VZV serology Laboratory :

UK NEQAS 7971

Microbiology 4R Distribution : 5862 Page 1 of 11
Dispatch Date : 30-Jun-2025
Intended Result Your Report Your Score
Specimen 5862A VZV IgG negative VZV IgG negative 2
Specimen 5862B VZV IgG positive VZV IgG positive 2
Specimen 5862C VZV IgG positive VZV IgG positive 2
Specimen 5862D VZV IgG negative VZV IgG negative Not scored

Cumulative score information
Total number of specimens sent to you for UK NEQAS for VZV serology over the last 1 distributions is 4
For these distributions specimen numbers 5862A 5862B 5862C have been analysed and scored.

Number of reports analysed 1

Number of specimens reported as not examined (not scored) 0

Number of specimens received too late for analysis (not scored) O

Number of specimens for which no report was received (not scored) 0

Your cumulative score for these specimens was 6 out of a possible total of 6

The mean score calculated from the reports returned by UK laboratories was 5.92 (with a standard error of 0.95)

Performance rating

Your performance rating for UK NEQAS for VZV serology (i.e. the number of standard errors by which your cumulative score lies above or below the mean) for UK
laboratories is 0.08.

A performance rating of more than 1.96 standard errors below the mean indicates possible poor performance.

Please note your performance rating may alter if other participants' results are amended.

No score penalty is incurred for non return of reports. However non return of results may be used as a measure of poor performance.

The box plot displayed at the right of the Performance Rating graph represents data for the latest EQA distribution round_only.

Your performance rating over 1 distribution
Your current performance rating is 0.08

Total score you achieved for the last 1 distribution
Your current total score is 6
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AMENDED REPORT: replaces report dated 7th October 2025 as the cumulative score and performance rating information was missing. Internal reference
CC25-537.

Comments:

This scheme is not ISO/IEC 17043:2023 accredited at this moment. All principles and practices of the ISO 17043:2023 standard are followed in the
delivery of this scheme.

Please refer to the histograms on subsequent pages for information concerning results for each specimen.
Please refer to the Comments pages 6-11 for scheme specific information and further details concerning specimens not scored.
Participants using platforms that require more sample volume than provided should e-mail organiser@uknegasmicro.org.uk to request extra volume.

The top graph for each specimen displays the summary results reported from participants in your country (marked in grey) if ten or more participate, followed by
results reported by all participants (marked in white). Your response is indicated by an arrow. Following the summary results, assay-specific results from up to 12
quantitative assays (reported under quantitative assay 1) are displayed with the method used in your laboratory marked in grey. Due to participants reporting
readings from qualitative assays under quantitative results the information in the histograms needs to be interpreted with caution. From the next
distribution, participants will have the opportunity to report results from qualitative assays separately from results from quantitative assays. The figures in
the method histograms and those in the overall results tables may differ due to exclusion of kits displayed in the method histograms resulting in apparently lower
numbers of data sets in the histograms.

The time taken to report your results was 0-days. This information is provided for your own use and does not form part of your performance assessment.

Enquiries:
Pre-distribution test results are available should you experience a technical failure and wish to discuss the results. Any technical queries about this distribution should
be addressed to Dr Sanjiv Rughooputh at organiser@uknegasmicro.org.uk. For repeat specimens in case of an EQA failure, please request using the web form at
https://uknegasmicro.org.uk/participant-info/order-repeat-specimens/.

Acknowledgments:
We thank colleagues at University Hospital Southampton, UKHSA Bristol, Gloucestershire Hospitals and Norfolk and Norwich University Hospital for their assistance
with pre-distribution testing.

Report authorised by: Dr Sanjiv Rughooputh, Scheme Organiser.
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Dispatch Date : 30-Jun-2025

Four specimens derived from thrombinised human plasma (serum) donations were dispatched with a request to report on VZV IgG status. All specimens were
derived from neat donations. Bronidox at a final concentration of 0.05% was added as a preservative.

Specimen: 5862A Intended result: VZV IgG negative
[} UK(%) O  All(%) Score

VZV IgG pqsitive 2 (22 5@B2 -1
VZV IgG equwopal 8 (8.6) 17(11.0) 2
VZV IgG negative | | ¢ 83 (89.2)  132(85.7) 2
[ I I I I 1 T an
0 30 60 90 120 150 9B 154

Number of Reports

Specimen : 5862A Intended result: VZV IgG negative

n (UK) range median 5%-95% O  All methods Quantitative report :
[m] DiaSorin: Liaison Your result : 56.9 mIU/mL
All methods 138 (83) 0-114 51 0-64 20 Your method median : 53.0 mlU/mL
bioMerieux: Vidas 22 (18) 0-57 0 0-0 Your Report :
. T »
DlaS_onn. Liaison 65 (35) 36-68 53 44-62 2 30 Your Score : Not scored
Euroimmun 1 51-51 S Overall Results UK Al Score
IDS VZV IgG 3 89-114 93 89-112 &
In house 1 100-100 g 204 ’ VZVIgG posiive 2 5 -1
Novalisa VZV |gG 2 (2) 8-10 % vZV IgG eqUiVOC&l 8 17 2
O_rgentek_: Al.egl'la 1 (1) 62-62 p 10 VZV IgG negative 83 132 2
Vircell: VirClia 2 1-1 c
Virion Serion 10 (6) 14-64 52 28-64 Total 93 154
0 % Correct 89.2 85.7
20 38 56 74 92
mlU/mL
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Dispatch Date : 30-Jun-2025

Four specimens derived from thrombinised human plasma (serum) donations were dispatched with a request to report on VZV IgG status. All specimens were
derived from neat donations. Bronidox at a final concentration of 0.05% was added as a preservative.

Specimen: 5862B Intended result: VZV IgG positive
[} UK(%) O  All(%) Score

VZV IgG positive | | 92 (98.9)  152(98.7) 2
VZV 1gG equivocal | 1 (1.1) 2 (13 1
[ I I I I 1 E 154
0 40 80 120 160 200

Number of Reports

Specimen : 5862B Intended result: VZV IgG positive

n (UK) range median 5%-95% O  All methods Quantitative report :
[m] DiaSorin: Liaison Your result : 568.9 mlU/mL
All methods 139 (83) 1-800 361 1-572 60 Your method median : 374.1 mIU/mL
bioMerieux: Vidas 22 (18) 1-402 1 1-2 Your Report ;
DiaSorin: Liaison 66 (35) 261602 374 317-497 § 507 Your Score - Not scored
Euroimmun 1 273273 S 40 Overall Results UK  All Score
IDS VZV IgG 3 601-682 624  603-676 g
In house 1 800-800 g 307 VZVIgG posiive 92 152 2
g?vaLlsa.VZV IgG 2(2) 1-3'13 5 20 VZV IgG eqUiV(.)CG.I 1 2 1
gentek: Alegria 1(1) 403-403 . VZV 1gG negative 0 0 1
Vircell: VirClia 2 33 2 104
Virion Serion 10 (6) 76-399 304 166-373 v Total 93 154
0 % Correct 98.9 98.7
200 350 500 650 800
miU/mL
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Four specimens derived from thrombinised human plasma (serum) donations were dispatched with a request to report on VZV IgG status. All specimens were
derived from neat donations. Bronidox at a final concentration of 0.05% was added as a preservative.

Specimen: 5862C Intended result: VZV IgG positive

[} UK(%) O  All(%) Score
VZV IgG positive | [ | & 93 (100) 154 (100) 2
[ I I I I 1 an T
0 40 80 120 160 200 9 154

Number of Reports

Specimen : 5862C Intended result: VZV IgG positive

n (UK) range median 5%-95% O  All methods Quantitative report :
[m] DiaSorin: Liaison Your result : 3439 mIU/mL
All methods 59 (40) 4-11374 6  5-4183 20 Your method median : 3955.0 mIU/mL
bi_oMer!eux:_ \_/idas 21 (17) 5-6 5 5-6 ” Your Report :
DlaS_onn: Liaison 10 (5)2931-9669 3955 3006-7118 2 30— Your Score : Not scored
Euroimmun 15832-5832 S Overall Results UK Al Score
IDS VzV IgG 11374-11374 g
Novalisa VZV IgG 2(2 3840 £ 204 VZV IgG positive 93 154 2
V!rpellz V|r_CI|a 2 4-7 % VZV IgG equivocal 0 0 1
Virion Serion 7 (6) 121-3682 2158 523-3271 G 104 VZV 1gG negative 0 0 -1
<
’ Total 93 154
07 % Correct 100 100
1000 2230 3460 4690 5920
miU/mL
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Four specimens derived from thrombinised human plasma (serum) donations were dispatched with a request to report on VZV IgG status. All specimens were
derived from neat donations. Bronidox at a final concentration of 0.05% was added as a preservative.

Specimen: 5862D Intended result: VZV IgG negative

O UK®) O Al%)

VZV IgG pqsitive 6 (6.5) 15 (9.7)

VZV 1gG equivocal 14 (15.1) 25(16.2)
VZV IgG negative | | & 73 (785)  114(74.0)

I 1 1 1 1 | To3 152
0 30 60 90 120 150
Number of Reports
Specimen : 5862D Intended result: VZV IgG negative
n (UK) range median 5%-95% O  All methods Quantitative report :
(] DiaSorin: Liaison Your result : 85.53 miU/mL
All methods 138 (83) 0-200 90 0-117 60 o Your method median : 91.2 miU/mL
bioMerieux: Vidas 22 (18) 0-104 0 0-1 Your Report :
DiaSorin: Liaison 65(35) 58128 91 80113 § 907 Your Score - Not scored
Euroimmun 1 82-82 S 40 Overall Results UK  All  Score
IDS VZV IgG 3 110-196 151 114-192 g
In house 1 200-200 g 304 VZVIgG posiive 6 15 NS
Novalisa VZV 1gG 2(2) 8-11 5 204 VZVIgG equivocal 14 25 NS
Orgentek: Alegria 1(1) 134-134 S VZV IgG negative 73 114 NS
Vircell: VirClia 2 1-1 S 104
Virion Serion 10(6) 12-120 99 45-118 Total 93 154
0 % Correct 785 74.0
40 85 130 175 220
miU/mL
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Comments on distribution 5862

Overall performance in this distribution was very good with 98.5% of participants reporting the
intended results for the scored specimens.

The return rate was also very good. Of the 162 specimens that were distributed 154 participants
returned results before the distribution closing date representing a return rate of 95.1%.

This distribution marks the first round of the varicella zoster virus (VZV) serology External Quality
Assessment (EQA) scheme in which participants report the presence or absence of VZV IgG
using serological methods.

When reviewing your report, please note that your score for each specimen is displayed in the
top graph, aligned with the corresponding arrow as illustrated in Figure 1.

Specimen: 5862A Intended result: VZV IgG negative
O UK%) O Al%) Score

V2Y 1g5 positive £ (Z2]
VZV IgG equivocal P B (86)

VZV igG negative I Fail ] & 83 (89.2)

17(11.0
1a2(857) 2

T T \- T 1 T an
0 30 B0 90 T 50 93

Number of Reporis

Figure 1. Distribution of scores among participants, with the arrow indicating the score of the participating laboratory

The quantitative report graph (Figure 2) displays the different VZV IgG concentrations reported
by participants for each specimen.

Your reported concentration is marked with an arrow, highlighted within the blue oval.

The table on the right shows a breakdown of how results were reported and the score assigned
to each category.

Since quantitative results are not currently scored, the comment ‘Not scored’ appears against
your result, as illustrated in the red ellipse. This comment will appear for all specimens, whether
they are scored or not

O Al methods Quantitative report :
] DiaSorin: Liatson Your result 1 56.9 miU/mL
Your maeth j

1| UfmL

Your Repaort :

g Your Score : Not scored
g verall Results UK
g VZV igG positve—— 2 5 -1
5 VZV igc equivocal 8 17 2
g VZV igG negative B3 132 2
Total a3 154
% Cormect 89.2 B5.7

56
il mL
Figure 2. Graph showing VZV IgG concentrations reported by participants, with an accompanying table providing a breakdown of

results by score
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National Infection Service consult the scheme organiser before quoting data from the scheme.

61 Colindale Avenue UK NEQAS for Microbiology

Colindale PO Box 63003

London NW9 5EQ London NW9 1GH Published at 11:32 on Friday 17 October 2025



VZV serology Laboratory :

Distribution : 5862 Page 7 of 11

Specimens 5862A: VZV IgG Negative - scored

This specimen was a neat donation that prior distribution was tested by 4 methods that are outlined
in Table 1 below.

Specimen Virion Serion DiaSorin Liaison bioMerieux Vidas Orgentec Alegria
number VzV IgG VzV IgG VzV IgG VzV IgG
IU/mL miU/mL TV miU/mL
5862A 51.546 (Equivocal) 53.99 (Negative) 0.42 (Negative) 58.9 (Equivocal)
5862D 86.574 (Equivocal) 85.53 (Negative) 0.44 (Negative) 102.9 (Positive)
Cut-off with Rty 135-165 0.60.9 50-100
Grey zone

Table 1: VZV IgG results for specimens 5862A and 5862D

Of the 154 participants who reported results for this specimen, 85.7% (n=132) classified it as
negative, 11.0% (n=17) as equivocal, and 3.2% (n=5) as positive.

Pre-distribution testing demonstrated variation across platforms: Virion Serion and Orgentec
Alegria reported the specimen as equivocal, while Diasorin and Vidas reported it as negative.
Participant results reflect this same pattern.

Results reported as negative or equivocal have been awarded the maximum score of 2, as these
are in line with the pre-distribution findings.

Results reported as positive have been assigned a score of -1.
Participants who reported this specimen as positive are strongly advised to review their assay

performance, including cut-off values and result interpretation criteria, to avoid potential
misclassification of negative or equivocal samples.

Specimens 5862D: VZV IgG Negative — not scored

This specimen was a neat donation that prior distribution was tested by 4 methods that are outlined
in Table 1.

Of the 154 participants who reported results for this specimen, 74.0% (n=114) classified it as
negative, 16.2% (n=25) as equivocal, and 9.7% (n=15) as positive.

Pre-distribution testing demonstrated a lack of consensus: Virion Serion classified the specimen
as equivocal, whereas Diasorin and Vidas reported it as negative and Orgentec Alegria as positive.
This variation was similarly reflected in participants’ results.

Due to the discrepant nature of the pre-distribution testing and participants results, this specimen
has not been scored.
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Varicella zoster virus infection and serological considerations

Varicella (chickenpox) is an acute, highly contagious disease caused by varicella zoster virus
(VZV), a member of the Herpesviridae family. A single serotype has been identified, with humans
as the only known reservoir.

Following primary infection, VZV establishes lifelong latency in neural ganglia, with reactivation in
approximately 10-20% of cases, leading to herpes zoster (HZ; shingles). Reactivation is more
common in individuals over 50 years of age and in those who are immunocompromised.

Transmission occurs via respiratory droplets, aerosols, or direct contact with secretions. In
susceptible individuals, infection almost invariably results in clinical disease. Varicella is usually
mild in children but tends to be more severe in adults, and it may be life-threatening in neonates
and immunocompromised patients.

In temperate climates, most infections occur before the age of 10. The illness typically presents
with fever, malaise, and a pruritic vesicular rash that begins on the scalp and face before
spreading to the trunk and extremities. Lesions evolve from macules to vesicles and crusts over
1-2 weeks.

Although self-limiting in most cases, varicella can be complicated by pneumonia, encephalitis,
and secondary bacterial infections. HZ is characterised by a painful, localised dermatomal rash
and may result in chronic neuropathic pain or visual complications. It is more frequent and severe
in HIV-infected and other immunocompromised individuals.

Serology and laboratory diagnosis

There is currently no internationally agreed antibody threshold that defines protective immunity
against VZV. Consequently, the interpretation of VZV IgG results varies across commercial
platforms. A four-fold rise in IgG titres between acute and convalescent phase sera is indicative
of recent infection, but such seroconversion may not be demonstrable in previously vaccinated
individuals with high baseline titres. Serological assays are also less reliable in
immunocompromised patients, who may not mount a measurable antibody response.

Detection of VZV specific IgM is less sensitive than PCR and is not recommended as the primary
diagnostic approach. For HZ, both IgM detection and PCR have limited diagnostic utility.

IgG serology remains widely used to assess immunity or susceptibility, particularly in healthcare
workers. However, vaccinated individuals may retain protective immunity despite undetectable
antibody levels, reflecting limitations of current commercial assays.

Following vaccination, IgG responses are detectable in most children within one month. A single
dose of monovalent vaccine induces protective antibody levels in 85-89% of recipients, while two
doses confer seroconversion in over 99%. Nevertheless, the absence of detectable IgG does not
reliably exclude immunity, as vaccinated individuals may remain protected via cell-mediated
mechanisms.

According to the World Health Organization (WHO, 2014), most epidemiological data on varicella
derive from high-income countries, with limited evidence from low- and middle-income countries
(LMICs). In temperate, high-income regions prior to vaccine introduction, >90% of infections
occurred before adolescence, leaving <5% of adults susceptible.

Operated by UK Health Security Agency © Copyright. The data in UK NEQAS reports are confidential. Participants must
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61 Colindale Avenue UK NEQAS for Microbiology

Colindale PO Box 63003

London NW9 5EQ London NW9 1GH Published at 11:32 on Friday 17 October 2025



VZV serology Laboratory :

Distribution : 5862 Page 9 of 11

Global mortality from varicella is considerably lower than that from measles, pertussis, rotavirus,
or invasive pneumococcal disease, but the disease still accounts for an estimated 4.2 million
severe complications requiring hospitalization and approximately 4,200 deaths annually
worldwide.

Primary varicella infection typically confers lifelong immunity. Although second episodes are rare
in immunocompetent hosts, both symptomatic reinfections and subclinical exposures have been
documented.

Varicella and HZ cause disproportionately severe disease in immunocompromised individuals. Of
the two licensed varicella vaccines, one is indicated for use in selected immunocompromised
populations, while the other is contraindicated. The HZ vaccine is contraindicated in all
immunocompromised individuals.

Varicella vaccination is contraindicated during pregnancy. Data from a 17-year pregnancy
registry, however, found no cases of congenital varicella syndrome (CVS) or birth defect patterns
among 157 live-born infants of seronegative women inadvertently vaccinated during pregnancy
(0 per 100, 95% CI: 0.0-2.4). Across the full registry (735 live births), no increased risk of CVS
was observed, though a theoretical risk of up to 4% remains for seronegative women infected
during the critical period of gestation.

Current quidelines and limitations in serological testing

The UK guidelines on post-exposure prophylaxis (July 2025) define a VZV IgG concentration
>100 mlU/mL as protective. This threshold is also adopted in the UK Standards for Microbiology
Investigations (SMI V30, Issue 6.1). In immunocompromised patients, VZV IgG titres <150
mlU/mL, or negative/equivocal results by qualitative assays, warrant prophylactic intervention.

The US Centers for Disease Control and Prevention (CDC) note that some commercial assays
are unreliable for detecting immunity following natural infection and are insufficiently sensitive to
reliably confirm vaccine-induced seroconversion.

The lack of a universally accepted cutoff value for VZV IgG, combined with the absence of WHO

reference materials for varicella vaccines, complicates assay standardisation and result
interpretation.

Implications for External Quality Assessment (EQA)

These limitations present challenges in the evaluation of serological assays through EQA
programmes. In certain cases, scoring of borderline results may be problematic. To address this,
in collaborations with UK NEQAS Virology Specialists Advisory Group (VSAG), we will undertake
a detailed review to establish fair and transparent scoring practices, which will then be
communicated to participants by the end of the year.
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Investigating incorrect results and non-return of results

Participants who did not obtain the intended results are requested to investigate and report the
plausible root cause by completing an incident review form (IRF) online within 30 days of this
report being published. IRFs are taken into considerations when poor performance analysis is
carried out for the National Quality Assurance Advisory Panel (NQAAP).

Non-return of results is considered as poor performance.

Participants who did not return their results should also complete an IRF. IRFs are available on
the following link: https://uknegasmicro.org.uk/incident-review-form/

Please use the following links for information on

Report format explained:
https://uknegasmicro.org.uk/participant-info/report-format-explained/
How to interpret your performance (cumulative score and performance rating):

https://ukneqgasmicro.org.uk/interpretation-of-performance-2/

Scoring:
https://ukneqasmicro.org.uk/participant-info/information-on-scoring/

Homogeneity:
https://ukneqgasmicro.org.uk/?r3d=information-of-homogeneity/

Stability:
https://uknegasmicro.org.uk/?r3d=information-on-stability/

For further information about the Service including confidentiality, please refer to the
Directory and Participants Manual:
https://ukneqasmicro.org.uk/participant-info/directory-participants-manual
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