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Welcome and Introduction
DrHelena Lee
Chair of UK NEQAS for H&I Steering Com




Key Data from the Schemes
Amy Del At h
UK NEQAS for H&l Operations Manager




Pr esentation_rFOEusit her Det ai

Performance, key trends,
discussion points a2@22

changes

Lab

?d) The presentation will be
available to view on our

website.

Locationsi

@ 1-100 = UK & Ireland.

101+ = Rest of the world.



O
Scheme Assessments O

o MostSchemesssessedna consensugasisusinga 75%consensuseveli.e. 75%

of reportsmustagreeona resultforit to beassessed
o Referencdypingresults are usedfor typing/diseaseschemesif consensusot
reachegluseducationachemesvheraequired

3 eg Schemd: HLAGenotypintpr CoellaandOthelHLAAssociatediseases
SchemdAL: HLATypinat 1st FieldResolution DPR assessmenisinga referenceesult

o Equivocaksultonlyacceptedor SchemeB.
o AlINotTestedNT)resultsexcludedromassessment
O o Labsthat failto returnresultsordonota providesalidreasorfor NTareassessec

’/\Om asunacceptable



| (P
Unsatisfactory:Performance (UP)

o Eachscheméasminimunannuaperformanceriteria

HLATypingcheme$0%
Crossmatchirngb% @
Diseasd@ssociatioschemed 00%

Antibod\specificityr5%
Antibodpetectior80%

N N N N N

o Participantghat donot meetthe minimuncriteriaareclassedas unsatisfactory

performers
O o MustcompleterootcauseanalysiandCAPAorm %

NOMN
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Changes for . 2022-23

Steering Committee ParticipantTs

New Expert Advisor required Continuingnprovements

60 <& 2 &

Webinars Scheme Changes

IED feedback continuing Increased sample frequency Schemes
6, 4A1 and 4A2
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Cytotoxic Crossmatching

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 2A I Cytotoxic Crossmatch

Purpose
Assess participants ability to
determine cell/serum cytotoxicity
crossmatch status

Consensus

At least 75% agreement
on pos/neg result

Satisfactory Performance

85% of reports agree with
consensus in distribution year for
each cell/DTT type

m 10 blood samples, 40 serum samples over 5 distributions



O
Scheme 2A: Performance

2017 2018 2019 2020| | 2021

All cells with and without DTT

- 75 71 71 66 63
Number of Participarit$K&l) (19) (18) (22) (16) (15)

Number with Unsatisfactory

Performance 16(6) | 16(7) 5(1) 70)|| 4(0)
(< 85%)(UK&I)

% Unsatisfactory Performance 21.3% | 22.5% 7.0% | 10.6%| 6.3%

(UK&I) (31.6%)| (38.8%)| (4.5%) | (0) )
N
O 2021:4 Unsatisfactory PerformedsUK & Irelahd

NOMN



Scheme 2A: UK&I Performance

Oé’

PBL PBL +DTT T Cell| T Cell +DTT B Cell| B Cell +DTT
Crossmatches assessed (n=4 33 34 39 38 40 39
% NT 20.3% 24. % 13.1% 12.0% 16.6% 18.8%
NT sﬁé 68 77 93 128
% incorrect assignments 3.6% 4.7% 1.2% 2.3% 2.9% 2.8%
FalsePositive ﬁ 3 8 §) 9
» False Negative 4 6 3 7 10 10

POPN




Scheme 2A: Unacceptable Performers

2021

Oé’

Lab 10 ppl.pTT | T-DTT| B-DTT | PBL+DTT| T+DTT| B+DTT| Labdentfiefior
Contamination in
116 N/A 74% N/A 81% el oren
Technical issue/
149 83% N/A N/A 83% N/A NIA | et
292 N/A N/A 83% Delivergelays
1349 75% SOWEEl

e

)

volumel/viability
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Crossmatching oy Flow Cytometry

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 2B: Crossmatching by: Flow C
Cytometry O C

Purpose
Assess participants ability to
determine cell/serum flow
crossmatch status

Consensus

At least 75% agreement on
pos/neg or equivocal result

Satisfactory Performance

85% reports agree with consensus iN
distribution year for each cell type

2 Ne
m 10 blood samples, 40 serum samples over 5 distributions



O
Scheme 2B: Perfermance

)
All cells with and without DTT 2017 | 2018 | 2019 | 2020 || 2021
Number of ParticiparitsK&l) 85(22) | 83(22) | 84(23) [ 80(21)|| 80(22)

Number with Unsatisfactory

Performance 8 (1) 15 (2) 12(1) | 11(0)|| 5(0)
(< 85%)(UK&I)

8.7% 18.1% | 14.2% | 13.8%|| 6.3%

% Unsatisfactory Performarfce&.1) 45%) | 9.1%) | @3%) | (0 (0)

O m
2021: SUnsatisfactory Performets{K & Irelahd
NOMN



Scheme 2B: Summary

T Cells B Cells
UK&I RoW RoW UK&lI RoW RoW
& WB PC wB
Number of participants 22 28 30 21 26 29
le:;b;;)ocfo):::'eizi‘ssed 33/40 37/40 30/40 38/40 39/40 31/40
Number of Positive XM 20 19 19 33 33 29
Number of Negative XM 13 18 11 5 6 2
Number of incorrect assignm e}uzo (2.3%)| 30 (2.7%) 38 (3.2%) 28 (3.20) 47 (2.5%) 16 (1.4%)
Number of False Pos 9 13 4 8 3 1
» Number of False Neg 11 17 34 20 44 15
Number of equivocal assignml _4(0.5%) | 3(0.3%) | 303%) | | 3(0.4% | 404% | 10.1%)
Number of NT assignmentd 36(4.1%)| 90 (8.0%) | 143(11.9%) | | 45(5.4%) | 57(5.9%) | 188(16.2%)

NOMN

UK&I anBoWreceive different blood samples
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Scheme 2B: Unacceptable Performers- - 2021 O

139 | 90.0% 32/40 48.4% 32/40
142 | 80.0% 40/40 100% 40/40 ol ol ahan
191 | 90.0% 40/40 80.6% 40/40 e e clinieal samn)
260 | 81.1% 40/40 59.0% 40/40
1360 | 76.7% 40/40 94.0% 40/40 T celposcut off too higt

,/\O(\\ 5 labs with UP (<85%)



O
Scheme 2B: Equivocal Results

o In2021Equivocal results were assessed

3 l.e. if 75% or more of participants report positive/negative, any laboratories
reporting hequivocall were assesseoc’

3 If a 75% consensus result is not reached when including the equivocal
reports, the sample was not assessed.

o Technical issues and invalid results (e.g. control failures, replicate i
sample quality I ssues) shoul d
stated.

POPN



Scheme 2B: Reporting of-Equivocal-Results

o 2021Summary
3 14T cell equivocal results (frt®8= 0.4%)
3 8B cell equivocal results (frd@82= 0.3%)
3 14T cell equivocal results assessed as unacceffitdbi (
3 8B cell equivocal results assessed as unacceptable (0.3%)

2021 No of Laps Reportirlg No. of Lfabs Reporting T cell B cell Eg:ﬁ?,ﬁ:eﬁ:s;ed
Equivocal >1 Equivocal Result 2021 | Equivoca] T2 | equivocal _TO Result
» Results REEES Results REEULE
UK (=22) 2(9.1%) 1 (4.5%) T cell | Bcell
oS GER:)) 11 (18.9%) 4 (6.9%) 1+2 1 624 1 592 1 0
Total 6=80) 13(16.3%) 5 (6.3%) ELE Z 632 | 2 2l 1 1
5+6 4 632 1 608 K] 0]
7+8 1 640 1 616 1 1
9+10 6 640 3 608 8 6
’/\ O l/\\ Totals | 14 | 3168 | 8 | 3032 14 8



@
e .

HLA Antibody Detection

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 6 HLA Antiboedy Detection O(%

Purpose
Assess participants ability to

determing@resencer absence
of HLA antibodies

Consensus

@ At least 75% agreement on
presence/absence of HLA

Satisfactory Performance antibodies

80% reports agree with consensus
distribution year

2 Ne
m 12 serum samples ovaistributions



(J
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Scheme 6: Perfermance

0 Unsatisfactory Performedd (K&)

2017 2018 | 2019 | 2020
. 101 88 82 74 71

Number of ParticiparitsK&l) (24 (25 25 | 25 (23)
Number with Unsatisfactory

Performance (< 80%)K&I) 21(0) S0 B =) )

_ 20.8% | 5.7% | 9.7% | 2.7%| 0%

% Unsatisfactory Performance (0%) 0%) | ©%) | ©%)|| ©%)
29% negative

63%positive —

odh

8% samples natssessed (1 Class |, 549
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HLA Antibody Specificty-Analysis

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 3: HLA Antibody Specificity Analysis O(%

Purpose

Assess participants ability to
determinespecificityof HLA
antibodies

Consensus

At least 75% agreement on

presence of HLA

antibodies, 95%

75% reports agree with consensus agreement on absense.
distribution year

Satisfactory Performance

m 10 serum samples ovaistributions



Scheme 3: Perfermance

Class | 2017 | 2018 | 2019 | 2020
Number of Participants{&) 72(24) | 73(25) | 70(25) | 64(24)
Number with Unsatisfactory Presence | 10(0) | 15(1) | 3(0) | 1(0)
Performance)(&) Absence 30) | 50) | 20 | 1(0)

Presence 13.8% | 20.5% 4.2% 1.6%
Absence 4.2% 6.8% 2.6% 1.6%

% Unsatisfactory Performance

)
. Class Il 2017 | 201 201 2020 2021
Overall 3 labs with (IPUK&) 8 s
Number of Participant${&) 72(24) | 75(25) | 69(25) | 63(24)|| 64(24)
Number with Unsatisfactory Presence | 5(0) | 12(0) [ 5(0) | 2(0) || 3(0)
Performance)K&) Absence | 20) | 30 | 20 | 10 || 10
Presence 6.9% | 16.0% | 7.2% 3.2% 4.7%
% Unsatisfactory Performance

’/\Ol/\\ Absence | 2.8% | 40% | 28% | 1.6% { 1.6% J



(P
Scheme 3: Unaceceptable Performers- - 2021

3 labs 0 UK&)Iwith UP (<75%)

Class | Class li
CAPA| Kit
Lab| presencd Absence| Presenced Absence
169 91% 100% 100% LABScreen
302 77% 82% No info
260 81% LABScreen




Scheme 3: Class | /Assessment

Number of HLA Class | Specificitiedt])
301 302 | 303 | 304 | 305 | 306 | 307 | 308 | 309 | 310 | Total

Present

(CT5%) 9 36 25 24 0 10 33 19 8 11 174
Absent

(<5%) 3 31 27 32 39 8 31 10 21 12 214
Negativé@% 72 10 28 17 43 67 14 35 36 63 385
Not Assessed

(5-74%) 4 12 9 14 7 5 11 25 34 3 124

513 (absent 0% not included in analysis) specifiepieded over 10 samples
14.6%reached consensus presence
41.7% reachembnsensus absence

’/\ O |/\\ 24.2%specificities were not assessed



Scheme 3: Class |I'Assessment

DPB included in assessmeg0iil

(J

N

O

Number of HLA Class Il Specificities (DR, D@68P) (

Oé’

301 | 302| 303 | 304 | 305 | 306 | 307 | 308 | 309 | 310 | Total
Present
(G75%) 4 13 7 10 18 ) 12 0 15 4 88
Absent
(<5%) 6 4 17 14 11 19 4 6 8 6 95
Negativ®% 34 22 18 15 11 20 21 29 14 34 218
Not Assesseq
(5-74%) p 7 4 7 6 2 9 11 9 2 59

296 specificitiegabsent 0% not included in analysis) reporéedl0 samples
21.6% reached consensus presence
44.9% reached consensus absence

)

33.4% specificities were not assessed



Scheme 3: DPB Only

Number of HLA DPB Specificitieg?)

301 | 302 | 303 | 304 | 305 | 306 | 307 | 308 | 309 | 310 | Total
Present(75%) 0 0 o| o |13l 0| 0| o0]|12] 0 25
Absent (<5%) 2 0] 0] 7 8 0] 3 1 21
Negativé% 15 | 19 | 15 | 11 11 | 18 | 14 17 | 131
Not Assessed {5
74%) 1 0 4 11| 2|0 1]2]|0]1 12

2 samples had DPB1 specificities that reached consensus

58 specificities reported over 10 samples
43.1%reached consensus presence
36.2%eached consensus absence
20.7%specificities were not assessed

POPN




Scheme 3: Assessment Breakdown

Specificitieseported over 10 samples Scheme 3 - Assessment Breakdown 2020

Scheme 3 - Assessment Breakdown

cl wl] DPB

M Present (>75%) M Absent (<5%) M Negative (0%) B Not Assessed (5-74%)

Percentage

Cl cll DPB

W Present (>75%) m Absent (<5%) m Negative (0%) mNot Assessed (5-74%)




Scheme 3: Reporting-0f DOA " and DPA

24% participants would like to be assessed for DQA antibodig
only

Antibodies

4 2
4 6
2 2
10
Q - Should we

A UK&I-21%
A RoW-27%
48% would like to be assessed for DQA and DPA antibodies
A UK&I-54%
A RoW-41%
25% UK&I labs and 326Wwould not like to be assessed for
DQA/DPA antibodies
80% labs have a cut off for defining DQA/DPA antibodies
A 500-19%
000-27%
1500- 5%
2000- 32%In UK&I most common response 200
(52%)
In RoWmost common
response 500 (44%)
63% of labs consider DQA antibodies when assessing potentia
donor suitability
A UK&I-96%
A RoW-27%
abs consider DPA antibodies when assessing potential
itability

formally assess? A

A RoW-18%

Percentage

Scheme 3 - Assessment Breakdown

DOA DPA

mPresent (>75%)  WAbsent (<5%) W Megative (0%)  mNot Assessed (5-74%)



Scheme 3: Kit.: Use 2019-2021

Scheme 3 - Commerical Kit Use 2019-2021

m One Lambda LABScreen

Percentage

W Immucor Lifecodes

m LABScreen and Lifecodes

m Unknown

Oé’

OveralLABScreekits
are the most widely us

UK&I labs are more lik
to use a combination ©
S

Immucoonly kituse
moreprevalent iRoW
labs



Scheme 3 and 6: Analysis OO

-~

A hidden duplicate sample was used in Scheme 3 and Scheme 6.
Sample 612, 301 and 310 were all sourced from the same donor.

Sample 612: CI POS (70/70), Cll POS (66/66)

Pos - A66 B7 B13 B27 B60 B61 B48 B73 BS1
301 12 11 3 63 |Absent- B52, B77, Cw2 52708_ 301 70_30/0 NA
Class | NA - A34, B70%2708, BA7
Pos - A66 B7 B13 B27708B60 B6:847B48 B73 B81 310 98.4% Present
310 3 73 |Absent -A32B52 B7B38 B39 B55 B56 B41 B42 B46G®2 '
NA - A34 B70867
n 2

= (0)
Pos - DR4, DQ7, DQ8, DQ9 B47-30161% NA
34 |Absent- DR11, DR8, DR9, DR&15 DP10

NA - DR7, DP14 310 75%Present

B
EDDEnD:
310 4 2 34 |Absent- DR11, DR8, DR9, DR&1; DP10
NA - DR7, DP14 =
827 azmeo B4 847 343/867/8721873/B81/Cwi2
30

YOI )
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Definition of- Unacceptable Antigens (UA)

A survey wasent to all UK&I labs in collaboration with the BSHI Research Executive to
investigate how labs define UA and inform discussions on how differences in practice coul
equity of access to transplant.

IED12019 asked labs to define UA for a sensitised male with a complex antibody profile.

Figure 1:Scenario 2 calculated reaction frequency variation

The number of UA listed by each of the UK&I labs [

90%

varied from-@1 (median 5). 80%
There was 18 different UA profiles. i I I | I ‘ | I l
il

30%
20%

cRHor this patient varied fror®0%. 10%

0%

H&I Laboratory
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Definition of- Unacceptable -Antigens (UA) O

The results will be discussed at an upcoming BSHI RE SIG but some of the interesting pt
50% labs usedefined cut ofb define the presence of HLA antibatiers using One Lambd
Kits, 23% folmmucokits
81% usea defined cut off determine UA

Cutoff defined by aligning to clinical outcome (p8%5)CXM (47%), other analysis (
69% need to detect an antibody twefere listing as UP9% only once, 12% other (review
terms of sensitising events, etc.)
44% performdditional testintp assist definition of UA (modified SABarBy FCXM, epitope
analysis, etc.)
25% will list anm from a previous gefen if no antibodies defined (44% will list if ab pre:
below standanbscut off)
56% will adjust positivity thresholabiforeactivitypresent
50%review UAfter every sample tested
88% wildelist UA
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HPA Antibody. Detection/Specification

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 11: HPA Antibody, Detection/Specification O(;O

Purpose

Assess participants ability to
correctly determine pesence and
specificty of HPA antibodies.

Consensus

@ Specificitydetermined by at least
75% agreement and absence

. . determined by at least 95%
Satisfactory Performance agreement.

At least 75% of specificities in
agreement with the consensus result
in a distribution year.

m 8 serum/plasma samples over 2 distributions



Scheme 11; Performance

A 6 UnsatisfactoriPerformer UK&)

)
2(.)17 2018 | 2019 | 2020|| 2021
Pilot
Number of Participants{&) 13@3) | 35@) | 39(B) | 42 @) || 43(4)
Number with Unsatisfactory
Performance N/A | 1(0) 10) | 30| 6(0)
(< 75%) UK&)
O % Unsatisfactory Performance N/A | 29% | 2.6% | 7.1%|| 13.9%
—

NOMN




Scheme 11: HPA Antibody Detection/Specification

Sample Consensus Not Assessed Expected Results
Present
la GP llb/llla (88% absent) la (NIBSC)

3a GP lIb/llla (91% absent) 3a (NIBSC)

5b None 5b (NIBSC)
| Not assessed | 15b (86% absent) | 15b (NIBSC)

1b 5b 3b (65% present) 1b 5b
15b (94% absent)
GPlIb/llla (78% absent)
GPIb (87% absent)
Negative | HPA-5a (94% absent) | HLA pos only

la 3a (87% absent) la
GPIIb/llla (94% absent)
0494 absen

1b (60% absent) Weak 1b 5b
3b (73% absent)
5a (92% absent)
5b (54% absent)
GPllIb/llla (65% present)
GPla/lla (57% present)
GPIb (94% absent)

U'I-waH

1 1l




Scheme 11: Analysis of Samples'1 -4

A NIBSC Standards used

D [sampe  |biluton |ResultPositivgUnacceptable Positives
1101/2021 14 HPA-1a (90.79p1PA-3a (n=1 (267)), HPA-3b (n=1 (387)), HPA-4b (n=1(
1102/2021 HPA-3a (76.79{PA-1a (n=1 (180)), HPA-4b (n=1 (1346))

1103/2021 HPA-5b (10099)GP la/lla (n=2 (130, 394))
1104/2021 HPA-15b (14%)

1
A Methods Use parer- e o s i  n sample 104
MAIPA Depends on monocloncals used 6 labs detected HRA all used

T N RN ST MAIPA (with or without another
l.“ Cannot detect HPA-15 technique).

MAIPA and Luminex PAKLX 37 labs reported HRB absent,
MAIPA and ELISA PAKPlus - 4 (38%) of these labs used

-- techniques that had the
O Lumlnex PAK-Lxand ELISAPAK-Plus3 | 7 |CannotdetectHPA-15 | ggt(egzt';l toodtlac:encétké:%ble .
vaPAandPiET | 1 | - - = e
detect HPAD).



Oé’

Scheme 11:Unacceptable Perfoarmers - 2021
Lab | HPA Presence HPA Absence Samples reportg Method Error
130 67% 83% 8/8 PAKLX Interpretation/kit issue
180 67% 96% 8/8 PAKPlus [Interpretation/kitssues
388 67% 91% 8/8 PAKPlus Procedural issues
=eS >0% SO0 o8 Ir'lﬂhﬁlllfspe\ inteDrgIri(\a/'?z:tsilo(:\eilsgl/Jes
390 33% 100% 8/8 Co'\r/ln/?r:z/rac\:ial p:gfergafigigls
410 67% 100% 8/8 PAKPIus Interpretation issues

6 labs with URK75%)
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Scheme 11: Factors-Afiecting Performance

A Limitations of commercial kits

A Scheme Design
lack of genotype

A Sample quality
volume of samphencreasing to 1.5ml in 2622
complexity of sera

A Individual testing strategy

O ability to detect certain antibodies e.g-FPA

NOMN



Key Data from the Schemes
Deborah Pritchard
UK NEQAS for H&I Deputy Director
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HLA Phenotyping

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 1'A: HLA Phenotyping

Purpose

Assess participants ability to usé

serological and supplementar

methods to correctly identify HLA
phenotype

Satisfactory Performance

9 or more complete HLA phenoty
in agreement with consensus pe
distribution year.

QO

OO

-9

Consensus

At least 75% agreement on
each specificity.

10 blood samples over 2 distributi



Scheme 1'A; Performance

o 2labs with unsatisfactory performafice K&).

2017 2018 2019 2020 2021
Number of Participant$i{&) 38 (6) 38 (6) 38 (5) 34 &) 33(2)
Number witbinsatisfactory
Performancé< 90%) UK&) 1O) 60 8 (M) 3(@) 2(0)
%Unsatisfactoriperformance 2.6% 15.8% 21.1% 8.8% 6.1%

POPN
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Scheme 1'A: 2021 Incorrect-Assignments

9/330 (2.7%)incorrect HLA types2d21reported by labs:

4 reports that contained broad not split speci@#eitpQs v DQ7)
3 reports that contained an incorrect speciféaityr4 v DR13)

2 reports with molecular based nomenclatgire1 v A1)

CAPA responses
A Reported using molecular nomenclature not phenotype
nomenclature procedural error

POPN



Scheme 1 A: 2021 Incorrect-Assignments Resulting in-UPS

Sample Lab Number Consensus Report
1A 01 ) A3, AGMB41, B51 A3,A1Q B41, B51
1A01 181& 206 | A3, A66; B41, B51 A3,A26 B41, B51
1A01 194 A3, A66; B41, BXlwl, Cwl7; DR1, DR8; DQ4, DQ5 3%30"2?350451’ S B ST IDIREEL [BIR(ELEY
1A02 194 A2,A2:B44, B60; Cw5,DR10, DR11: DQS5, DQ7 g%zdeZBM’ Sl B DIRALE, [BIRELLCJE;
1A 05 299 A2,A29; B7, B37; DR10, DR15 A2, A29; B7, B37; DRIR16
1A06 181 A24, A26; B45, B57; DR4, DR7; DQ8, DQ9 A24, A26; B45, B57; DR4, DRZ; DQ3
1A08 159 Al, A24; B8, B60 Al, A24; B840
1A 09 315 AGS, AGS; B1B27 A28, A28B18, B27

o~
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DNA Typing-at 1 =t Field Resolution

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 4 Al: DNA Typing-at 1 st Field Resolution C'(;O

Purpose

Assess participants ability to
correctly determine HLA genotypes \
the Xt field resolution.

1
Consensus

@ At least 75% agreement on each
allele When consensus is not met,

Satisfactory Performance reference result is usdétkeference
result is always used for DPB1
9 or more full HLA types in agreemg assessment

with consensus/reference result in &
distribution year.

O
mo 10 blood samples ovalstributions



Scheme 4 Al: Performance

A 6 labs with unsatisfactory performaficde K&)

2017 2018 2019 2020 2021
. 106 105 100 88 82
Number of Participant${&) (28) (28) (29) (26) (25)
Number with Unsatisfactory
Performance (< 90%)K&) Hh 5o 4 80) 6(1)
% Unsatisfactory Performance 10.4% | 14.3% 4% 9.1% 7.3%

POPN




Scheme 4 'Al: 2021-22 Incorrect Oé)
Assignments

A 72/10855 (0.66%incorrectllelesreported b¥6 different labgs UK&I)

10 incorrect assignments (e.g. A*02 insteAdad) (LUK&I)

6 incorrect uses of nomenclature @§instead oC*05) (2UK&)

4 missed the presence of DRB3/4/5

8 missed assignment (e.g. reported homozygous when heterozygous)

5 HLAypescompletelyncorrect (1 lab) Number and Loci of Errors in 4A1 2021-22
5 Data entry errors (EQA specific)

O(\| DR DRB3/4/5 DQB DOA DPB




Scheme 4A1: Unacceptable Performers - 2021

Oé’

Lab Sample Error CAPA Response

132 01-05 Sample mix up Reporting mix up

141 01-10 No results returned No reply

309 01-05+ 06 Multiple reporting errors Ambiguities not report
Interpretation/reporting

51 06 +09 Incorrect DPB1* / DQAL1* type Srrore

260 06-10 No results submitted for DRB*3/4{5 No reply

374 07 + 09 Incorrect A* type Interpretation issues

PO



Scheme 4A1: Result:Analysis

A Sample 08/202fi was not assessduused as educational on thisssion

I 32 labs submitted results

I The first allele had high concordance DPB1*02 (32/32)
. : DPB1*02 and *416:01 differ in
I The second allele varied; exon 3 - 1 base (codon 178) C-A

A 14/32 labs reported DPB1*02 or DPB1*02:011
A 1/32 labs reported DPB1*02:01/416:01
A 17/32 labs reported DPB1*416 or DPB1*416:01

Kit Used

Allele Combination One Immucor LinkSeq
Lambda

/%ﬁ L N N R NI B
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Interpretive - HLLA Genotype

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 4 Al: Interpretive HLA Genotype C'(;O

Purpose

Assess participants ability to
correctly interpret their 4A1 genotypy

result to the hsp+Ttl sHP-c\f Cébrisbrisusg eV e

At least 75% agreement on each

Satisfactory Performancg specificity. When consensus is not
met, a reference result is used.

9 or more full HLA types in agreemg
with consensus/reference result in &
distribution year.

O
mo 10 HLA genotypes from Scheme 4/



Scheme 4A1i : Performance

o 6 labs with unsatisfactory performance (2 UK&lI)

@

2017 | 2018 2019 2020 2021
. 40 44 44 42
Number of Participant${& | 36 (20) (21) (22) (22) (21)
Number with Unsatisfactory
Performance (< 90%)K&) 6(1) 6(0) 8 (1) 6) > (1)
% Unsatisfactory Performancel6.7% | 15.0% | 18.1% | 13.6% | 11.9%

e

)



Scheme 4 Ali: 2021-22 Incorrect Oé)
Assignments @

A 29/5405 (0.54%incorrectesultsreportedy 8different lab§2 UK&I)
I 10 reporting at broad not split specificity level
I 2incorrect assignments (e@RIinstead 0DR103)
I 4incorrect uses of nomenclature (2@B0instead 0DQ5) (2JK&I)
I 3reporting the presence of DR53 when null allele identified
I 1 HLA type completely incorrect Number of Loci of Errors in 4A1i 2021-22

@ ||||| |

’/\O(\| DR DR51/52/53 DQ
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Scheme 4A1i: Unacceptable Performers .- 2021

Lab Sample Error CAPA Response
9 03 + 05 DRS3 reporting error / reported bfBadt analytical/reporti
not split error
* . -
128 01+ 05 In correct DRB1 typEEported brod Interpretation/reportir
not split error
141 01-10 Noresults returned No reply
226 01-04 Reported broad not split Reporting error
[/1352 01+ 10 |[Reported broad not splitcorrect typ Transcnput:;)n error/n
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DNA Typing-to 219 or, 3¢ Field Resolution

Scheme

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 4 A2: DNA Typing-to 219 or, 3¢ Field Resolution O(;O

Purpose

Assess participants ability to
correctly determine HLA typetor
3rdfield.

@ Consensus

At least 75% agreement on each
allele. If consensus is not met, a

Satisfactory Performane reference result is used.

9 or more full HLA types in agreemex
with consensus/reference genotype
O in a distribution year.

m O 10 blood samples olistributions



O
Scheme 4A2: Performance

A 44/63 participants registered fof fleld
A 15/63 participants registered fof field

A 6 labs with unsatisfactory performaiice &)

2017 2018 2019 2020 2021

Number of Participantsi{&) 66 21) | 63 (20) | 62 (20) | 64 20) | 63(22

Number with Unsatisfactory Performance (<

(UK

O % Unsatisfactory Performance 6.1% | 14.3% | 145% | 11.0% | 11.1%

NOMN

4 ©0) 9 9 (@) 70) 6 (0)




5)
Scheme 4A2: Incorrect-Assignments: 2. -4 Field O

28/840(3.3%)incorrecHLA alleles reporieyil 4 labs(5 UK&I)
15 reports of alleles in a string that should have been resolved 6 HLA types with multiple errors

14 HA types with single errors
(e.g. A*02:01/07/09/20/24/30/53N/02:06)

4 reports of errors at the 2nd fleld. B*42:01 rather than B*42:02)
3 reports of not defining a null (e.g. DPB1*03:01/276 rather than DPB1*03:01/276N)
2 reports of incorrect allele (e.g. DPA*03:01 rather than DPA*01:03)

2 reports of homozygous type Wietarozygou® (.DQA1*01:Qk rather than U
DQAl*O].Ol, 0102) umber and Loci of Errors in 2nd Field - -

1 reporofheterozygouype whemomozygoug @.B*15:01, 47:6@ather than
B*15:01 -)




O
Scheme 4A2: Incorrect-Assignments: 3- =@ Eield O
14/212 (6.86) incorrect Hialelesreported by 4 labs

(0 UK&I)
9 reports of unresolvathbiguitiege.g 4 HLA types with multiple errors
DQB1*06:02:01/06:02:49) 5 HLA types with single errors

2 data entrgrrorge.g C*07:01:9

1 InCOI’reCt aSSIQnmqﬁtg DPB1*15:01:01 rather than Number and Loci of Errors in 3rd Field - 2021-22
DPB1*05:01:01)

1 erromat 3'%field(e.g. DPB1*02:01:01 rather tBeB1*02:01:02)

1 reports ohdditional allele at homozygous loci

o = N W s Y N
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Scheme 4A2: Unacceptable Perfarmers - 2021
2nd/3rd
Lab Sample Error Field CAPA Response
127 01 +03  |/nacceptable ambiguities fo)r DREL"L ond | Resolution/kit issue:
141 01-10 No results returned 3rd No reply
267 01 + 02 + 04 05 Multiple unacceptable ambiguities repq ond Clerical/transcriptiol
for errors
4A2 01h : unacceptable
165 01 + 10 ambiguity; 4A2 I0reportec ] 2nd \[eN¢=Tol)Y,
consensus DPA1*0g:
4A2 0%h reportec )

consensus DPB1*02:02: Transcription/reportii

=09 090 4A2 1(h reported clie error
(: consensus DPB13:01:01

380 06-10 Multiple ambiguities reported 3rd NETLILE S

SSIES
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KIR Genotyping

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 9: KIR Genotyping

Purpose

Assess participants ability to
correctly determine the presence
absence of specific KIR genes.

Consensus

@ At least 75% agreement on the
presence/abesence of each gene.
Reference type used where
consensus is not met

Satisfactory Performance

9 or more full KIR genotypes
agreement with consensus/referencys
genotype in a distribution year.

O
m O 10 blood samples over 2 distributic



0%
Scheme. 9: KIR Genotyping

A Participants able to report any of the folloxwire. 7,
KIR2DL2, KIR2DL3, KIR2DL4, KIRZ2DL5, KIR3DL1, KIR3DL2, KIR3DL:
KIR3DS1, KIR2DS1, KIR2DS2, KIR2DS3, KIR2DS4, KIR2DS5, KIR2D!

KIR3DP1.

A Also able to report any other KIR polymorphisms they detec
for information

A Participants can also repor
sample based on the gene content of the sample

NOMN
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Scheme 9: Performance

A 1 labwith unsatisfactorgerformance (multiple

errors)
2016 2017 2018 | 2019 | 2020 | 2021
(Pilot)

Number of Participants{&) 11 (2) 8 (3) 9(1) 12@1) | 12 @) 15 (1)

Number with Unsatisfactory

PerformancéJK&) NA | 00 | 10 | 30 | 00 | 10

% Unsatisfactory Performance NA 0% 11.1% | 25% 0% 6.7%

ANBY
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HPA Genotyping

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 10: HPA Genotyping OQ

Purpose

Assess participants ability to
correctly determine HPA
polymorphisms.

Consensus

@ At least 75% agreement on the

presence/abesence of each allele.
Reference type used where
consensus is not met

Satisfactory Performance

9 or more full HPA types in agreemg
with consensus/reference genotypa
in a distribution year.

m O 10 blood samples over 2 distributic




0%
Scheme 10: HPA Genotyping

A Participants able to report any of the followiagi, HPA4,
HPA3, HPAI, HPA, HPA, HPAS

- 32/38reported HPA 2, 3, 4, 5 and 15
- 31/38 labs reported H2A
- 27/38 labs reported HBA
A Also able to report any other HPA polymorphisms détected,

O Information
NOMN




0%
Scheme 10: HPA Genotyping

A 1error
A 0 labs with unsatisfactory performance
201
.6 2017 | 2018 | 2019 2020 2021
Pilot
Number of Participants 12¢4) |156) | 376) | 38(6) | 40 ) 38 (6)
(UK&)
Number with Unsatisfacto
Performance N/A 101 10 | 30 0 (0) 0(0)
(< 100%) UK&)
5 ;
% Unsalistactory NA | 6.7% | 2.7% | 7.9% | 0% 0%
Performance

ANOMN
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HLEA-B27 Testing

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme 1B: HLA-B27 Testing O

Purpose
Assess participants ability to
correctly determine HLA
B27/2708/B*27 status.

Consensus
@ At least 75% agreement on B27
status.Reference type used where

Satisfactory Performance consensus is not met

Making 10/10 reports that are ir
agreement with consensus in
distribution year.

O
mo 10 donor samples sent over 5 distribu.



Scheme 1B; Performance

A 3labs with unsatisfactory performafice K&)

2017 2018 2019 2020 2021
127 133
Number of Participants{&) (52) (50 %53??) 141 62) | 141 6O)
Number with Unsatisfactory 7 10 4 12 3
Performance
) © (1) 2 (0)
(< 100%) UKe&)
% Unsatisfactory Performan 5 5 7 5% 3.0% S 5% 2 1%
: (UK&) . . . . .

NOMN



Scheme 1B: 2021 Incorrect-Assignments

Oé’

Sample Result Lab Number Technique HLA Type Lab Identified Cause
1B 03 Falseneg 373 Molecular B8 B27 Transcriptioarror

1B 03&04 Falseneg 1376 Molecular B8B27 &B18 B27 Noreply
1B08 Falseneg 357 Serological B8 B27 Noreply

e

3)»:»:»

5/10 samples distributed were HI2X positive

3 errors: 3alseneg
2/3 errors involved molecular technique
1 transcriptiorerror
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HEE Typing

Ask a question:
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| . ¢
Scheme SA: HEE Testing O

Purpose

Assess participants ability to
correctly determine HFE mutation§,

3 mutations assessed: Consensus

Codon 63: Histidine63Aspartic acid (H63D) @
Codon 282: cysteine282tyrosine (C282Y)

: : At least 75% agreement on each F
Codon 65: Serine63Cysteine (S65C)

mutationReference type used whe

Satisfactory Performancé consensus is not met

10 reports in agreement with
consensus/reference result in a
distribution year.

mo 10 donor samples sent over 3 distribu.



Scheme 5A: Performance

A 2labs with unsatisfactory performarice &)

2017 | 2018 | 2019 | 2020 | 2021

. 56 58 51 49 45
Number of Participantsi{(&) (42) (44) (39) (36) (32)
Number with Unsatisfactory 3 0 2 1 1

Performance (< 100%)K&) (2) ©) (1) (1) (1)

% Unsatisfactory Performance5.3% 0% 3.9% | 2.0% | 2.2%

O CAPA responses
’/\Ol/\\ Transcription error during reporting
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Interpretive HEE-genotype and:-Hereditary Haemochromatosis

Scheme

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme. 5B: Interpretive HEE genotype and OC
Hereditary. Haemochromatosis C

Purpose

Assess participants ability to produde
an accurate, clear and concisg ¢

clinical report. HFE genotype and Assessment
various clinical information provided _ -
@ Reports must be identical in format
to those typically produced by lab.
Satisfactory Performance Penalty points awarded for failure 1
Must have <50% of available pena| covelinterpretive criteria identified
points available to be considereg and agreed by the expert assessor
acceptable.
O

OO Twice a year, 2 clinical scenc



O
Scheme 5B: Performance

A 0lab with unsatisfactory performance (0 UK&I)

2017 | 2018 | 2019 | 2020 | 2021

21 21 19 16
Number d?articipantsUK&| 20
PERREACY a9 | an | a9 | @2
Number with Unsatisfactory 0 1 3 1 0
Performanc@K&l) (1) (1) © (0)

% Unsatisfactory Performanc¢e 0% 4.8% | 14% | 5.3% 0%

POPN
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Scheme 5B: Performance

A 2021h All 4 scenarios:
maximum 6 penalty points per scenario, 24 in total.

2 labs got O penalty points

0 got 0.5 penalty points
2 labs got 1 penalty point

0 got 1.5 penalty points
2 labs got 2 penalty points
0 got 2.5 penalty points

4 |labgyot 3.0 penalty points
4 |labgyot 4 penalty points

O 2 labgot 5 penalty points
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Scheme

HLA-B*57:01 Typing for Drug Hypersensitivity

Ask a question:
Go to www.menti.com and use code 4384 0711
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Seheme 7: HLA-B*57:01 Typing for Drug OC
Hypersensitivity. C

Purpose

Assess participants ability to
correctly determine HB#57:01

status Consensus

@ At least 75% agreement on the

Satisfactory Performance status of HLB*57:01. Reference
_ _ result used when consensus not m
Making 10 sample reports iy

agreement with the
consensus/reference result in a
distribution year.

O
mo 10 donor sample over 3 distribut



Scheme 7; Perfoermance

A 6/10 samples distributed were #B*B7:01 positive

A 1 labs with unacceptable perform

ance
2017 2018 2019 2020 | 2021
- 64 67 67 67 64
Number of Participan

pantsk(&) (26) 27 27) 27 (25)

Number with Unacceptable Performance 4 2 0 2 1

(< 100%) UK&) (1) (0) (0)) (0) (1)
% Unsatisfactory Performance 6.3% 3.0% 0.0% 3.1% 1.6%

CAPA responses

POPN

Lab 41 Humarrror- sample mix up
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HLA Genotyping forCoeliac and other HLA-Associated Disease

Scheme

Ask a question:
Go to www.menti.com and use code 4384 0711
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Scheme. 8: HLA Genotyping for Coeliac and other OC
HLLA Associated Disease. C

Purpose

Assess participants ability to
correctly determine HLA typ&
associated witlkariougliseases e.g.
coeliac disease, narcolepsy.

Assessment

Lab results reported in format

Satisfactory Performance identical to clinical report. Referenc

Making 10 sample reports iy HLA result used for assesment.

agreement with the referencq
genotype in a distribution year.

2o
m 10 donor sample over 3 distributions



Scheme 8: Performance

A 12 Unsatisfactory Performé?sJK&)

2017 2018 2019 2020 2021
o 45 52 50 55 55
Number of Participan
pants(&) ©) (10) (11) (12) (10)
Number with Unsatisfactory Performe 15 14 13 17 12
(< 100%) UK&) 2) (4) ) 5 (2
. 33% 27% 26% 31% 22%
% Unsatisfactory Performance (229 (409 (18%) (429 (209

CAPA responses

Humarerrorh not following checking procedures

Transcription errors
Kit interpretation error
Reporting error

POPN




O
Scheme 8: Unacceptable Performance by Disease O

: L Number of No. of Participants with
Disease HLA Association o
Participants | Unacceptable Performance
Coeliac DQ2.5DQ8D0Q2.2 54 6
Narcolepsy DQB1*06:02 22 2
Actinic Prurigo DRB1*04:07 4 1
Birdshot Retinopathy A*29 0
Beheaeet'|s B*51 14 o)
Rheumatoid Arthritis DRB1*04 4 1
Diabetes DR3, DR4 7 2
Psoriasis C*06 3 0
Allopurinol
C Hypersensitivity 558 - 0

NOMN



Scheme 8 : Unacceptable Performers - 2021 ‘/\|O
N
Lab Sample Error CAPResponse
12 01-03 No results submittddr Behcets | Clerical error/registration er
: Interpretation/transcription/r:
113 01+ 02 Multiple errors T e
Interpretation/resolution/tect
142 03 Interpretable haplotypes cal iSsUes
281 03+ 04 + 0f Incorrect Positive association W Clerical/reporting/transcripti
| Coeliac Disease error
54 07 Incorrect DQA*03 reported | Error reporting allele strings
278 |04 + 06 + O] Multiple reporting errors No reply
317 04 Interpretation issuasith DQ*02 No reply
354 06 + 07 Interpretation issues Noreply
296 08 + 10 Incorrect association with No reply
Narcolepsy
AO@ 08-10 No results returned No reply
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Scheme Summa

Performance Summary forall Schemes




Performance

5 Year Trends in Unsatisfactory ‘

% Unsatisfactory Performance
Crossmatching Schemes

2018

— T — 7

% Unsatisfactory Performance
Antibody Schemes

2018 2019 2020

e 3 (1355 | w3 Class || s s—]]1

% Unsatisfactory Performance
Typing Schemes

2017 2018 2018 2020 2021

s 1B o AA] e YA ][ e 1] e G e 1 ()

% Unsatisfactory Performance
Disease/Pharmocogenetic Schemes

M
_—

2020 2021
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0%
Participant Survey

o Biannual survey of all participants

o Aim to inform service development

o Online guestionnaire sent in October 2021

o Cover Service Provision, Communication and Engagement, Portal, Manual, Websit
Unacceptable Performance, Steering Committee, Scheme Design, Sample Quality

o 91 responses were received (27% response rate)

o Not all respondents answered all questions

POPN



Participant Survey-Summarye O

ServiceProvision- 87%rated our service as good or excellent.
Communication 90%rated communication with us as good or excellefit%of participants have corresponded witls

t F NI A OA LJ:sgbstatét @ Pottatydulor kxdellent ad@%rated it easy to use75%rated functionality of the Portal
good orexcellent.
Participant Manual; 71%have accessed the Participant Man88,6%0f those that had accessed it rated it as good or exceller

Websitec 67%had accessed the new websi&)%rated it good or excellent.

Financeg 70%stated the service was good or excellent in terms of value of moftEprated the invoicing process as good or
excellent.

Unacceptable Performance Processsyhad experienced the UP process in the last 2 years ¥@thof those that had
rating it as good or excellent.



Ir—/

Seaback sSurvey.summary O
g

SteeringCommitteec 43%aware of the role of Steering Committee. Oa%of Participants had interacted with Steerin
Committee butl00%of those that had rated the response as good or excellent.

Sample Qualityg 84%rated blood samples as good or excelletfi%lsolated Cedl, 97%Sera an®4%DNA.

Scheme Desigq 89%rated the design of schemes are good or excellétit%rated the sample frequency as just rigB706
would like more samples less frequentl@l%rated sample selection as good or excellé&&%rated reporting times as good or

excellent. 78%rated result entry as good or excelle@86%rated reports as good or excellef®3%rated end of year reports as good
or excellent53%would like a virtual handling slip.

Educational Schemes92%stated they considered the educational schemesthwhile.

ParticipantEngagement; 88%stated the Annual Participants Meeting wasrthwhile. 26%had attended NEQAS Webinars.

Expansion of servicesi14%would be interested in an individual competency assessment service.



Feedback: Summary

summary (% rating good or excellent)

) =) = =) = =) =) = =]

Overall service rated 87%
Communication rated 90%

Portal rated 80%

Quality of Participant Manual 96%
Responses from SC 100%
Sample quality (blood 84%, sera 97%, DNA 94%)
Selection of samples rated 91%
Scheme design rated 89%
Reports rated 82%

Educational schemes rated 92%
Participants Meeting rated 88%

26% Participants attended a webinar
67% accessed website in first month

Value for money 70%

Awareness of Steering Committee 43%
Quality of isolated cells 75%

Scheme data entry 78% (especially
Scheme 3 and 8)

Sample frequency rated just right by 71%
CAPA process 73%

71% accessed Participant Manual



Action: Plan

Participant Manual

Accessibility

Content now available on the website

Portal

Notifications

Scheme 3 Result Entry

Reduced frequency of system generated
notifications i shipping notice and one 24
hours prior to result submission deadline

Fields reduced and simplified

Frequency of Samples

Inconsistency

Schemes 3, 6, 4A1 and 4A2 shipped 3
times per year

Quality of Isolated Cells

Long term viability

Cell quality study

Value for Money

Cost of schemes

Not for profit organisation

Steering Committee

Awareness

Website, webinars, annual meeting

Sample Delivery

Delays

Changed customs paperwork, working
with NEQAS Logistics Group




UKNEQAS for H&l
Educational Crossmatch Scenario (EDXM)

Dr Tracey Rees
UK NEQAS for B&éector

Ask a question:
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UK NEQAS

Histocompatibility
& Immunogenetics

s |

|l Schemes should relate more
clinical scenarios rather than testing
i ndi vi dual test a ays. I



Educational Schemes

Interpretative Educational Scenarios
Educationalrossmatccheme
Clinical decision making based on results
from multiple assays
Each assay only gives part of the picture
Results from one assay can influence the
interpretation of another
Variation between centres (repertoires,
cut-offs)




Educational Scheme Distribution

Educational
Scheme
Distribution

oPatient o
) Samples

Antibody
Detection /
Specification

Clinical Interpretation
Transplant Risk Stratification
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2021 Submissions

42 participants submitted results
Not all labs reported results for all tests

100% agreement on HLA type:

| 27 | 01 | 04 |

04
1
34

03 05
@@ 1 ]

I R I [
29

= ——

1
Number of
JHETR
LS | 1009% 100% 100% 100% ~ 100% 100% 100%  100% 100%  100%
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Serum 1

Results




HLA Class | Antibodies

Serum 1 Results

Result

Positive

% Consensus

100% (31/31)

Comments

HLA Class Il Antibodies

Positive

100% (31/31)

DSA

Yes

100% (33/33)

CDC XM

PBL Positive
T cell Positive
B cell Positive

87.5% (7/8)
83% (10/12)
100% (12/12)

FCXM T Cell

Positive

100% (29/29)

FCXM B Cell

Positive

100% (27/27)

Transplant Risk

Contraindication/
High

100% (33/33)

Recommendations

N/A

N/A

Not suitable for transplantation, seek alternative donor.
Review listing of unacceptable antigens.
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Serum 2

Results




HLA Class | Antibodies

Serum 2 Results

Result

No consensus

% Consensus

71% (22/31)

Comments

Only one specificity reached consensus present (A25 in
2-5,000 MFI range)

HLA Class Il Antibodies

Negative

94% (27/31)

DSA

No consensus

129% (4/33)

12% labs reported the presence of Cwl at an MFI range
of 1-2,000

CDC XM

PBL Negative
T cell Negative
B cell Negative

100% (8/8)
100% (12/12)
100% (12/12)

FCXM T Cell

Negative

100% (29/29)

FCXM B Cell

Negative

79% (27/27)

Transplant Risk

Standard
Medium

94% (31/33)
6% (2/33)

Interestingly 2 labs defined this as a medium risk
transplant. One was likely an error as they stated
Standard risk in the associated comments. The other
lab defined potential DSA (<2,000).

Recommendations

N/A

N/A

Process to transplant. Standard Immunosuppression.
Regular post-transplant monitoring.
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Serum 3

Results
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HLA Class | Antibodies

Serum 3 Results

Result

Positive

% Consensus

94% (29/31)

Comments

B57 (5-10,000 MFI) and B58 (2-5,000) were defined as
present

HLA Class Il Antibodies

Negative

74% (29/31)

74% reported negative

DSA

No

3% (1/33)

One lab reported DSA against Cw1 (1048 MFI) and
DQ5 (14,724)

CDC XM

PBL No consensus
T cell Negative
B cell No consensus

80% (4/8)
92% (11/12)
50% (6/12)

FCXM T Cell

Positive

93% (27/29)

FCXM B Cell

Positive

81% (22/27)

Unexplained positive crossmatch.

Transplant Risk

Standard
Medium
High/
Contraindication

56% (18/32)
16% (5/32)
28% (9/32)

Split between proceeding to transplant with increase
immunosuppression in discussion with clinical team and
delaying transplant until unexplained positive
crossmatch investigated.

Recommendations

N/A

N/A

Repeat testing, perform autologous crossmatch,
densensitisation, investigate other transplant options.




Serum 3 Further Discussion

This serum contained Human Neutrophil Antigen (HNA) 3a antibodies.

Supplied by a female patient with 3 pregnancies and multiple blood transfusions.

This patient had a strong positive flow cytometry crossmatch with a deceased donor
kidney offer. Autologous flow cytometry crossmatch was negative.

No donor specific antibodies had been identified by Luminex Single Antigen Bead testing.
The transplant did not proceed.

Two further third party crossmatches were also strong T & B cell positive in the absence of
donor specific antibodies.

Samples were sent to the specialist reference laboratory in the UK for granulocyte

immunology testing.

Ther ef erence | ab confir med t-3b8bagndtheipresericédcs HNAN A
3a antibodies.

1



Serum 3 Further Discussion

HNA antibodies are likely to be rare in transplant waiting list patients (Key et al, 2020
estimated to be approx. 1%).

Laboratories should be aware of the potential for these non-HLA antibodies to cause
strong T and B cell flow cytometry crossmatches.

UK NEQAS for H&I distributed this serum to highlight this, especially for laboratories
that may not have previously seen sera containing HNA-3a antibodies.

It was interesting to note that the majority of laboratories (but not all) reported a positive

flow cytometry crossmatch in the absence of donor specific antibodies. However, there
was wide variation in the clinical risk associated with these results.

https://www.scitcentral.com/documents/16f32d2225ef8c1ca869bf29397171b4.pdf



https://www.scitcentral.com/documents/16f32d2225ef8c1ca869bf29397171b4.pdf

Summary of Crossmatch and DSA Detection Results

2021 Results Serum 1 Serum 2 Serum 3
DSA Defined by
Luminex Class | Class |l Class | Class Il Class | Class Il
DR4 (88%)
DR14 (76%
DR52 (3%)
DR53 (70%

B27 (100%)
MFI1>10,000 | B44 (94%)

The table shows

MFI 5,001-9,999 DQ5 (52%) the percentage of
participants
MFI 2,501-5,000 Cw1 (55%) identifyinga DSA

andthe most

common MFI range
DQA1*01 (3% Cw1l (12%) : ;
Cw9 (3%) DG, Cwl (3%) | DQS(3%) it was reported in.

MFI <2,500

Positive Negative No consensus
Positive Negative No consensus
Positive Negative Positive
Positive Negative Positive

CDCXM
FCXM |B CELL

Contraindication/High Standard (94%) Standard (56%)

. Medium (16%)
(100%) Medium (6%) Hiah (2856




