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a" SCORE6

Important Customer Information
SCORE 6 software update 6.2.1.0 (RUO)

Product name Product No.

SCORE 6 SCORE 6.2.1.0

Date: 30 June 2023

Dear Valued Customer,

We are excited to announce that a new SCORE 6 version, SCORE 6.2.1.0, has been released and is available for
download from our website.

The attached Appendix: 2087-MKT Appendix 1: Rev 02_SCORE 6.2.1.0 Supplementary information contains an
overview of the main changes in SCORE 6.2.1.0 compared to SCORE 6.1.3.1 and other important information
regarding installation and migration options.

Description

The installer for SCORE 6.2.1.0 and its release notes can be downloaded from
https://labproducts.caredx.com/software/score/score-6/downloads/

Actions required

The required typing kit files differ between SCORE 6.1.3.1 and 6.2.x.x. We will discontinue supporting SCORE
6.1.3.1 after lot EO67; therefore, we recommend users to install SCORE 6.2.1.0 as soon as possible. Please see the
attached document for further information about recommended upgrade procedures.

Kit file compatibility:
e  Typing kit files compatible with SCORE 6.1.3.1 will be provided from lot E061 to lot EO67.
e  Typing kit files compatible with SCORE 6.2.x.x will be provided from lot E0O61 moving forward.

Please don’t hesitate to contact your local application specialist if you have any questions with regards to this
message or the updates.

Should you have any further queries, do not hesitate to contact me.
Kind Regards,

Steve Chang
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Supplementary information
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as CE/IVD and research use only products. For local regulatory status, please contact CareDx.

Olerup QTYPE 11 is referred to as QTYPE 11
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SCORE 6.2.1.0 Software overview

w CareDx



Software overview - 1

* New Launch icon:

SCORE 6.2.1.0

— SCORE 6.2.1.0 (CE/RUQ) is a patch for SCORE 6.2.0.1 (which was released as CE only)
— The same installation procedure as previous SCORE 6 versions

— Users can have SCORE 6.1.3, SCORE 6.2.0.1 (CE only) and SCORE 6.2.1.0 on the same
PC

* Updated support for Windows and SQL server versions

-
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Software overview - 2

Installation of SCORE 6.2.1.0 and migration options from previous versions

* Option 1: Create a new SQL database for SCORE 6.2.1.0
(Possible to run different version in parallel - strongly recommended)

* Option 2: Upgrade current database to SCORE 6.2.1.0 (irreversible; no parallel use)

* NOTE: After a database upgrade, samples previously analysed in SCORE 6.1.3.1 may
be viewed in SCORE 6.2.x.x but can only be re-analysed by reimporting raw data
(EO61 and later only). Samples run on QTYPE lots EO60 and older cannot be analysed

in SCORE 6.2.x.x. i SCORE X

This sample has been processed with an earlier SCORE
version following a different processing routine, the
analysis result is therefore not according to the current

SCORE version. To edit or re-analyse this sample,
please re-import the raw data using the current kit lot
revision.
p ©
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Option 1: Create a new SQL database for SCORE 6.2.1.0

SCORE 6.1.3 and 6.2.x.x can be installed and run in parallel on the same PC if the following procedure is
followed:

1. Create a new SQL instance with a different name to be used by SCORE
6.2.1.0 in order to use several versions in parallel. Do NOT upgrade your
current database as it would become inaccessible by any previous
version.

Install SCORE 6.2.1.0

3. Upon starting SCORE 6.2.1.0, follow the standard procedure to initialize
the new instance and have SCORE create the SCORE database structure
on it. The procedure is described in the Installation Instructions
document.

-
w CEII'CDX® Appendix 1. 2087-MKT Rev02 SCORE 6.2.1.0 Supplementary information |Steve Chang, Dan Dou, Rebecka Salme| 5



Option 2: Upgrade current database to SCORE 6.2.1.0

1. Create a backup copy of your current database before performing the
update using the SQL Management Studio software from Microsoft .

2. Install SCORE 6.2.1.0. Select to upgrade the current software and

database. (Note: This process is irreversible, you will not be able to use the
database with a previous SCORE version anymore. Old samples can be searched and
viewed but not re-analyzed or modified in SCORE 6.2.1.0. Tests from lot EO60 and
earlier cannot be imported after the update.)

* Consult the installation manual or your local CareDx representative for
instructions/further information

-
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Software overview - 3

Please upgrade to SCORE 6.2.1.0 ASAP

* The typing kit files differ between SCORE 6.1.3.1 and 6.2.x.x. We will not
generate new kit files for SCORE 6.1.3.1 after lot E067

* Typing Kit file compatibility:

e Typing kit files compatible with SCORE 6.1.3.1 will be provided until
(and including) lot E067.

e Typing kit files compatible with SCORE 6.2.x.x will be provided from
lot EO61 and onward.

-
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Software overview - 4

Updated Windows and SQL server support

* Supported Windows versions
— Windows 10 Pro (64 bit)
— Windows 10 Enterprise (64 bit)
— Windows 11 Pro (64 bit)

e Supported SQL servers
— Microsoft® SQL Server® 2012
— Microsoft® SQL Server® 2014
— Microsoft® SQL Server® 2016
— Microsoft® SQL Server® 2017
— Microsoft® SQL Server® 2019

n
.: ®
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SCORE 6.2.1.0 Main new features:

New raw data processing algorithm (QCL) (SCORE 6.2.x.x)
Exclusion of problematic wells

Processing high instrument reads (reason for patch)
Compatible with QuantStudio 6 Pro and QuantStudio 7 Pro
Built-in CC file check (SCORE 6.2)

Separated Common and Well documented allele combinations (SCORE
6.2)

7. Other fixes and improvements

o A wWhNhPE

-
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1. New raw data processing algorithm (QCL)
(SCORE 6.2.x.x)
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New features: QCL (QTYPE Calculation Library)

* QCL data process flowchart

QCL MODULE SCORE 6
Test File (raw . Lot Specific R
data .txt)  Colour compensation Kit File * Instrument specific
« Reference dye normalization
CC File(raw i normalisation ‘ e Exclude un.quallfled
data .txt) "'+ Cq calculation > weII/qyestlonabIe curve
* Fluorescent rise o LA 1y
calculation positive/negative status of
. . . each reaction
* Metrics to identify +  Pattern match pos/neg
Questionable curves status of reactions against
expected reactivity of each
reaction

n
.: ®
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New features: QCL (QTYPE Calculation Library)

* New Calculation for rFF

Call o

Well F1

Channel 0560 -
Cq 28.50

Rel. Cq 108 ©

Rel. Range (0.80-1.25)
Final fi L
Rel Finalfil 244 &3
Threshold 1.4

Rel. Final fl =

final fluorescence (FF)

reference fluorescence (baseline)

3.51

Ex. 2.44 =

reference fluorescence (baseline)

NOTE: Reference fluorescence (baseline)
number doesn’t show in SCORE 6.2

e

Lycle |:.I:|

-

Method 1:

— Ratio of the final fluorescence (FF) to
reference fluorescence (baseline) for the
same reaction (e.g., FF of FAM to baseline of
FAM: rFF is calculated independently from
R610 FF)

— this method will be used for most reactions

— For mixes with an inherently high/low
baseline, method 2 will be applied

Method 2 (Same as in SCORE 6.1.3.1,
FSCLV):

— Ratio of FF of HLA-specific reaction to FF of
the internal control
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QCL Ref Final Fl vs. FSCLV Ref Final Fl

Both QCL and FSCLV calculations used in SCORE 6.2.x.x
(determined in the typing kit file)

* QCL Ref Final FI :

/

final fluorescence (FF)

Rel. Final fl =

reference fluorescence (baseline)

05
FamM
28.00
1.09 O
. Rel. Range (0.85-1.25)
* FSCLV Ref Final Fl :
Rel. Final i 317 &
0.5

[ X RN N N RN NE N N K

R610
2567 @

internal control (R610) final fluorescence g ge :Z;fﬂo

QOO OQOOOOOO0OOO000000
LA N R N R NN RN N RN

final fluorescence (FF)

Rel. Final fl =

Threshold  0.15

| ]
.: ®
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New features: QCL (QTYPE Calculation Library)
* Benefits of QCL

* Resolves issue with Cq =-1

SCORE 6.1.3 SCORE 6.2.x.x

* Resolves previous issue with incorrect
assignment of Cq = 0 to wells with an

amplification
* QCL keeps the original Cq calculation without - ' ' ' - ' p—
further modification Wel 8 i Wel 58
Channel FAM Channel FAM
Cqg 0.00 Cq 21.50
epe . . Rel. Cqg 000 @ B*15:16:01:01 Rel. Cq 078 & B*15:16:01:01
* No artificial curve smoothing - SCORE 6.2 show Rel. Range SN Rel. Range {0.80-4:40)
actual curve characteristics, including baseline  |Rkl mnall 008
. . Rel. Finalfil D02 @ = Rel. Final i 0.04
noise. Not connected to any quality change to Threshold 2 Threshold
the wells/assay Control  REH0 . Control  RET0
Cq 238 © o Cq 2743 ©
Range  [24:31) o Range  [24.31)
. ina 15 Final fi 141 @
«  Message box stating the reason for well Al 2SO Threshold 0745

exclusion when applicable

-
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Example Pictures: Resolves issue with Cq =-1

Plate 20221219 152835 7

12345678 91011121314151617 1819202 ?
AOOOOOOOOOOOOOOOOOOOOOOOO
BOOCO00000000000000000000
1 Jlelelelelelelele]l Jelel 1 1 1 1 I+l -1 1¢]i0] )
o -1-1 leleclejelelelslel=lof -1 1+l 1 /1 1-1-1-1- 1@
E@OOCOGOO00C0O00000003000000
F@OOCO0RO00Ce00000000000000
clolololelel-1-Jolel-1-Jol- 1 11 -1/ -1 1-1-1&] 1-
HO®OOOCOHO0OO00000020000000
0000000000000 000000000
J@O00000000000 0000000000000
KOO@eOOCO00Oe0e0o0000200000000
el-1-1-lejeleleleiel Jel-1-1-X-1-1-%-1-1-1-1-1-/
ael-1-1-lejelelelslel 1 el -1/1-1-1-1-1e] 1-1-1&
NOO®OCOOCO8eOCeeee 2000000000
i -Jol leleleielelelel Jeleie)-1-1-1-1- Je1-1 167 -/
POOCOOCOOCOOC8800NH0000000000

Fam 0560 [ R610 Q670 A,

Alleles
=

8 DRB5*01:01:01:01

os60 [

H00° @

000 O
- DRB&701:01:02

284 @
0.5

R610

Threshold

DRBE5*01:08:01N

=

SCORE 6.1.3
Random Cqg=-1

—

Plate  20230602_131517 7

1234567 8 9101112131415 1617 18 19 20 24
elelel - l+lejelelel lejelel-1-1-1+1 lls] 1 1 1@
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oL -1-1-lelclelelelei=lelclel 1 1=l 1/1-1+1-1-1- 1@
EQOO8GO000000000006Mm000000
F@OOOGOOO00600000000000000
cO0000ee000e00e00e00e000000
HO®OOOOBOCe000000030000000
Nelel 1 lelelejel-l=lelel I 1 1 X I=1 1 1 1 J&I-/
_Jelelelelelelel-1-1-Jol 1-1-191-1-1-1-1@1-1-1-/
KOO8OOOO0O0Oe00000000000000
Al L lelelelelelel Jelsf-1-X-1-1-1-1-1-%-1-1-/
el -1-1-lelejelelslel 1-1ef-1/1-1-1-1-1ef- 1-1-1¢
NOO8OOOOO800eree 2000020000
o -Jol-lelelelelelelel Jeieley-1-1-1-1-1e71-1-16]
M elolel lelelelelel 1 lelel/l-1- 1 l:l<lo] 1 lolu;

Fam 0560 [ R610 Q670 PN

Alleles
DRB5*01:01:01:01

el. Range (0.80-1.35)
411

DRB5*01:03

Threshold 015

DRB5*01:08:01M
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2. Exclusion of problematic wells

w CareDx



Exclusion of Questionable Wells (1)

* Well exclusions can be triggered for 1 g
multiple reasons in SCORE 6.2.x.x
(Details in IFU) .

Well D19

* QCL brings improved curve artefact Charnel 0560 M
. . = 0.00 DRB5%02:02:01
detection and SCORE 6.2.x.x will exclude Rl Cq 000" @
Rel. Range (0.80-1.35)
such wells from analysis Firalt 000
Rel. Final i 0.00 @
Threshold 0.4
. Control RE10
* Users may see a higher number of well e 0 @
Range (24-31)
exclusions across runs compared to il — L
SCORE 6.1.3.1 Internal control signal out of

range (Cg=0)

-
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Exclusion of Questionable Wells (2)

* The change is in the software, is
intentional and is not an indication of an
issue with the product or assay setup

* The reason for exclusion will be presented
in the message box in the reactivity panel

* The well exclusion messages have been
modified between SCORE 6.2.0.1 and
SCORE 6.2.1.0

-
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Call
Well
Channel
Cq

Rel. Cq
Rel. Range
Final fi

Rel. Final fi
Threshold

Control
Cq

Range
Final fi
Threshold

c7

FAM

_— B*27:02:01:01
000 @

(0.80-1.20)

-0.03

000 @
0.5

R610
328 O
(24-31)
059 ©
0.15

Internal control signal out of

range

R*27-NA-N7-N1

18



Examples of well exclusions

1] Alleles
Well G24
Channel Q&G0 -
Cq 30.06

Rel. Cqg 106 @

Call [ ] _ Call 9 Alleles

DPB1*02:01:02:01

Well N14
Channel FAM

Cq 0.00 —
Re.Cq 000 @ 14 @
Rel. Range (0.80-1.40) : Rel. Range {0.80-1.25)
Final fl 025 ( Final fl B
Rel.Finalfi 003 @ Rel. Final fi -0.07
Threshold p.2 [ Threshold 0.5

Well 08
Channel FAM

= ™
gl B

1000 +

*8 8=

Rel. Range (0.80-1.20)
Final fl 209

Rel Finalfi 146 @
Threshold 0.8

Control R610

C 2858 ©
g (24-31)

Final f 140 ©

Threshold 015

Control  IR610 B35:01:01.01 ¢ Control S

Cq 281 © C 19.43
Range (24-31) i ange (24-31)
Final fi 217 O , Final fi 190 @
Threshold 0.15 i Threshold 015

Ungualified amplification curve
(uncharacteristic change in
reference fluorescence values)

Ungualified amplification curve Ungualified amplification curve
(inconsistency in reference (reference fluorescence values
fluerescence values) cannot be established)
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Auto well exclusion messages tables in IFU

Information in the user o : . Users can find the
Potential issue/possible solution

interface Potential issue/possible
Potential setup error, likely due to an solution for each well
insufficient amount of DNA added to the exclusion messages in
Internal control signal out of well. SCORE 6.2 IFU
range If problem consistently occurs in the same
well(s), please contact CareDx technical
support.

Potential setup error, likely due to an
insufficient amount of DNA added to the
well.

If problem consistently occurs in the same
well(s), please contact CareDx technical
support.

Unqualified amplification
curve in the internal control
channel

Potential pipetting error or instrument setup
error.

If problem consistently occurs in the same
well(s), please contact CareDx technical
support.

Internal control signal out of
range (Cg=0)

n
.: ®
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NOTE: Occasionally, wells with curves that look normal may be
excluded

— Metrics had to be set stringent enough to rule out
all bad curves

:;:,.::” ?22 32%&315;18:01:01:01 :E: . . . h f d .

S ——— Curve jump is there if zoomed in

Cq 0.00 o

Rel. Cq 000 @ O

Rel. Range [0.80-1.40) :E: —_

S Very low prevalence

Rel. Final i 0407 @ o . . . .
Teshod * Mix redundancy minimizes negative effect on typing
Control RE10 resu |tS

Cq 2648 @ o . .

Range (243 = * Manually review the well if needed

Final f 225 @
Threshold  0.15

Unqualified amplification curve
(uncharacteristic change in reference
fluorescence values)
.: ®
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3. Processing high instrument reads

w CareDx -
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Fix the wells that are most likely to be affected by high values

* SCORE 6.2.0.1 was unable to process wells with high values (instrument-related)
* SCORE 6.2.1.0 applies the new scaling system when needed
* Resolved QS6/7 Pro high instrument read issue

J10
Channel FAM
Cq 2777
Rel. Cqg 103 ©
Rel. Range (0.80-1.15)
Final fl 508
Rel. Finalfil 366 @
Threshold 2.6

J10
Channel FAM
Cq 2777
Rel Cqg 103 @
Rel. Range [0.80-1.15)
Final fl 477
Rel. Final il 343 @
Threshold 2.6

Control RE10
Cq 2691 @
Range (24-31)
Final f 133" @
Threshold  0.15

Control RE10

Cq %691 @
Range (24-31)
Final fi 139 @
Threshold  0.15

1
w ? w ?
R K ] & @
X R ] N N
X R ] e
oOee o
=N B ] =N N J
ull N ] "R K ]
oOee o
=N B ] =N N
=N N ] =N N
=N B ] =N N J
oOee = N
=N B ] =N N
=N N ] =N N
=N N ] =N N
oO8d oee
oee oee
=N B ] =N N
=N N ] =N N
sl N ] =N N
all N ] oee
oee oee
=l N ] =N N
sl N ] =N N
sl N ] =N N
O = N ]

"
& CareDx SCORE 6.2.0.1 SCORE 6.2.1.0 (patch)
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4. Added instrument compatibility: QuantStudio 6 Pro and QuantStudio 7 Pro
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SCORE 6.2.1.0 can analyze data files from QuantStudio 6 Pro and QuantStudio 7 Pro
instruments

* |ssues that had to be overcome:

— Scaling high instrument reads
— Parsing the data header for QS6 Pro and QS7 Pro (# issue)

® Block T}.rpE = 384-Well Block File Name: D:\HLA\Ruwe-Data\QTYPE" 28238562 Repr2_Q(type_5SvD_28.

. . . . Comment :
Calibration Background is expired = HNo Operator: Admin

| Calibration Background performed on = 18 Barcode:

4 Calibration Pure D}"E ABY 1is Expired = No Instrument Type: QuantStudio™ 7 Pro System

. . . Block Type: 384-Well Block

J Calibration Pure Dye ABY performed on = Instrument Name: QS7Pro-2778722870879

| Calibration Pure D}re Y5 is Eh’pil"Ed = No Instrument Serial Number: 2778722878879

2 . . Heated Cover Serial Number: 2779322821758

| Calibration Pure Dye (Y5 performed on = Block Serial Number: 2778321121678

P Calibration Pure Dye FAM is expired = No Run Start Date/Time: 2823-85-82 01:09:38 PM CEST

4 Calibration Pure Dye FAM performed on = Run End Date/Time: 2023-85-82 02:00:06 PM CEST

. . . . . Run Duration: 58 minutes 27 seconds

W Calibration Pure Dye JUN is expired = No Sample Volume: 10.8

W Calibration Pure Dye JUN performed on = Cover Temperature: 105.0

 Calibration Pure Dye MUSTANG PURPLE is e rassive Reference: NONE

. . . PCR Stage/Step Number: Stage 2 Step 3

* [allbratlnn Pure Dye f-'ILJSTﬂ.I"aIG PLIHP'LE perF Quantlhcatmn Cycle Method: CT

- -~ = o - — a AmAAm A AR AA A ar mes e
Old ABI instrument data QuantStudio 6 / 7 Pro raw data

n
.: ®
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5. CC file check in SCORE 6.2.x.x
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SCORE 6.2.1.0 contains a built-in CC file check

The CC file check can now be done in SCORE, generating a report that can be printed and saved

e CCfile check procedure:

Search

1) Create a new patient/sample

Patient CC file EQ53

Sample CC file E053

2) Create a new test Test
* Choose the QTYPE lot that corresponds to the CC lot
3) Click the ‘CC’ button
* Select CCfile to be checked

* Typing kit
QTYPE 11
OTYPE 11
QTYPE 11
QTYPE 11
QTYPE 11

=

Samples linked to this patient ID

CC file EDS3 2022-05-19

Lot Rev Date Sample ID

Lot | Rev

052QC 00
E052Q 00
Qo045 00
Q0450 uC
D53QC 00
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active typing kits
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CC file check report

o i i - Okrup SSP AB . Olerup SSF AB P
Th e CC fl I e C h e C k r:e p.o rt IS a Uto ::JSOCDFEE sz-r'ziﬂzggg::r: .59.vechen QCarcDx‘ ::Someé sa-ﬁzFE.'f“sze::kg::r: .EBAEder é ca't eDx
Fer In Vit Dagnasic use Fex In Vit Dagnossic use
generated after clicking CC e
check NOT APPROVED
QTYPE color compensation file report QTYPE color compensation file report
This report confirms that the color compensation file has been approved for wse with the QTYPE lot HO36, This file is not approved.
provided that the product-specific IFU is followed. Too many wells excluded on the CC plate due to inconsistent spectra.
. . . Plesze note that CC fies are instrument-specific and that anew CC fie must be gnersted and approved D_ears_e note that CC files are instru ment-specific and that 2 new CC file must be generated and approved
[ ] A m I n I m u m Of 3 CO n S I Ste nt We I IS after instrument mai ntenance/calibration after instrument ma ntenance/calibration
per dye is required for the CC to
be a p p roved ;7:':;9 CE st No DNA ABITXT T::::«a'n::.m
— Excluded wells are listed in the — - sy
re po rt FA |om MT;::;‘. loa?o FAN ]osawﬂmrw';l“ [oo.’o S B WT:::;" |ae?a A |a%‘m‘%‘w
458864813 228472873 5178841167 15858331000 13 G 4031667 7508667 1880000 0.615000 "
16538.572683) 2447270833 4815808500 1474688333 n4 a101ee7 8206667 1.475000 0623353 n2
10197830 304271000 4807290333 1676.799500 0033333 848037 1.915000 0583333 13
6065072830 2012571333 5867265831 1811476333 Q000000 8196667 1.47 5000 0.635000 e
L Th e CC fi I e C h eC k iS 4500400500 2915841000 5347956667 1192316500 2120000 ERREeES] 1.880000 0570000 1o
automatically run with every
analysis to prevent users from
using an unapproved CC file . S — . B
EAITE 05525 EES 013283 0261180 EApa 000000 0000000 0.000000 0.000000
0500 nets 0.108097 0987557 000253 0083208 [ 0.000000 0.000000 0.000000 0.000000
R0 vk 003725 Q0258988 0991108 [T e 0.000000 0.000000 0000000 0.000000
. . . Q070 vels 0024377 00879 0007508 [ERE] R 2000000 4.000000 0.000000 0.000000
*  CCfiles to be used for analysis with SCORE
6.1.3.1 must still be sent to CareDx for
approval
Regoa cmmed 2020-11-11 1422 CE Regod ceated 2020-11-11 1423 CE 1
n
.: ®
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6. Separation of Common and Well
documented allele combinations

w CareDx



Separation of Common and Well Documented allele combinations

v Common allele combinations
A1 A*03:01:01:01

A

+ Common/Well documented allele combinations

+ CWD allele combinations

%9 % ar . A1 A03
. CWD/rare SIIEIEE- combinations e ———— + Well documented allele combinations SCORE 6.2.0.1
B35 558 35, -, Null; BS8(17), Null, - i A0S (CE only)
B*37-67 B*58 - BE8(17), -  Combinations with rare alleles
- Rare allele combinations A0 A3
B*58 B35, -, Mull; B58(17), Mull, -
B*37:67 B*58 -; B5B(17), Null, -

Analysed: 1 022 stevechang
Allele db: HLADB 3.47.0

SCORE 6.1.3.1

Locus Allele combination Serology

» Common + Common allele combinations

AF02
A2 AFQ2

» Common + Well Documented allele combinations
AF02 AFD2 A2 -

» Well documented + Well Documented allele combinations
A2 A2 -
AF02 AFD2 A2 -

Combinations with Rare alleles
SCORE 6.2.1.0 (patch) M
A2 A2 Low A2, -, Null
AF02 AFD2 Low A2, A2 - Null; A2, Low A2, -, Null
Analyzed: 1 2022 =stevechang
. Alleledb:  HLADB_3.49.0

-
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Changed the wording of heading titles and|default settings (upon installation)|:

These options are set globally and will affect all users
connected to the same SQL database

Use alleleDb

Typing options

Kit design version (max 1 year old) Use CWD allele version 2

Nomenclature mode for single results Group results by allele properties

XML options
HPRIM options

Report header

Lab comment

Standard nomenclature

Omit silent mutation (display main and subgroups)
P-nomenclature (same Protein in main binding region)
G-nomenclature (same DNA in main binding exons)

Serological equivalent of HLA dictionary based on

WHO assignment
Expert assignment
Custom serology

Export serology list

Designation of serological equivalents is based on:

R. Holdsworth, C.K. Hurley., S.G.E. Marsh_ et al. The HLA
Dictionary 2008: Tissue Antigens (2009) 73:95-170

Omit alleles not tested for by typing kits

Omit listing of alleles not tested in the information field

Display all alleles in the same way

Split into Commaon only and Other allele combinations
Add an additional group for Common+Cther combinations
Add an additional group for rare alleles

Increased tolerance calculation
Increase tolerance until Common results are found
Increase tolerance until Common+0Other results are found
Increase tolerance until any results are found

Limit manual assignment
Limit assigned results to main group only

Display homozygous results twice

]
.I
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Explanation of result allele grouping in SCORE 6.2.1.0

(4) Add an additional group for rare alleles (Default setting) Common WD

Typing options These options are set globally and will affect all users [:u.mmu.n
connected to the same SQL database

Use alleleDb  Kit design version (max 1 year old) < Use CWD allele version @ WD

MNomenclature mode for single results Group results by allele properties

Standard nomenclature Display all alleles in the same way Rare
XML options Omit silent mutation (display main and subgroups) Split into Common only and Other allele combinations
HPRIM options P-nomenclature {same Protein in main binding region) Add an additional group for Common+Other combinations

G-nomenclature (same DNA in main binding exons) Add an additional group for rare alleles
Report header
Lab comment Serological equivalent of HLA dictionary based on 1creased tolerance calculation

WHO assignment Increase tolerance until Common results are found FO ur gro u ps tOta I

Expert assignment Export serology list Increase tolerance until Common+Qther results are found

Custom serology Increase tolerance until any results are found Alele combmation Serology

Designation of serological equivalents is based on: A02

R. Holdswarth, C.K. Hurley, S.G.E. Marsh, et al. The HLA Limit manual assignment . Common + Common allele combinations
Dictionary 2008: Tissue Antigens (2009) 73:95-170 Limit assigned results to main group only

A*Q2
Display homozygous results twice A2 A2
Omit listing of alleles not tested in the information field » Common + Well Documented allele combinations
A02 A*02 A2, -
_ » Well documented + Well Documented allele combinations
Group results by allele properties A%02 A2 -

Omit alleles not tested for by typing kits

Display all alleles in the same way A*02 A*02 A2, -
Split into Common only and Other allele combinations rombmations with Rare alleles
- i . A2 A2, Low A2, - MNull
+
Add an additional group for Commeon+Other combinations A2 A2 Low A2, A2, -. Null: A2, Low A2, -. Nul

Add an additional group for rare alleles Analysed:  12/22/2022 stevechang
Allele db: HLADB_3.459.0

]
.I
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Explanation of the grouping in SCORE 6.2.1.0

(3) Add an additional group Common + Other combinations

These options are set globally and will affect all users
connected to the same SQL database

Typing options

Use alleleDb  Kit design version (max 1 year old) < Use CWD allele version 2

r‘-.I?rﬂencIature mode for single results Group results by allele properties Common WD Rare
Standard nomenclature Display all alleles in the same way
XML options Omit silent mutation (display main and subgroups) Split into Comman only and Other allele combinations Common
HPRIM options P-nomenclature (same Protein in main binding region) Add an additional group for Common+Cther combinations

G-nomenclature (same DNA in main binding exons) Add an additional group for rare alleles
Report header - S0P WD

Lab comment Serological equivalent of HLA dictionary based on Increased tolerance calculation Rare
WHO assignment Increase tolerance until Common results are found
Expert assignment Export serology list Increase tolerance until Common+Other results are found
Custom serology Increase tolerance until any results are found
Limit manual assignment
Limit assigned results to main group only
Omit alleles n sted f v typin ats = .
DOmit alleles not tested for by typing kits Display homozygous results twice
Omit listing of alleles not tested in the informatis n field Th ree gro u ps tota I

A11:01:01:01
+ Common + Common allele combinations
Ax02 A11:01:01:01 A2 - AN
+ Common + Well Documented or Rare allele combinations
AFD2 A1 A2, - Low A2, MNull; A11, -, Null

— - + Well Documented and/or Rare allele combinations
Add an additional group for rare alleles A*02 A1 Low A2 A2 - Null: A1 - Null

AZ, - Al

Group results by allele properties
Display all alleles in the same way
Split into Common only and Other allele combinations
Add an additional group for Common+Other combinations

. Analysed: B/ stevechang
- Allele db: HLADB_3.49.0
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Explanation of the grouping in SCORE 6.2.1.0

(2) Split into Common only and Other allele combinations

Typing options

XML options
HPRIM options
Report header

Lab comment

=

These options are set globally and will affect all users
connected to the same SQL database

Use alleleDb  Kit design version (max 1 year old)

Nomenclature mode for single results
Standard nomenclature
Omit silent mutation (display main and subgroups)
P-nomenclature (same Protein in main binding region)
G-nomenclature (same DNA in main binding exons)

Serological equivalent of HLA dictionary based on
WHO assignment

Expert assignment Export serology list

Custom seralogy

Designation of serological equivalents is based on:

Omit alleles not tested for by typing kits

Omit listing of alleles not tested in the informatic 1 field

Group results by allele properties
Display all alleles in the same way

«

Use CWD allele version 2

Group results by allele properties
Display all alleles in the same way
Spilit inte Common only and Other allele combinations
Add an additional group for Common+Other combinations
Add an additional group for rare alleles

Increased tolerance calculation
Increase tolerance until Common results are found
Increase tolerance until Common+Other results are found
Increase tolerance until any results are found

Limit manual assignment
Limit assigned results to main group only

Display homozygous results twice

Split into Common only and Other allele combinations
Add an additional group for Common+Other combinations

Add an additional group for rare alleles

w Care [)X® Appendix 1. 2087-MKT Rev02 SCORE 6.2.1.0 Supplementary information

» Common + Common allele combinations
AFD2

» Other allele combinations
Ax02 A

Analysed:
Allele db:

| Steve Chang, Dan Dou, Rebecka Salme|

A™1:01:01:01

Common WD Rare
Common -
WD
Rare
Two groups total
A%02 A*11:01:01:01 AZ, - AT

A2 - AT

AZ, Low A2, -, Null; A11, -, Null

stevechang
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Explanation of the grouping in SCORE 6.2.1.0

(1) Display all alleles in the same way

Typing options These options are set globally and will affect all users
connected to the same SQL database

Use alleleDb  Kjt design version (max 1 year old) < Use CWD allele version 2

Nomenclature mode for single results Group results by allele properties
Standard nomenclature Display all alleles in the same way
XML options Omit silent mutation (display main and subgroups) Split into Commeon only and Other allele combinations Common Rare
HPRIM options P-noemenclature (same Protein in main binding region) Add an additional group for Common+Other combinations

G-nomenclature (same DNA in main binding exons) Add an additional group for rare alleles Common ---
Report header
Lab comment Serological equivalent of HLA dictionary based on Increased tolerance calculation WD ---
WHO assignment Increase tolerance until Common results are found Rare ---
Expert assignment Export serolor y list Increase tolerance until Commeon+QOther results are found

Custom serology Increase tolerance until any results are found

Designation of serological equivalents is based on:
Fi chldaw&rth CK sh. et al. ' he Limit manual assignment
Limit assigned results to main group only

Omit alleles not tested for by typing kits Display homozygous results twice

Omit listing of alleles not tested in the v formation field

One groups total

Group resulis by allele properties
1 Display all alleles in the same way
2 Split into Common only and Other allele combinations

vHLA-A AX02 A1 A2 Low A2 - Mull; A11, -, Null
¢ Allele combinations

A2 A1 A2 Low A2, -, Null; A1, - Null
B] Add an additional group for Commeon+QOther combinations

Analyzed:
Allele db: HLJ-\.[E 3.45.0

i} Add an additional group for rare alleles

®
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7. Other Fixes and Improvements
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(1) A24 orange well display corrected

In rare cases, A24 was displayed as an orange symbol with a '+' sign despite the mix being negative in SCORE 6.2.0.1. This has been changed to
the correct symbol for an excluded well in SCORE 6.2.1.0.

SCORE 6.2.0.1 SCORE 6.2.1.0 (patch)

Call Alleles
Well A24
Channel FAM
Cq 0.00
Rel. Cq oo @
Rel. Range (0.80-1.30)

Call Alleles
Well A24
Channel FAM
Cqg 0.00
Rel. Cqg 000 @
Rel. Range {0.80-1.30)
Final fi 0.00

Rel Final i 0.00 @
Threshold 0.5

C*05:01:01:01 C*05:01:01:01

Final fi 0.00

Rel. Final i D00 @&
Threshold 0.5

Control RE10

Cq 2632 @
Range (24-31)
Final f 086 @
Threshold  0.15

Contral RE10

Cq %632 @
Range (24-31)
Final f 086 @
Threshold  0.15

Well excluded due to
Baseline close to zero. Rel
FF can not be calculated

Unqualified amplification curve
(abnormally low reference
fluorescence values)

u
D . - 2.1
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(2) SCORE Report Improvements

e Serological Equivalent is cleaner; less “-

o n

For In Vitro Diagnostic use

o" SCORE 6 CareDx A8 4
6.20.1 SE-112 E?mﬁm ,ss.ueden é Cal’ eDx

C EDB1 171684 C30 ABI LUK Sample ID: 2022-07-25 QC EDE1 17184 C20 ABI LUK

E . d . b h f HLA DNA-typing report 2022-10-11
[ J
mpty rows in report removed, signature box on the first page =——— —
;"2‘;0%—25 QC BDE1 171684 C30 ABI LUK 202‘;—09—1?
Laboratory assignment
Locus Genotype Serological eq. Bw status ET M2 "3 & Locus Genalype sl eq. B status EM ~° &
HLA-A A0 A03:01:01:01 Al A3 )
HLA-B B*08:01:01:01 B"27:05:02:01 Ba; B27 Bwd/Bwd 0y
HLA-A A2 A24 A2, - A24(9),- A24,  Bwd (0) e o cwmmmeRaewm O OnT. - ©
Null A2403 HLA-DRB  DRB1'D301:01:01 DRBI0401:01:01  DRI7(3): DR4 0]
’ DRB3"01:01:02:01 DRB4'01 DR5Z2; -, DR53 0y
HLA-B B*07 B*38 B7. -, B38(16), B16 Bwd/Bwb Q) HLADQA1 DQAI'03:03:01:01 DQA1'05:01:01:01 )
HLA-DQB1 DQB1"02:01:01:01 DaB1t03 DQ2; DQ7(3), - 0}y
HLA-C c=07 c*12 CwT, - - (0) HLADPA1  DPAI'D103:01:01  DPATDZO01-01:01 o)
SCORE 6 1_3_ 1 HLA-DPE! DPB1'04:01:01:01 DPB1™14:01:01:01 )
HLADRB  DRB1*14:01:01 DRB1*15 DR14(6): DR15(2), - (0) e P o Py g
e A . :ﬁisbpyhgmsmmuaseas&ingmanm‘ybyhmmmbmymm.ﬂembwwrﬂeﬁadmmmh
DRB3*02.01 DRB501:01 DR52: DR51 (0) e
HLA-DQAT  DQA1*01:02 DQAT*01:04:01:01 (0} ﬁ%%ﬁ%}mf :
i, vl
HLA-DGQB1 DQB1*05:03:01:01  DQB1*06 DQs&(1), DQB(1), - (0}
HLA-DPA1 DPA1*01:03:01:01 (0}
HLA-DPB1 DPB1*04:01:01:01 (0}
Analysis details
[ Locus Analysed by Manually assigned by Analysedwith ~ CWD i Semiogy |
[Ailoci dan 2022-06-18 HLADE 3420 2 Exp y 20200 WHO |
Locus Genotype Serological eq. Bw status ET M2 3% & T::red qrvPe kf m S
HLAA A02 A4 AZ, - A24(9), - Bwd (0) QTYFE 11 | ED61 | 00 | Typingkit_QTYPE 20220219 allele marsh HLADB_2 42.0.vda
HLAB B07:02:01:01 B38 B7. B38(16) Bud/Bub (0) don 202208 10 202241725 G0 KB 17164 GO0 A LUK ot
HLA-C C*07:02:01:01 C*12:03:01:01 CwT; - (0) hinall I 0T 12 00T COT RIOTTO DI A8 LK
HLA-DRB DRB1*14:01:01 DRB1*15 DR14(6); DR15(2) (ay Authorise and Review
SCORE 6.2.x.x - - -
LA DRB3*02:01 DRB5*01:01:01:01 DR&2; DR&1 )] ‘
HLA-DQA1 DQAT701:02:01:01  DQA1*01:04:01:01 (0) = s =
HLA-DQB1  DaQB1*05:03:01:01 DQB1*06:02:01:01 DQ5(1), DQ6(1) ()]
HLA-DPA1 DPA1*01:03:01:01 (0}
Report created 2022-10-11 12:39 ce 1/9
HLA-DPBA DPB1*04:01:01:01 )]
n
®
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(3) File name of the imported serology file is included in the report

Analysis details SCORE 6.1.3.1
Locus Anzaly=ed by Nanually assigned by Anzlysed with Allele db  CWD  Sermlogical equivalent
Al loci Carolin 2020-05-24 HLADE 3.40.0 2 WHO assignment
Analysis details SCORE 6.2.x.x |
Locus Analysed by Manually assigned by Analysed with C.'.f'lfDISarngr'caf equivalent Semilogy
All loci Rebecka 16/05/2022 HLADB_3.47.0 2 IExpertWhuSemlngy_E 02201 WHO
| |

| ]
.: ®
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(4) DRB1 and DRB345 results are no longer grouped as a single
locus and are now sorted and presented according to CWD allele
status in the Analysis pane

Example 2: A sample with a '‘Common + Common' DRB3
allele results; the DRB1 results are listed under the other
groupings as there is no 'Common + Common' DRB1 result.

Example 1: A sample with 'Common + Common'
DRB1 and DRB3 alleles; both are presented under
'‘Common + Common allele combinations'

» Common + Common allele combinations
DRB3*02 DR&2
» Common + Common allele combinations DRB3*02 DRB3*02 DR52
DRB1*13 DRB1*15:03:01:01  DR13(6); DR15(2) » Common + Well Documented allele combinations
DRB3*02 DRB5*01:01:01:01  DR52; DRA1 DRB1*08:03:02:01 DRB1*14:14 DR8; DR14(6)
+» Commeon + Well Documented allele combinations DRB3*02 DRBE3*02 DR52. -
DRBE1*13 DRBE1*15 DR13(6), -; DR15(2), - » Well documented + Well Documented allele combinations
DRB3*02 DRB5*01:01 DR52, -; DR51 DRB1*08:19 DRB1*14:14 - DR14(B)
» Well documented + Well Documented allele combinations DRB3*02 -. DR&2
DRB1*13 DRB1*15:23 DR13(6), -; - DRB3*02 DRB3*02 DR52Z, -; -, OR52
DRB3"02 DRB5*01:01:02 -, DR52; DR51 » Combinations with Rare alleles
» Combinations with Rare alleles DRB1*08 DRB1*14 DRS, -, Mull; -, DR14(6)
DRB1*13 DRBE1*15 DR13(6), -, Null; DR15(2), -, Null DRB3*01 DRB3*02 DR52, -, DR52, -, Mull
DRB3*02 DRB5*01 DR52, -, Mull; DR51, -, Null DRB3*02 DR52Z, -, Mull

Analysed:  6/2/2023 stevechang DEB3"02 DRB3" 02 DR&Z, -, Null

Allele db: HLADE_3.459.0 Analysed:  &/8/2023 stevechang

" Allele db: HLADB_3.49.0
o ®
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(5-1) Excluding non-CWD DRB3/4/5 alleles from mixes designed
to primarily amplify DRB1 alleles, and vice versa, from SCORE 6.2

* Allele combination frequency sorting is separated between DRB1 and DRB3/4/5 in
SCORE 6.2. Due to this, (non-CWD) DRB3/4/5 alleles amplified in mixes designed to
primarily amplify DRB1 alleles — and vice versa — may cause ambiguities in the results.

* To prevent a user from choosing an 'impossible' DRB1/DRB345 allele combination,
such non-CWD DRB1 and DRB345 alleles have been removed from analysis in the
SCORE 6.2 typing kit files (starting from Typingkit_ QTYPE_20240126.vda)

* The rejected alleles will be listed in the latest versions of the product inserts for each
QTYPE lot

-
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(5-2) Excluding non-CWD DRB3/4/5 alleles from mixes designed to
primarily amplify DRB1 alleles, and vice versa, from SCORE 6.2

Old TKF

» Common + Common allele combinations
DRB1*13 DRB1*13 DR13(6)
DRB3701:01:02-01 DRA2
DRB3*01:01:02:01  DRB3*01:01:02:01 DR52
DRB3*01:01:02:01  DRB3*02 DR52

» Common + Well Documented allele combinations
DRB1*13 DRB1*13 DR13(6), -
DRB3*01 DRB3*02 DR52, -; -, DR562
DRB3*01:01:02:01 DRB3*01 DR52; -

» Well documented + Well Documented allele combinations
DRB1*13 DRB1*13 DR13(6), -
DRB3*01
DRB3*01 DRB3*01
DRB3*01 DRB3"02 -; -, DRA2

» Combinations with Rare alleles
DRB1"13 DRB1*13 DR13(6), -, Mull
DRB1*13 DRB1*14:141 DRA3(6), -, Mull; -
DRB3*01 DR52, -, Null
DRB3*01 DRB3*01 DR52, -, Null
DRB3*01 DRB3*02 DR52, -, Null
DRB3*02 DRB302:42 DR52, -, Null; -
DRB3*02:42

New TKF
(Typingkit_QTYPE_20240126.vda and later)

» Common + Common allele combinations
DRB1*13 DRB1*13 DR13(6)
DRB3*01:01:02:01 DRB3*02 DR&2

» Common + Well Documented allele combinations
DRB1*13 DRB1*13 DR13(6), -
ORB3*01 DRB3*02 DR52, -; -, DR52

+ Well documented + Well Documented allele combinations
ORB1™3 DRB1™3 DR13(6), -
DRB3*01 DRB3*02 -; -, DRA2

» Combinations with Rare alleles
DRB1*13 DRB1*13 DRA3(6), -, Mull
DRB1*13 DRB1*14:141 DR13(B), -, Mull; -
DRB3*01 DRB3*02 DRS52, -, Mull
ORB3*02 DRB3™02-42 DR52Z, -, Null; -

* No DRB3/4/5 ambiguity

* Showing the correct result:

DRB1*13, DRB1*13
DRB3*01:01, DRB3*02

Ca].‘e DX® Appendix 1. 2087-MKT Rev02 SCORE 6.2.1.0 Supplementary information |Steve Chang, Dan Dou, Rebecka Salme|

42



(5-3) Excluding non-CWD DRB3/4/5 alleles from mixes designed to primarily
amplify DRB1 alleles, and vice versa, from SCORE 6.2

Well Channel Main Locus Alleles that will NOT be included in analysis

DRE1*03:17, DREB1*03:27, DRB1*03:35, DRE1*05:81, DRE1*03:167,

o Exa m p I e Of re m OVEd n O n_ El 0560 DRE345 DRBE1*03:188, DRE1*04:140, DRE1*11:136, DRE1*14:141

D1 0560 DRE1 DRE3*01:14
CW D a I Ie I eS Ml2 0560 DREL DREB3*01:82, DRE3*03:62
015 0560 DRE1 DRBS*02:31
M15 0560 DRE1 DRB3*03:.01:05
M16 0560 DREL DRE3*01.42

¢ Please refer to |Ot-s pECifiC r1e 0560 DRE1 DRE3*02:18, DRE5*01:13, DRBS*01:41
QTYP E p rOd u Ct i n Se rtS fo r fu I I 116 0560 DRE1 DRB5*01:13, DRBE3*01:41

ElE 0560 DRE1 DREZ*01.71

° ° Clo 0560 DRBE1 DRE3*02:04

list of rejected alleles
017 0560 DRE1 DREZ*01:14
B17 0560 DRE1 DREZ*02: 160
Fls o560 DRE1 DRE1*04.245, DRB1*04:352, DRB1*04:357
Lig 0560 DRBE345 DRB1*12:57, DRE1*13:195, DRB1=14:247
K18 0560 DRE345 DRE1*14:141
DRE1*04:20, DRE1*11:30, DRE1=13:67, DRE1*13:195, DRE1*14:46,
118 0560 DRE345 DRE1*14:141
H1s 0560 DRE345 DRE1*03:42, DRE1*03:57, DRB1=11:288, DRB1*12:57, DRE1*14:247
P15 0560 DRE1 DREZ*01:14
015 0560 DRE1 DRBES*01:22:01, DRES*01:64, DRB5*01:110, DRBS*01:127N
M1s 0560 DRE1 DRBEZ*01.73
L1S o560 DRE1 DREZ*01.14
G1% 0560 DRE1 DRB3*01:23, DRE3*01:456, DRB3=02:146
:: E1% 0560 DREL DREZ*03:56, DRE3*03:59
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(6) Xml file exported even if there are unsupported characters in
the Patient ID

* In previous versions, the xml export was rejected if the Patient ID or Sample ID
contained an unsupported character.

o

* Any such characters are now replaced with a (Underscore)

B SCORE - XML export

1 » This PC » Documents » CareDx SW » exportfrom 6

_ Organize « Mew folder
Search =
_ . ccFiles 2 Mame 5
Patient Henrik TF25/1 B
: 22 Dropbox [ _tf15 - ntc_tF15 - ntc_202011251645.xml [
Sample Henrik TF95 _ 2019-03-29 CC CC36-A last LC29900.2020... @
Laboratory comment @ OneDrive - CareD: [ A_tfo5 eD36_tf95 e036_202011161733xml @
[ This PC
“J 3D Objects
I Desktop
Allele combination 2| Documents
A‘EB J_ Mrssemlmare R4

= E Al Henrik TF95_1_Henrik TF95_ 202011251657 xmil

B*40

»HLA-C C*03 Save as type: | *xml
*HLA-DRE DRB1*13

. DRB3*02  Hide Folders

.: e HI A DWIAY TWIAT*01-02
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(7) Corrected rights for Basic user

* Basic users may only change local settings, not any global settings

— Basic users can no longer import serological equivalent file

— Basic users can no longer import XML template

Update SCORE 6 database . [ .
Connected server \ScoreBuild Typing options These options are set globally and will affect all users of the same
current user database

Typing kit database Display XML Import shortcut on Home screen

Current file Typingkit_QTYPE_20220511_2.07 vda
Date imported 2022-05-11 J Structure of the XML export file

Allele database : XML template
XML options

Current file allele marsh HLADB_3.35.0vda

Current file templateStructureCompleteAndSummary xmil
Date imported 2022-03-30 ' HPRIM options

Date imported  2022-01-21

b

Expert and WHO serology Repor‘t header

Current file Expert and WHO Serology list 2019-10-17 (6) Lab comment These options are set locally and will affect this client installation of
Date imported 2022-03-30 ch SCORE 6 only
Based on alleleDb allele marsh HLADB_3.35.0

Export path: CASCORE\Test files

Custom serology Import path: C:\SCORE\Test files\test request files

Current file SEC vdxml
Date imported 2022-03-07
Based on alleleDb allele marsh HLADB_3.47.0

-
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(8) Added a prompt to restart SCORE 6 after import of serology list

" " SCORE - Serology >

The Expert™WWHO serology I1s imported
successfully! Remember to restart SCORE to load
the new serology.

@
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(9) Information about manually excluded wells and/or FN/FP
wells in the SCORE 6.2 XML.

Locus Allele combination Serology
= HLA-A AR23:04

v Rare allele combinations

B*08 B=27
» Remarks and Warnings

Manually positive: BI/QATYPE 11/EF42/FAM
Manually excluded:  B8/QTYPE 11/EF42/FAM
False negative: KB/ATYPE 11/EF42/FAM
False negative: F24/QTYPE 11/EF42/FAM
False positive: BY/ATYPE 11/EF42/FAM

Anahysed:
Allele db:

- «<testSet>

zchannel=FAM</channel>

<positiveWells=P53, M5, L5, 16, K7, G7, D7, C7, P8, D9, B9 < /positiveWells=

zgxcludedwWells=B8 < /excludedWells=

<crossReactiveWells/ =

<manuallyExcluded =B8«< /manuallyExcluded >

<manuallyPositive>B9</manuallyPositive>

<manuallyMegative/>

=falsePositive=B9 < /falsePositive=
<falseMegative>K8, F24 < /falseNegative>

'_: = [testSet=
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(10) Added a progress bar for xml export functionality

B SCORE Progress >

Exporting data to
C\. 6.2\ tf15 - ntc_tf15 - ntc_202011251645 xml

Loading data

B SCORE - XML Export >

The XML-export has completed successfully!

@
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