test according to WHO and national CIPH guidelines. The dynamics 
of the weekly ratio of positive results in the observed period are shown in Figure 2. The highest 
prevalence of 44.83% was seen in the 1st wk of 2021, while the lowest prevalence of 22.62% was observed 
the week prior. Among the 1537 samples that underwent both RAT and RT-PCR tests, RT-PCR 
confirmed 1271 patients as true negatives, while 266 patients were RT-PCR positive. Those patients 
were classified as false negatives on the antigen detection test, and the calculated negative predictive 
value of the RAT was 82.69%. The highest ratio of false-negative results (28.57%, from 196 negative 
RATs) was observed in the 49th wk of 2020, whereas the lowest ratio (2.86%) was observed in the 2nd wk 
of 2021 (Figure 3). False-negative patients were summarized according to the RT-PCR cycle in which 
they were identified as positive, as shown in Figure 4. The Shapiro-Wilk test of normality revealed a 
not-normal, asymmetrical distribution with a long left tail. Sixty-five percent of them had a lower viral 
load (Ct ≥ 25). The lowest Ct value observed was 18, but for only 5.62% of false-negative patients, the Ct 
value was ≤ 20.

Spearman’s correlation coefficient was calculated to determine the strength of correlation between the 
total number of tested patients and false negatives and the possible correlation between false negatives 
and Ct values. The results showed a significant correlation between the total number of patients tested 
and false negatives (P < 0.05). There was also a significant correlation between the number of negatives 
and false negatives (P < 0.05), which showed that an increase in the sample size of tested patients and an 
increase in the number of negative results would increase the number of false-negative results. 
Meanwhile, Spearman's correlation coefficient did not show any significant correlation between Ct 
values and the prevalence of false-negative RAT results (P = 0.52) (Figure 5). This showed that during 
this time, an increase in the number of cycles in the confirmatory RT-PCR tests did not decrease the 
occurrence or prevalence of positive RT-PCR results.

Interestingly, Spearman’s coefficient of correlation between the weekly average of newly diagnosed 
in Croatia and the number or percentage of false-negative RATs also did not reach a significance level (P 
= 0.2) (Table 1). Graphical representation of the correlation between the total number of tested patients 
and the number of false-negative results, together with the corresponding calculated predictive model, 
showed that approximately 10% of false-negative results could be expected each time (Figure 6). We 

https://www.socscistatistics.com/tests
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Table 1 Percentage of false-negative rapid antigen-detection tests and reverse transcription-polymerase chain reaction cycle values by 
age groups

Age group N tested Female, n (%) Mean age in yr RAT false negatives, n (%) Ct mean Ct median

0-18 292 139 (47.60%) 11.71 21 (7.19%) 26.58 27

19-65 1194 698 (58.46%) 38.62 230 (19.26%) 25.89 26

65+ 51 24 (47.06%) 72.51 16 (31.37%) 23.86 24

Ct: Reverse transcription-polymerase chain reaction cycle; RAT: Rapid antigen-detection test.

Figure 1 Weekly number of symptomatic patients tested by rapid antigen-detection tests.

Figure 2 Ratio of positive rapid antigen-detection tests results by week. RAT: Rapid antigen.

also analyzed if age causes any variation in the occurrence of negative and false-negative results and if 
there is any difference in mean Ct value with different age groups. Patients were subdivided into three 
age groups: < 18, 19-65, > 65. Statistical analysis with the χ2 test showed a significant difference in the 
occurrence of false negatives between the youngest group (< 18 years of age) and the adult (19-65 years 
of age) or elderly group (> 65 years of age) (P < 0.0001), as well as the difference between the adults and 
elderly (P = 0.033). The overall difference between the three groups was significant (χ2 test; P < 0.01).
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Figure 3 Ratio of false-negative rapid antigen-detection tests results by week.

Figure 4 Number of rapid antigen-detection tests false-negative patients testing positive per each reverse transcription-polymerase chain 
reaction cycle. Ct: Reverse transcription-polymerase chain reaction cycle.

Figure 5 Correlation between reverse transcription-polymerase chain reaction cycle values and prevalence of false-negative results.

Kruskal-Wallis test showed a significant statistical difference in mean Ct value among all three age 
groups (P = 0.012). Subsequently, Mann-Whitney U-tests revealed that the overall differences arose from 
the differences between the oldest group compared to any of the younger ones, whereas the difference 
between the 0-18 and 19-65 age groups did not reach a significance level.
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Figure 6 Predictive model of correlation between the total number of patients and the number of false negatives.

DISCUSSION
Published studies have reported a wide range of data concerning RAT accuracy and consequently 
developed various opinions on their use in COVID-19 diagnostics. However, these data evaluated 
numerous different RAT; therefore, the results are not entirely comparable. Two studies evaluating 
Abbot's Panbio COVID-19 test reported negative predictive values of 99.5%[5] and 94.6%[6]. The 
evaluation of COVID-19 Ag Respi-Strip (Coris BioConcept) gave the results for negative predictive 
values (85.25%), similar to our results (82.69%)[7]. There are only a few studies that evaluated Humasis 
Covid-19 RAT. Klajmon et al[8] tested 189 samples using RT-PCR and RAT simultaneously. The 
calculated negative predictive value (97.22%) was higher than our study but more similar to Abbot's 
PanBio RAT (94.6% and 99.5%, respectively). Magyar et al[9] evaluated the performance of ten commer-
cially available SARS-CoV-2 RAT, including the Humasis COVID-19 Ag test, compared to RT-PCR. The 
mean Ct value (24.1 ± 5.53) was similar to our findings (23.86-26.58) and overall negative predictive 
value (79.0%).

During the study period, declining numbers of tested and confirmed COVID-19 cases were observed, 
which can be attributed to the epidemiological situation in Croatia characterized with declining 
incidence and prevalence of COVID-19[4,10]. The main strength of this in-field evaluation is the sample 
size, whereas the limitations include various swab-takers and six RAT operators/interpreters; however, 
they were always competent and well-educated personnel (e.g., laboratory personnel or medical 
doctors). Furthermore, the lower negative predictive value could partially result from the declining 
incidence and prevalence of COVID-19 in Croatia during the studied period. The retrospective nature of 
this study can be seen as a disadvantage in terms of reproducibility and scientific accuracy. However, 
on the other hand, it depicts a realistic, day-to-day approach to COVID-19 diagnostics. National and 
European Centre for Disease Prevention guidelines were, however, strictly followed. According to 
WHO recommendations, RAT with a minimum of 80% sensitivity and 97% specificity was used in 
patients with symptoms consistent with COVID-19[11]. Since symptomatic persons may carry a higher 
risk of transmitting the infection, this study investigated only symptomatic people. Therefore, RAT-
positive samples were not further tested; thus, the sensitivity, specificity, and positive predictive value 
of the rapid antigen test included in the study could not be determined. The negative predictive value of 
83% was lower than those stated by the manufacturer (2 false-negative tests of 22, giving a negative 
predictive value of 91%). However, the patients self-reported the symptoms and their durations, and 
although reviewed by a doctor before sampling, this could cause a decrease in the negative predictive 
value.

To the best of our knowledge, this study is the first to address the age groups differences, finding out 
significant differences concerning the false-negative RAT rates and the Ct values of these specimens. 
The youngest age group was significantly less likely to be false negative, whereas the oldest age group's 
Ct values were significantly lower than those of the remaining two groups. Although due to the 
difference in the number of tested patients between the age groups, further research is needed. Based on 
our results, we recommend that the elderly patients could preferably test by RT-PCR test due to their 
increased vulnerability towards COVID-19 infection and possibly lower performance of rapid antigen 
tests in that age group.

The national recommendation that negative RAT results in symptomatic patients suggestive of 
COVID-19 should be further tested by RT-PCR seems like a good solution because negative RAT results 
do not rule out the infection, especially in the high prevalence settings during study period[4]. 
Identifying and confirming COVID-19 in symptomatic persons is important to provide appropriate care 
and implement public health measures without delay[11]. Therefore, despite the limitations of RAT, 
including inferior results to RT-PCR[8,12], their previously described use is effective and can be a 
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support for RT-PCR testing of SARS-CoV-2. Nevertheless, the RAT cost is significantly lower than RT-
PCR[13].

CONCLUSION
In conclusion, RAT is an acceptable tool in COVID-19 diagnostics that saves time, human and financial 
resources and has reasonably accurate results if the viral load is high (Ct < 25), but caution is needed. In 
order to prevent viral spread, in the settings when it is feasible, all RAT negative samples should be 
subjected to RT-PCR analysis.

ARTICLE HIGHLIGHTS
Research background
One of the strategic objectives in response to the coronavirus disease 2019 (COVID-19) pandemic was 
the early identification of infected individuals. Compared to the reverse transcription-polymerase chain 
reaction (RT-PCR), antigen-detection rapid diagnostic tests (RATs) are less expensive, easier to use, and 
provide results faster.

Research motivation
The sensitivity and specificity of different severe acute respiratory syndrome coronavirus-2 (SARS-CoV-
2) RAT vary.

Research objectives
To evaluate the value of Humasis COVID-19 Ag Test in the diagnosis of SARS-CoV-2 infection.

Research methods
A commercial immunochromatographic assay for the qualitative detection of SARS-CoV-2 nucleocapsid 
and receptor binding domain antigens (Humasis COVID-19 Ag Test Kit; Humasis Co., Ltd., Gyeonggi-
do, Republic of Korea) was used to detect SARS-CoV-2 antigen in the nasopharyngeal swab samples. 
Negative samples were subjected to confirmatory RT-PCR testing.

Research results
A total of 2490 RAT were performed on nasopharyngeal swabs obtained from patients with a history of 
SARS-CoV-2 infection in the last 5 d prior to sampling. The overall positive RAT prevalence was 37.90% 
(953 positive samples) while the calculated negative RAT predictive value was 82.69%. A significant 
difference in the prevalence of false negatives was observed (7.19%, 19.26% and 31.37%, respectively) 
between the youngest group (< 18 years of age) and the adult (19-65 years of age) or elderly group (> 65 
years of age) (P < 0.0001). In addition, a significant difference in mean Ct value between all three age 
groups was found (26.58, 25.89, and 23.86, respectively; P = 0.012).

Research conclusions
RAT is an acceptable tool in COVID-19 diagnostics in samples with a high viral load (Ct < 25), but 
caution is needed. The results seem to be more reliable in younger patients.

Research perspectives
Further studies including different RAT are needed to confirm this observation.
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