RANDOX

ConcizuTrace™ ELISA

Protocol Guide for Running ConcizuTrace™ ELISA

and Sample Handling
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WELCOME TO THE RANDOX LAB NETWORK

We value your support in joining our ConcizuTrace™ laboratory network to provide certainty to
patients, enabling them to achieve greater confidence in consistent daily steady-state protection, with
the benefit of a simplified administration, sample collection and effective patient reporting process.

Randox Laboratories are proud to support Novo Nordisk to allow Haemophilia Treatment Centers
(HTCs) provide their patients with a novel, first-in-class treatment with rapid, simplified drug
administration.

Concizumab is a monoclonal antibody for subcutaneous prophylaxis (PPX) across all haemophilia
subtypes (haemophilia A or B, with or without inhibitors). Haemophilia is a rare, chronic, serious,
life-threatening bleeding disorder significantly affecting the lifestyle and health-related quality of life
of patients and their caregivers.

Every patient receiving Novo Nordisk Concizumab drug will be assessed at week 4 to allow for
personalised dose optimisation in accordance with the drug label.

The Randox ConcizuTrace™ service solution comprises:

* Randox ConcizuTrace™ Sample Collection Kit, a kit to provide physicians and healthcare staff
with all needed materials for compliant blood sample collection and citrated plasma preparation.

e  We provide comprehensive logistical support for transporting blood samples to analytical
laboratories, managed seamlessly through a fully global, unique solution, entrusted to a single
partner courier.

* Randox ConcizuTrace™ ELISA Kit, an IVD kit for laboratories to perform the measurement of
Concizumab concentration in plasma.

e Randox ConcizuTrace™ Portal to acknowledge sample reception at Labs and report results to
the prescribing physician.

I:l Randox ConcizuTrace™ Portal

Concizu Trace™ Concizu Trace™ IVD
Sample Collection Kit ELISA

Concizumab
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SECTION 1: SAMPLE COLLECTION PREPARATION AND
LOGISTICS USING THE CONCIZUTRACE™ SAMPLE
COLLECTION KIT

1.1. ConcizuTrace™ Sample Collection Kit

To facilitate and standardize the measurement of Concizumab, Randox blood sample collection kits
are manufactured and made available to HTCs at the time of sampling. The pre-labelled transfer
tube, together with the Test Order Form, are shipped together in a Pathoseal bag, on dry ice, to
the assigned laboratory for testing using the Randox ConcizuTrace™ assay.

The assay is validated for human 3.2% citrate plasma. Kits are supplied separately to HTCs and
arrive at your laboratory on dry ice for testing. Each patient sample is tracked, monitored, and
reported using the Randox portal.

1.2. Delivery of the Sample to the Lab

The selected courier company for this
transportation is Marken

The Courier will deliver the samples on dry
ice to the Lab in charge of performing the a UPS Company
test (based on the HTC location), within the
contractual timelines (variable by country).

1.2.1. What should you expect to receive into your laboratory for Concizumab
assessment?

Marken will arrive at your laboratory with the Biosystem shipper containing the
following items:

* Ix pre-labelled frozen cryotube containing patient plasma sample
- The sister aliquot will be stored at HTC site as back up

In the case that the HTC does not have suitable freezing capabilities for sample storage, the lab will
receive two aliquots, one to be processed and reported, the second to be stored at -80°C as back up until
the result is reported.

Shipped frozen on dry ice
* Ix temperature logger with every shipment which will have been started by Marken upon collection
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SECTION 1: SAMPLE COLLECTION PREPARATION AND
LOGISTICS USING THE CONCIZUTRACE™ SAMPLE
COLLECTION KIT (CONTINUED)

Shipment Packaging includes a paper Test Order Form with:

Date of Birth

Biological Sex

Test

HTC Identification
Sample Collection Date
Sample Collection Time

Patient ID (Anonymised Barcode)

RAND®X

Randox ConcizuTrace™ Test Order Form

Order Number: NN-RDX-00000123

Datoe Of Birth: 01-Jan-2000

Biological Sex: "

Concizumab ELISA
Test:

Sample Collection
Site Location: Randox
Sample Collection Date: 05-Jun-2024

Sample Collection Time: 17:14

Sample Collection Tube Barcode: NNRX001234-1

Patient ID —  » Aliquot 1 Barcode

B |“I|||||||| III|||II|| |II||||I|||I|

NNRX001234-1

If the delivery package does not arrive as expected- for example, if an item is damaged or missing-
please email Randox Laboratories Technical services by contacting concizutracesupport@randox.com.
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SECTION 2: SAMPLE TESTING USING THE RANDOX
CONCIZUTRACE™ ELISA KIT

2.1. ConcizuTrace™ ELISA Format

The ConcizuTrace™ ELISA is an in vitro diagnostic (IVD) used for the quantification of total
Concizumab (drug compound as analyte) present in 3.2% citrated human plasma samples. The
ConcizuTrace™ ELISA is a direct sandwich ELISA in which recombinant human Tissue Factor
Pathway Inhibitor (TFPI) is used as capture antigen and a monoclonal mouse anti-human IgG4Fc
antibody as a detection antibody. The assay is conducted in a classic 96-well microtiter plate format.

Mouse anti-Human IgG Mouse anti-Human IgG é‘,
HRP conjugate HRP conjugate
Concizumab in . : = ;
Sample Concizumab in Concizumab in
o Sample Sample
hTFPI hTFPI hTFPI
Capture on coated ELISA plate Detection conjugate TMB incubation

2.2. Randox ConcizuTrace™ Elisa Kit Contents

COMPONENT VOLUME/AMOUNT SUPPLIED

Microtitre Plate 12 x 8 well

ELISA Diluent/Wash Buffer Conc 4 x 30 mL

Assay Buffer 1x 30 mL
Acidification/ Neutralisation Plate 6

Acetic Acid 1x20 mL

Neutralising Solution 1x 25 mL

Conjugate 1x 70 pL

TMB Substrate 1x 25 mL

ELISA Stop Solution 1x 25 mL

ConcizuTrace™ Calibrators 1-8 8x 0.5 mL

ConcizuTrace™ QC Low, Medium, and High 3x0.5mL

Sample Dilution Matrix 3x5mL

Please refer to the ConcizuTrace™ ELISA IFU (CZM10591) for more information.
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SECTION 3: SAMPLE REPORTING USING THE RANDOX
CONCIZUTRACE™ PORTAL

The Randox ConcizuTrace™ Portal is a dedicated web portal, that has been developed to enable
test ordering, sample collection and shipment, laboratory analysis and result reporting under a
unique web platform.

To secure the highest levels of privacy for patients, only authorized personnel can access the
Randox ConcizuTrace™ Portal.

3.1. Process Overview
80000060
1 2 3 4 5 6 7 8

HCP HCP will HCP will Courier Courier Sample Sample HCP logs
enrolls in order test collect collects confirms arrives at is tested into the

portal sample and sample at sample dedicated and results portal for
contact site pick up lab uploaded results
courier for and
collection reported
on the
portal

. PHYSICIAN (LAB CORPORATE PORTAL) . HTC/HOSPITAL . COURIER ‘ LABORATORY
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SECTION 3: SAMPLE REPORTING USING THE RANDOX
CONCIZUTRACE™ PORTAL (CONTINUED)

3.2. Features at a glance

RAN D@XoDu_shboclrd

R Dashboard

Ordar Collection Kt Awaiting Blood Awaiting Courler Courler Coected Awalting Results Avalablo Reporta cCancalled
Samgile Collaction Pick-up

Toat Grdars v 0 @ 1 ® 0 @9 0 @ 0 ° 0

Resuits

¥} Concalied Grdors

S Users oy Awaiting Blood Sample Collection

7 Support
D resource Hub

[+ logout
Awaiting Courler Pick-up

Courier Collected

The icon-based dashboard provides an intuitive overview of the
status of all samples logged by a HTC!

The Navigation Menu also directs the end
users to the different stages of their samples
and to access their results Active alerts inform the end user

)
Natkan Clorke D

Daznboard
Order Colection Kit

Tast Ordars ~ - ; Cancalled

1 Results ~
¥) Cancalisd Orcers 0

+ Crogte New Test Order

Awaiting Courler Pick-up

Links to support and additional resources New End users can be invited or created
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SECTION 4: NAVIGATING THE RANDOX
CONCIZUTRACE™ PORTAL

Laboratory Level access users have a more streamlined version of the portal with access being
provided for each end user role on a need-to-know basis. This version of the portal has been
tailored to only allow access to the necessary information required by the Lab. This includes the
status of all samples coming from health care facilities that are associated with your laboratory.

RAN D @X @ Dashboard_

Dashboard

Teat Orclers - ny r Courler Collectad Ordars In Lab Avalloble Reports Concalled Ordemn

@

E U

£ mesus - B @ B8 @ 19 ° 20
@

?

@

Caoncaled Crdars

[

When a lab receives a shipment with a sample, there will be a unique barcode on the cryotube, and
the test order form will also be in the shipment that will contain the unique order number.

RANDOX®westoqers S

(A Dashboard
Courier collected

B3 TestoOrders

q

Once the Test Order Form (TOF) and patient sample have been collected by the courier- this order
will appear under the “Courier Collected” tab on the dashboard. The Lab technician can then find
the test order number that relates to the test order form provided in the shipment. Click ‘view’ on
the right-hand side.
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SECTION 4: NAVIGATING THE RANDOX
CONCIZUTRACE™ PORTAL (CONTINUED)

4.1. Accessioning the Samples

Having selected the order of interest, the lab technician will be able to see all the relevant details,
including the aliquot tube barcodes which can be matched up to the tubes you have received.

RAND®XO g view rest orer

@ Dashboord

o | "
Order Status - Courier Collected

Test Order Details

Patiant Name Patient ID Rlological Sax
Results Male

cancelied Orders Dats OF Birth Created By Institution Noma
22-Apr-2000 (24 yoors) - Randox HCE
7 Support
Ressurce Hub Tests Sompile Collection Location

Concizumab Hondox HCB
legout
Sample Collected By Collection Date Collaction Tima

Aot - 2024 40

Tube Type Mumber of Tubes Collected

fre Lobeled Aliquot Tubse

Aliquot | Tube Barcode Aliquat 2 Tube Barcods
MNHXOC0022-A NMRX000022-8

You can then choose to accession the order once it has been received by selecting “Order
Accession,” at the bottom of the page. Doing so will confirm to the end user that their sample has
been successfully delivered to the laboratory.

The !ab can also choose to ‘Cancel Order’ if [ . m— ]
required.
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SECTION 4: NAVIGATING THE RANDOX
CONCIZUTRACE™ PORTAL (CONTINUED)

RAN D@Xoupdctg Accessioning Details W i 0caror| 0

[ Dashboard

@ TestOrdars -

Aliquot Number: NNRXO0D022-A NN-HCB-00000064

Test Order Details

Bickogical Sax
Malg
Rasults

Cancelisd Ordars Accassioning Loboratory
Randas RCLS
7 Support

Hasourca Hub hecassioning Date *

Lagaut 19 Mow 2024

”

You will be prompted to confirm the accessioning details are correct before selecting “update

@ Confirmation
There will be a further prompt to confirm

his order will now be accessioned. This actlon cannot be reversed. Are

this action. Select ‘Yes, accession order’ to you sure you wish to proceed?

proceed. (Ceota e

The order will progress into the “Test orders in lab” tab, where the lab technician will be provided
with a full overview of the test order details.

RANDOX®resioses i)

[@ Ooshboard

& en Test orders in lab for processing

] Results

Cancalled Ordars

7 Support

Rasource Hub

Within the “Test Orders in Lab tab” find the test order number that relates to the test order form
provided in the shipment. Once you have selected the order of interest, click on the view button.
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SECTION 4: NAVIGATING THE RANDOX
CONCIZUTRACE™ PORTAL (CONTINUED)

4.2. Uploading a Report

Once the testing of the sample has been completed, it is mandatory that the lab technician
uploads a PDF version of the Lab report to the portal as soon as it's available, for the health care
practitioner to access and/or download.

RAND®X®O ; viewTestorder

(A} Dashboord

[ TestOrders -

e Order Status - Awaiting Results

Test Order Details

Patiant Name Patlent ID Biological Sax
Rosults J . Mala

Date Of Birth Created By Institution Noma

-Sep-2000 (24 yoars) s )

Cancelied Orders

Tests Sompla Collection Location
Cancizumab HTE O]

Somple Collected By Caollection Date

I7-Sep-2023

Tube Type Number of Tubes Collected
Pro Labedad Aliquat Tubo 2

By clicking on “Add Results” at the bottom
of the page, it will bring you to a new page

where it will allow you to upload a PDF report- [ Cancel Order J Add Results
Simply drag and drop the PDF file directly into

the portal or browse your PC to upload the

appropriate file.
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SECTION 4: NAVIGATING THE RANDOX
CONCIZUTRACE™ PORTAL (CONTINUED)

RAN D@XoAdd Results to Test Order
& Sonbia ool it

B TestOrdors ~

Results Dwag and drop fle hera

L

Caoncelled Ordors rowss files

7 Support

Other Relevant Details

Please odd ony commaents that you leel are relevant to the results for the physician to view |.e. suspected recsons for onomalies etc.

You can also add any additional details if required.

Other Relevant Details

Please add ony comments that you feel ame relevant to the results for the physician to view Le. suspected reasons for anomalios etc.

Once ready, select “Save Results” to finalise the Test Order.

The Test Order will now be available under the “Available Reports” tab.

RANDOX Oceus —F

(A Dashboord

= Available reports
Test Ordare

Heaults - q

Select “View” on the right-hand side to review the test order details.
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SECTION 5: EQA SCHEME

As part of a proficiency scheme specifically dedicated to the ConcizuTrace™ assay, the laboratory
must run Precision materials supplied by Randox. A challenge of 3 samples will need to be reported
back to Randox within a specified time window at the end of each quarter.

Proficiency testing program

1. Report Format: Samples will be reported on gc.randox.com
2. No. of cycles: 4 cycles per year

3. No. of samples per cycle: 3 samples per cycle

4. Sample Matrix: 3.2% citrated plasma

Participation to the Proficiency testing program is required to keep the assay certified as per
ISO15189.

Results will be reported back to each laboratory individually, together with data reported by the
peer group, consisting in all the sites (n=8) contributing to the ConcizuTrace™ Laboratory network.
The result of each challenge will be delivered prior to the submission date of the next challenge.
Any unexpected results will be investigated through the support of Randox Technical Services.

5.3. Monthly KPI Reporting

Reasons for cancellation:
Number | Number (Select one option from the below)

of of Samples

1. Sample integrity compromised
samples samples Delayed

2. Incomplete sample ID

Country

analysed | cancelled 3. Run fail

4. Others (please specify)

e A 10-working day turnaround time is required from sample pick-up to result reporting. Samples
are considered delayed, if reported beyond the 10-day TAT limit.

* Reporting of sample numerical values as displayed above, is expected monthly. Please make sure
the results are expressed in ng/ml and strictly anonymized (no indication of sample number).

*  When samples are received from several countries, please report the KPIs by country.
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RANDOX SUPPORT NETWORK

How to reach out?

All support queries in regards to our ConcizuTrace™ ELISA and the Randox platform are to be
directed to concizutracesupport@randox.com where a member of our global team will support.
Please see below process flow and response times for all internal queries.

* Randox has a global and experienced Technical Support Team of over 40 Technical Support Staff,
providing best in class customer support.

* Specialists are located in HQ in N.Ireland, France, Portugal, Italy, Poland, China, India, Puerto
Rico, USA, Brazil, Australia & Japan.

THE SUPPORT NETWORK 13



LAB TECHNICAL SUPPORT

A )

Laboratory requires assistance with

ELISA.
\_ Y,
r Vv N\
=9

E-mail Technical Support (by contacting
Concizutrace support @randox.com),

providing as much detail about the issue as
\_ possible and any relevant data.

_J
\ %

Technical Support will respond within 24
hours with initial advice/troubleshooting.

\ _J
r \ %
&

Ticket reference number will be provided
by e-mail which can be used in further
communications, if matter is ongoing.
\_
(

\ %
)

v —
v —_

If Technical Support are unable to resolve
with initial troubleshooting, lab may need to
provide further data and/or rerun based on

\_ troubleshooting advice.

J
. ; )
Technical Support will maintain

communication with customer until matter

9 is resolved.

J
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VIDEO GUIDES

We are pleased to provide you with additional visual support tools to assist with the operation of
the ConcizuTrace™ ELISA. Video guides are also included for navigation on the Randox Portal for
reporting of patient samples back to HTCs.

SCAN HERE TO

VISIT OUR SUPPORT HUB

TECHNICAL TIPS

* T1: All reagents must be equilibrated to room temperature prior to running
the assay (+15°C to +25°C).

* T2: Always check storage conditions on the kit/component label.
* T3: Always check expiration dates of all components prior to use.

* T4: After the stop solution has been added to the plate, shaking the plate for
5 seconds prior to reading is recommended to ensure thorough mixing.

VIDEO GUIDES & TECHNICAL TIPS 15



FREQUENTLY ASKED QUESTIONS (FAQS)

How can | order ConcizuTrace™ ELISA Kits?

* ELISA kit orders should be placed directly through Randox by contacting
orderentry@randox.com

* Labs located in Argentina or Japan will be required to order ELISA kits through local
distributors.

* Argentina - Cromoion - alicia.gelabert@cromoion.com

* Japan - Kohjin Bio Co., Ltd

What can we do when a sample has been physically delivered to the Lab, with
either no TOF or discrepant information between TOF and tube label?

* Please contact Technical Services, who will contact the HTC from which the sample
originated. Technical Services will clarify discrepancies and obtain the TOF, as needed.

What do | do when | receive the two aliquots in the same delivery?

*  One aliquot should be used for testing and the second one stored at -20°C or below up until
the report has been released. If any issue happens with Aliquot 1 preventing the result from
being reported, then Aliquot 2 should be reported.

IN NO CASE SHOULD THE TWO ALIQUOTS BE USED SIMULTANEOUSLY.

Canlreleasethetestresultifl haven'treceived the temperature logger information?

* The temperature logger information should be made available to you within the 24h of sample
delivery. If not available by then, please contact Technical Services who will reach out to
Marken and deliver the data to you.

What do | do when a sample has been received, but the sample status in the portal
still reads “awaiting courier” in the portal?

* Please contact Randox Technical Services who will progress the sample status to “Courier
Collected”.
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NOTES
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