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MAIN CVLP CONTACT

Chief Investigator and Medical Expert Professor Peter Johnson
for the CVLP:

NHS England London

Wellington House

133-135 Waterloo Road

London

SE1 8UG

CVLP COORDINATION CENTRE
For general CVLP and clinical queries e.g. CVLP participant queries, CVLP supplies, data
collection, please contact in the first instance:

CVLP SCTU Team Tel: 023 8120 5154
Email: cvip@soton.ac.uk

Address: Southampton Clinical Tel: 023 8120 5154

Trials Unit Fax: 0844 774 0621
Southampton General Email: ctu@soton.ac.uk
Hospital Web: www.southampton.ac.uk/ctu
Tremona Road
SOUTHAMPTON
SO16 6YD

SPONSOR

NHS England is the research sponsor for the CVLP. For further information regarding
sponsorship conditions, please contact Gillian Rosenberg at:

Address: NHS England London  Email: england.cancervaccinelaunchpad@nhs.net
Wellington House
133-135 Waterloo
Road
London
SE1 8UG

FUNDER
The CVLP is primarily funded by NHS England with additional financial support from
CVLP industry partners.

Technical Requirements Information

This Technical Requirements document describes the CVLP and provides information about procedures for
entering participants to the CVLP with the aim of referring them to the BNT113-01 (AHEAD-MERIT) vaccine trial.
Every care was taken in the drafting of this Technical Requirements document, but corrections or amendments
may be necessary. These will be circulated to investigators in the CVLP, but CVLP sites consenting participants
for the first time to the CVLP are advised to contact Southampton Clinical Trials Unit to confirm they have the
most recent version.

Compliance

This CVLP will be conducted in compliance with the approved CVLP protocol and will adhere to the principles of
GCP guidelines, the current Data Protection Regulations, the Sponsor’s (and any other relevant) SOPs, and
other regulatory requirements as appropriate.
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2.0 Document Purpose

This document provides technical guidance for NHS Trusts utilising the Cancer Vaccine
Launch Pad (CVLP), including referring NHS Trusts, herein referred to as CVLP sites,
research trial sites, and the Cellular Pathology Genomic Centres (CPGCs) involved in
preparing and shipping tissue samples to BioNTech’s central laboratory, LabCorp, for central
testing.

This document is relevant only to the BioNTech’s head and neck cancer vaccine trial (BNT113-
01, AHEAD-MERIT).

It should be read and utilised by the following individuals and teams:

- Clinical teams and the research delivery team at the CVLP sites, including the
RN/healthcare practitioner that will be responsible for consenting and referring
patients.

- Lead pathologist and any members of the pathology team at the CVLP site involved in
sampling.

- Lead pathologist and any members of the pathology team at the CPGC involved in
sampling.

- Principal Investigator, Co- Investigator, and relevant members of the R&D team at trial
sites.
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3.0 Introduction & background to the Cancer Vaccine Launch Pad

The NHS Cancer Vaccine Launch Pad (CVLP) is a project to establish the feasibility of
pathways to enable NHS patients with cancer to access cancer vaccine trials. We are
investigating the optimum process for patients to receive cancer vaccines by enrolment in the
CVLP.

Patients will be asked to consent to be put forward for clinical trials of cancer vaccines. The
details of any suitable clinical trials will be made available to the participant and their treating
clinical team to see if they would like to take part in the relevant trial.

If they would like to take part in the trial, surplus tissue samples obtained through standard
care pathways, and potentially other biological samples depending on the cancer vaccine trial,
will then be used to assess their eligibility against specific molecular or tumour inclusion criteria
for the relevant trial.

A Clinical Liaison team (CL), managed by Southampton Clinical Trials Unit (SCTU), will
coordinate the CVLP by supporting the CVLP referral and tissue pathways, connecting CVLP
sites with designated trial sites, and making sure information is shared appropriately to enable
the pre-screening and screening, recruitment and ongoing care of participants during the trial.
An electronic CVLP referral tool will be utilised by sites to support the secure transfer of data
between parties. If the CVLP Referral Tool is unavailable, data can be transferred between
parties using the password protected CVLP-BNT113-01 data return template and the CVLP-
BNT113-01 Referral Forms (see appendix 4).

The CVLP is agnostic to the commercial company and clinical trials. The research protocol
sets out the full details of the CVLP.

The aims of the CVLP are to:

1. Accelerate the development of cancer vaccines and increase the opportunity for
patients to take part in cancer vaccine trials.

2. Support recruitment into cancer vaccine trials and transfer tissue samples to industry
partners for genomic analysis.

3. Continue to undertake a feasibility assessment of the CVLP with the aim to continue
scaling it up in the future to support more trials of cancer vaccines.

The SCTU CVLP webpage contains all the CVLP study documents for CVLP sites including
the research protocol, patient information sheet, consent form and GP letter. The webpage
can be found here: https://www.southampton.ac.uk/ctu/trialportfolio/listoftrials/cvip.page

Any queries about the CVLP should be directed to cvip@soton.ac.uk.
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4.0 The BNT113-01 (AHEAD-MERIT) trial

The CVLP continues to support BioNTech with a second cancer vaccine trial, BNT113-01
(AHEAD-MERIT). This trial is an open label phase Il/lll randomised controlled trial to compare
the efficacy of BNT113 in combination with pembrolizumab versus pembrolizumab
monotherapy as a first line therapy in patients with unresectable recurrent or metastatic Head
and Neck Squamous Cell Carcinoma (HNSCC) which is positive for human papilloma virus
16 (HPV16+) and expresses PD-L1.

BNT113 is an HPV16 ribonucleic acid-lipoplex (RNA-LPX) cancer vaccine which encodes for
two tumour-associated antigens (TAAs): HPV16 viral proteins E6 and E7. BNT113 is designed
to induce de novo anti-tumour immune responses and to enhance pre-existing immune
responses directed against HPV16+ cancer cells. Patients will receive treatment with BNT113
in combination with pembrolizumab, the current standard of care for HNSCC whose tumours
express PD-L1.

The BNT113-01 trial has two parts. Part A, an initial non-randomised safety run-in phase to
confirm the safety and tolerability at the selected dose range level of BNT113 in combination
with pembrolizumab. Recruitment to this phase has completed and the trial has moved to part
B. Part B is the randomised phase of BNT113 in combination with pembrolizumab versus
pembrolizumab monotherapy to generate pivotal efficacy and safety data.

Arm 1:
BNT113
50 pg total RNA (Pre-Cycle), 100 pg
total RNA weekly x 8 weeks, then Q3W it
Pre- Aweek + Pembrolizumab goo
Screening s ] 200mg Q3w
. creening 1:1 1
(Optional) R + OS Follow-up every
— < 24 months 3 months for
Rescreening is allowed once =332 < 48 months after
C1D1

Figure 1 — Trial schema for Part B of the BNT113-01 trial.
More information on the clinical trial can be found here.
4.1 Screening patients for eligibility

411 Pre-screening

For Part B, an optional pre-screening phase is available for investigators to pre-screen patients
who might be candidates for the trial in the near future to perform central HPV16 DNA testing
and central PD-L1 expression testing. Results available from the pre-screening phase will not
need to be repeated in the main screening phase if patients eventually develop confirmed
relapse or metastatic disease.

Patients eligible for pre-screening are those at high risk of relapse after treatment of
locoregional disease or patients with clinical or imaging abnormalities that may indicate
recurrent or metastatic disease that is not yet confirmed, pending further investigation or
follow-up.

CVLP Technical Requirements — BNT113-01 v1.1 10-Sept-2025 Page 6 of
43


https://clinicaltrials.gov/study/NCT04534205?term=bnt113&intr=BNt113&rank=1#contacts-and-locations

NHS

Cancer Vaccine
Launch Pad

Confidential — Do NOT share the content of this document wider or with
anyone who will not be involved in the CVLP operationally.

The BNT113-01 trial protocol includes broad criteria for pre-screening so for the purposes of
CVLP, the eligibility criteria have been narrowed to improve efficiency of screening at CVLP
sites. Therefore, the CVLP pre-screening eligibility criteria will focus on identifying patients
who have:

a.) clinical or radiological findings suggestive of recurrent or metastatic HNSCC pending
confirmatory studies that is not expected to be curable with surgery or radiation, or

b.) those that have been treated for oligometastatic disease.

c.) Since initial diagnosis (maximum 5 years ago), have been deemed high risk of
developing recurrent or metastatic disease in the near future (e.g. before the end of
trial recruitment) as per consultant clinical judgement (e.g. including but not limited to;
previous treatment for T4 or N3 HNSCC).

Please see Section 7.2 for the full eligibility criteria to consider when identifying
patients suitable for BNT113-01 pre-screening.

It is expected that CVLP sites will predominantly identify patients suitable for BNT113-01 pre-
screening.

4.1.2 Main Trial Screening

If a patient is a suitable candidate for immediate enrolment in the main trial, pre-screening
should be skipped and the patient offered the possibility to proceed directly with main
screening. Testing for HPV16 DNA and PD-L1 testing is possible within the main screening
phase.

4.2 Randomisation into trial

If the patient is eligible after completing the main trial screening assessments, they will be
randomised to the experimental group (BNT113 + Pembrolizumab) or the control group
(Pembrolizumab monotherapy). Randomisation should occur no later than 28 days from
informed consent and within 3 days before administration of trial treatment.

4.2.1 Treatment schedule post randomisation
Trial treatment is administered in 21-day cycles as shown in Figure 2.

Patients in the experimental group (Arm 1) will receive the first BNT113 dose (“pre-cycle”) of
50ug total RNA 7 days before the first pembrolizumab treatment (cycle 1 day 1) and
subsequently 100ug total RNA will be given on a weekly basis for 8 weeks during the first 2
cycles, followed by 100ug total RNA administration every 3 weeks from cycle 3 onwards. The
first administration of Pembrolizumab will be on cycle 1 day 1 and will be administered
according to standard of care every 3 weeks.

Patients in the control group (Arm 2) will receive their first dose of Pembrolizumab on cycle 1
day 1 and will be administered according to standard of care every 3 weeks.
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Patients in both arms will complete trial treatment after 24 months or until unacceptable
toxicity, withdrawal of consent, discontinuation due to investigator's decision, or disease
progression.

Arm 1

Cycle Pre-cycle 1 2 3 4 5.
Day 1 1|8 (1611|8151 |8 |15]1|8|15]1]|8 |15
BNT113 X X X | X XX X X
Pembrolizumab (Q3W) X X X X X

Q3IW = every 3 weeks.

Arm 2

Cycle Pre-cycle 1 2 3 4 5.
Day 1 1|8 (1611|8151 |8 |15]|1|8|15]1]|8 |15
Pembrolizumab (Q3W) X X X X X

Q3W = every 3 weeks.
Figure 2 — Treatment schedule for Part B of the BNT113-01 trial.

4.2.2 Tumour assessments

Patients receive imaging investigations at set time points during the trial performed by the trial
sites.

All patients will undergo tumour assessments (CT and/or MRI) at screening, every 9+/-1
weeks for the first 6 months after randomisation, and every 12+/-2 weeks thereafter regardless
of dose delays until disease progression or until the start of next-line anti-cancer therapy
(whichever occurs earlier).

5. Roles within the CVLP Pathway

Roles within the CVLP pathway:

e CVLP site — a site that will identify potentially eligible patients and refer them to a
trial site that is delivering a cancer vaccine trial for the BNT113-01 trial.

e CPGC - assite that will receive an FFPE tissue block from a CVLP site’s local cellular
pathology department and prepare tissue samples for a cancer vaccine trial
according to the CVLP technical requirements document.

o Trial site — a site that is delivering the BioNTech recurrent/metastatic Head & Neck
cancer trial (BNT113-01) and will receive CVLP referrals from a CVLP site.

e CVLP Clinical Liaison (CL) — a role carried out by Southampton Clinical Trials Unit
(SCTU)

o to support across all sites in managing communications and patient journey
within the protocol timeframes and work with all sites.

o to troubleshoot any issues; and

o to support training and monitor CVLP patient recruitment.
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Figure 3 shows the pathway map of patients recruited into the CVLP for the BNT113-01 clinical trial. Each step is outlined in further detail in the

table on pages 10-14.

Pre-screening

Patients:

¢  With clinical / radiological findings
suggestive of yet unconfirmed
recurrent/ metastatic disease

* Previously treated with ablative
therapies for oligometastatic
disease

* Deemed high risk of developing

recurrent or metastatic disease as

per consultant judgement
CVLP sites to

screen patients
to identify

those suitable
for BNT113-01
ﬁ

Main trial screening
Patient with confirmed recurrent
or metastatic HNSCC

RN/HCP completes
referral form
indicating whether
the patientis
suitable for:

A) Pre-screening
B) Main trial
screening.

RN/HCP sends
referral to trial site
and sends archival
tissue sample from

original diagnosis or
new tissue from
recurrent/metastatic
sample to the
CPGC.

(A) Pre-screening
pathway*
-

Trial site adds patient to

Once a diagnosis of unresectable
HPV16+ relapsed/metastatic HNSCC
expressing PD-L1 [CPS21] is received
patient may be suitable to proceed to

main trial consent

their pre-screening log for
continued surveillance

Central HPV16 and PD-L1

% i ("03

Trial site
receives referral
and verifies
appropriate
screening
pathway for the
patient

Trial site n tiipgcn
consents patient PUREC S1es
p patient has
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A.) Pre-screening
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\
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prepare
curls & slides
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HPV16 and
PD-L1
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CPGC Site /

i |

N

CPCG ship
curls &
slides to
LabCorp

(B) Main trial
pathway

Figure 3 — CVLP pathway map for the BNT113-01 (AHEAD-MERIT) trial
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Activity Responsible
Identification and consent into the CVLP
Step 1 e Patients should be identified for the CVLP following the CVLP site -
referral criteria outlined in section 7.2. clinical/research
team
Step 2 e An adequately trained health care practitioner from the CVLP site -

clinical care team/research team should take the patient’s clinical/research
consent for the CVLP using the CVLP patient information team

sheet and consent form provided. Consent can be taken in

person, remotely or via e-consent, please refer to the CVLP

protocol for details.

e Once a patient consents, the patient must be registered
using the ‘Process Consent’ function in the CVLP Referral
Tool (please see CVLP — BNT113-01 eCRF Completion
Guidance document for more information) which will assign
the patient a CVLP participant ID. Their name and details
must be entered into the Referral Tool and a copy of their
consent form uploaded to the CVLP Referral Tool in PDF or
JPEG format.

¢ At the same time, the research delivery team are to inform
the local pathology department immediately about the
recruited patient.

e Local SOPs should be followed by the CVLP site research
team for requesting the release of an FFPE tissue block to
the CPGC, with the block being sent by a tracked delivery
method.

e The CVLP site research team (or local pathology team —
see step 3) must enter the tumour block details, date of
shipment and tracking information into the CVLP Referral
Tool. A copy of the pathology report should also be
uploaded to the CVLP Referral Tool in PDF, JPEG or
DOCX formats. On completion, the CVLP Referral Tool will
send an automatic notification to the CPGC to alert them to
expect a FFPE block from the CVLP site.

e The CVLP site research team should send the CVLP GP
letter (Word template provided) including a copy of the CVLP
patient information sheet to inform the patient's GP that they
are participating into the CVLP.

Tissue sample for the CVLP

Step 3 e The CVLP site’s local pathology department will identify an CVLP site — local
archival FFPE tissue block that was taken as part of the pathology
standard of care pathway for diagnosis of HNSCC. The
sample should preferably be derived from a current site of

CVLP Technical Requirements — BNT113-01 v1.1 10-Sept-2025 Page 10 of
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metastatic or recurrent disease. Otherwise, a sample from
the primary tumour is an acceptable alternative.

Step 4 e Once the tissue block is identified, it should be sent to the
relevant Cellular Pathology Genomic Centre (CPGC) as
soon as possible using tracked delivery, following standard
packaging, and transport protocols.

e The tumour block details, date of shipment and tracking
information must be recorded into the CVLP Referral Tool. A
copy of the pathology report should also be uploaded to the
CVLP Referral Tool in PDF, JPEG or DOCX formats.
Patient referral to the BNT113-01 trial

Step 5 ¢ Following confirmation that the patient is suitable for either
BNT113-01 pre-screening or main trial screening (see
Section 7.2 for pre-screening and main trial screening
eligibility criteria), the CVLP site will complete the required
eCRFs and report upload for either pre-screening or main
trial referral in CVLP Referral Tool. For pre-screening the
pathology report will need to be uploaded, and for main trial
screening the pathology report, radiology report and last
clinic letter will need to be uploaded. Once completed, the
CVLP site will submit the referral via the Referral Tool to the
appropriate trial site.

Upon submission of the referral, the CVLP Referral Tool will
send an automatic notification to the appropriate trial site to
alert them to review the referral in the Referral Tool.

Step 6

On receipt of the referral, the trial site will access the CVLP

Referral Tool to review the information provided by CVLP

sites and confirm whether the patient is a suitable candidate

for BNT113-01 pre-screening or main trial screening.

e The trial site will contact the patient and arrange for them to
be consented into the BNT113-01 trial.

e Dependent on adoption, trial sites may have the option to
utilise remote consent or in person consent for pre-screening
depending on the patient’s preference.

o Trial sites must arrange to consent those who are suitable

candidates for the main trial screening in person.

If the patient consents to pre-screening (see steps 7-9 and
11-12):

o the trial site will record the patient on their BNT113-01 pre-
screening log held at their site. The trial site will also issue a
unique pre-screening number (pre-screening ID). The ftrial
site will update the CVLP Referral Tool with the pre-
screening ID and confirm the date of consent.

If the patient consents to main trial screening (see steps 7-9,
11-14):

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025
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The trial site will issue a unique participant number (patient
ID) by registering the patient on the BNT113-01 IXRS
system. The trial site will update the CVLP Referral Tool with
the patient ID and confirm the date of consent.

Tissue preparation for BNT113-01

Step 7

Step 8

Step 9

Step 10

Step 11

On entry of the date of consent to BNT113-01 pre-screening
or main trial screening by trial sites, the CVLP Referral Tool
will send an automatic notification to the relevant CPGC via
email to alert sample preparation is required.

The CPGC will access the CVLP Referral Tool to obtain the
patient’s pre-screening ID or patient ID.

The CPGC will prepare the curls and slides for central HPV16
DNA and PD-L1 expression testing following the instructions
and cutting scheme provided in appendix 1.

For participants who have been consented to BNT113-01
pre-screening and main trial screening, the CPGC will
prepare the curls and slides within 3 working days of being
notified a sample is required.

The standard turnaround time for HPV16 DNA and PD-L1
central testing is up to 30 calendar days for pre-screening
from receipt of the sample by LabCorp.

Expedited central testing is required for pre-screening
participants who have clinical or radiological findings
suggestive of recurrent or metastatic HNSCC pending
confirmatory studies that is not expected to be curable with
surgery or radiation. CPGCs must indicate on the sample
requisition form that results are required within 10-12
calendar days from sample receipt at LabCorp for these
participants.

The standard turnaround time for HPV16 DNA and PD-L1
central testing is 10-12 calendar days for main trial screening
from receipt of the sample by LabCorp.

The CPGC will send the curls and slides to BioNTech’s
central laboratory, LabCorp, using the DHL courier.

The CPGC will update the CVLP Referral Tool with the date
of shipment and tracking information including the sample
kit accession number and airway bill (AWB) number. The
CPGC will also upload a copy of the completed sample
requisition form and airway bill to the CVLP Referral Tool.

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025
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BioNTech’s central laboratory, LabCorp, will use the curls LabCorp / trial

and slides prepared by the CPGC to undergo central testing
as follows:

o Pre-screening (up to 30 calendar days turnaround
time): PD-L1 expression followed by HPV16 DNA
testing for those expressing PD-L1.

o Expedited pre-screening samples and main trial
screening samples (10-12 calendar days
turnaround time): PD-L1 and HPV16 DNA testing
completed simultaneously.

The trial site will be informed of the results of the central
HPV16 and PD-L1 testing directly as per trial protocol.

The ftrial site will inform the patient directly of the results of
the central testing. Dissemination of central PD-L1 results,
and HPV16 results if tested, to participants must be
performed by trial sites under trial site Pl oversight.

The ftrial site must update the CVLP Referral Tool with the
outcome of central testing within 1 working day after receipt
of the report.

Pre-screening for BNT113-01

Step 13

Step 14

Following notification of consent to BNT113-01 pre-
screening, the CVLP site must ensure the CVLP Referral
Tool is updated with a date that the CVLP expects a
diagnosis of recurrent/metastatic HNSCC to be confirmed.
As an example, this may be the date the patient is due to be
discussed in MDT post imaging or biopsy, or the date the
CVLP expects to receive the imaging or biopsy report.

When the CVLP site confirms a diagnosis of
recurrent/metastatic  HNSCC during pre-screening for
BNT113-01, a main trial referral eCRF will require
submission via the CVLP Referral Tool (please see CVLP —
BNT113-01 eCRF Completion Guidance document for more
information).

On notification of a main trial referral, trial sites will review the
patient’s details and consider them for consent and inclusion
in BNT113-01 main trial screening.

Trial sites will confirm the date of consent to main trial
screening in the CVLP Referral Tool. Consent for main ftrial
screening must be given in person.

As the central HPV16 and PD-L1 central testing will already
have been completed as part of pre-screening, there will be
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no requirement for trial sites to handle tissue for patients
proceeding from pre-screening to main trial screening. There
will also be no requirement for any further tissue preparation
or shipment by the CPGC to BioNTech’s central laboratory,
LabCorp.

Main Trial Screening and Randomisation for BNT113-01

Step 15

Step 16

The trial site will perform the required investigations per the
BNT113-01 trial protocol prior to the start of trial treatment.

Patients that meet all eligibility criteria for inclusion in
BNT113-01 are randomised to the experimental or control
group. The trial site will update the CVLP Referral Tool with
only the date of randomisation. The treatment arm will not be
captured in the CVLP Referral Tool.

At this point, the trial site will take over responsibility for the
patients care and ongoing cancer treatment and monitoring.
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7.0 Guidance for CVLP sites on selection and enrolment of patients

7.1 Consent into the CVLP

The CVLP will require informed consent. This will enable participants to enter the CVLP freely,
with full information about what it means to use their surplus diagnostic tumour material and
link it with routine healthcare data for potential recruitment into clinical trials. Please note, the
CVLP does not cover consent into the BNT113-01 trial, consent for this trial will be taken at
the trial site.

Informed consent should be obtained by a trained health care practitioner using the patient
information sheet and consent form provided by NHSE.

The original consent form should be retained by the CVLP site for the hospital notes, and an
additional copy should be provided to the patient.

If a patient wishes to withdraw their consent from the CVLP at any time, the CVLP site is
responsible for informing the Clinical Liaison to ensure their data is not used any further and
any identifiable data is anonymised. If the patient has been recruited into the trial and would
also like to withdraw from that, they will need to follow up with the trial site directly to ensure
patient is withdrawn from the trial participation.

7.2 Referral Criteria for BNT113-01

Patients who fulfil the following criteria are suitable candidates to be consented into the CVLP
and referred to BNT113-01:

e Be over the age of 18.

e Have the capacity to consent to involvement in the CVLP.

¢ Have sufficient tumour available from either the original diagnosis or new tissue from
recurrence/metastatic diagnosis for central HPV16 and PD-L1 testing (to be assessed
by local pathology once tissue sample is collected).

Pre-screening:

Key inclusion criteria:

1. Previous diagnosis of histologically confirmed Head and Neck Squamous Cell
Carcinoma (HNSCC) with no prior systemic anticancer therapy administered in the
recurrent or metastatic setting.

2. Patients who either:

a. Have clinical or radiological findings suggestive of recurrent or metastatic
HNSCC pending confirmatory studies that is not expected to be curable with
surgery or radiation, or

b. Have been treated for oligometastatic disease with ablative therapies, or

c. Since initial diagnosis (maximum 5 years ago), have been deemed high risk of
developing recurrent or metastatic disease in the near future (e.g. before the
end of trial recruitment) as per consultant clinical judgement (e.g. including but
not limited to; previous treatment for T4 or N3 HNSCC).

3. Primary tumour location of the oropharynx.

a. Those with a p16 positive status are eligible for pre-screening (irrespective of
HPV16 DNA result, if this test has been performed locally).
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b. Those with a p16 negative status but positive HPV16 DNA status (on local
assay) are also eligible for pre-screening.

c. Those with an unknown p16 status are eligible for pre-screening.

d. Primary tumour location of the oral cavity, hypopharynx and larynx can be
enrolled if HPV16 driven disease is strongly suspected.

Key exclusion criteria:

1.

Primary tumour site of nasopharynx (any histology).

2. Those with a p16 negative status and HPV16 DNA negative status (on local assay)

are not eligible for inclusion in pre-screening.

Main trial screening:

Key inclusion criteria:

1.

Patients with histologically confirmed HNSCC that is confirmed as recurrent or
metastatic considered incurable by local therapies. HPV16 status and PD-L1 is
centrally tested during screening and those confirmed CPS2=1 and HPV16+ are
eligible.
Primary tumour location of the oropharynx.
a. Primary tumour location of the oral cavity, hypopharynx and larynx can be
enrolled if HPV16 driven disease is strongly suspected.
Measurable disease on imaging -
a. Atleastone lesion measuring a minimum of 10mm on imaging.
b. For some specific types of lesions (e.g. malignant lymph nodes, bone lesions
& previously irradiated lesions) there are slightly different parameters. Please
contact Clinical Liaison Team (cvip@soton.ac.uk) for any queries.

4. ECOG Performance Status <1.

Key exclusion criteria:

1.
2.

w

No ok

Primary tumour site of nasopharynx (any histology).
Patients who have received prior systemic anticancer therapy administered in the
recurrent or metastatic setting for HNSCC.

a. Systemic therapy which was completed more than 180 days prior to
randomisation, if given as part of multimodal treatment for locally advanced
disease, is allowed.

Treatment with non-systemic anti-cancer therapy (e.g., surgery or radiotherapy) within
2 weeks prior to randomisation.

Patients that have disease suitable for local therapy administered with curative intent.
Known primary immunodeficiencies.

Prior splenectomy.

Patients with another primary malignancy that has not been in complete remission for
at least 2 years, with the exception of those with a negligible risk of metastasis or
death. For example:

a. Adequately treated carcinoma in situ of the cervix

b. Non-invasive basal or non-invasive squamous cell skin cancer

c. Localised prostate cancer

d. Non-invasive superficial bladder cancer

e. Breast ductal carcinoma in situ

Current evidence of new or growing brain or spinal metastases during screening.
Patients with known brain or spinal metastases may be eligible if they:

a. Had radiotherapy or another appropriate therapy for the brain or spinal

metastases,
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b. Have no neurological symptoms (excluding Grade <2 neuropathy).

c. Have no evidence of clinical or radiological progression within 4 weeks prior
to signing informed consent,

d. Do not require steroid therapy within 7 days before randomisation or are
undergoing slow steroid tapering, currently at doses <10mg and
neurologically stable.

e. Spinal bone metastases are allowed unless imminent fracture or cord
compression is anticipated.

9. Life expectancy of less than 3 months and/or have rapidly progressive disease, as
assessed by the treating investigator.

8.0 Guidance for CVLP and trial sites for referral and ongoing management of patients
8.1 Patient referral to the BNT113-01 trial

The CVLP site will complete the eCRFs and upload reports required for referral to the CVLP
Referral Tool and submit to the trial site. For pre-screening the pathology report will need to
be uploaded, and for main trial screening the pathology report, radiology report and last clinic
letter will need to be uploaded. Trial site will be notified of the referral through an automatic
notification. The data provided within and alongside the referral is required by the trial site to
review eligibility, contact the patient and consent them to either pre-screening or main trial
screening. The trial site may, as necessary, request additional source documentation from the
CVLP site to confirm eligibility and/or meet monitoring requirements.

The referral form includes:

e Cancer classification and staging

e Tumour characteristics

e Relevant medical history

e Prior cancer therapies for underlying disease
The data provided for referral should be reviewed by a qualified health care practitioner from
within the CVLP site team to confirm the integrity of the information prior to submission of the
referral to the trial site. The ‘Submit Referral’ form should be completed in the CVLP Referral
Tool with the details of the health care practitioner who has authorised submission of the
referral.

NOTE: If the CVLP Referral Tool is unavailable, patient referrals will be submitted using the
password protected CVLP-BNT113-01 Referral Forms. These forms should be sent directly
to the trial site team by secure NHS email, with the CVLP Clinical Liaison copied in. The
CVLP site should also attach the patients required reports - for pre-screening the pathology
report will need to be uploaded, and for main trial screening the pathology report, radiology
report and last clinic letter will need to be uploaded. Data provided by referral forms in
periods of downtime will be entered into the CVLP Referral Tool by the SCTU Data
Management team.

8.2 Patient management and communication between CVLP and trial sites

Following randomisation, the trial site will take overall responsibility for the patients care and
ongoing cancer treatment and monitoring. However, dependent on proximity to the trial site,
the patient may visit the CVLP site in relation to unplanned clinical care requirements, an
adverse event following trial treatment, or an unrelated clinical event that may impact
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treatment and ability to participate in the trial. The CVLP site should inform the trial site over
email if this occurs, copying in the Clinical Liaison.

Patients will be given a Clinical Trial Card to present in any instances of attendance at GP or
A&E or admission. If the patient informs the trial team of any attendance or admission that
warrants further clinical information, the trial site may contact the referring CVLP site for further
details.

9.0 Monitoring and performance
9.1 Risk escalation policy

CVLP sites should follow standard governance and incident reporting procedures to capture
any patient safety issues or deviations. It is the responsibility of the CVLP site to take
appropriate action and inform the Southampton Clinical Trials Unit if at any point patient safety
is compromised. The Southampton Clinical Trials Unit will support CVLP sites to carry out a
root cause analysis on any major patient safety issues or deviations. The CVLP Delivery
Group will be responsible for reviewing any safety issues or deviations that constitute a
Corrective and Preventative Action (CAPA) and the corresponding root cause analysis. If any
safety issues or deviations occur at the trial site, they will be managed as per the trial protocol
and reported back to the CVLP site where necessary in relation to ongoing patient care.

9.2 Reporting

SCTU will work with CVLP sites during the set-up phase to estimate their delivery trajectories
for the number of patients recruited into the CVLP. This will be reviewed on a continual basis.

SCTU will work with CVLP sites, CPGCs, trial sites, BioNTech and LabCorp to collate and
regularly review an issue log to address operational issues and ensure learning from sites
informs ongoing development of the CVLP platform.

9.3 CVLP sites reimbursement

The tables below show the activities that are required at the CVLP site and the per patient
cost allocated to complete them.

Activity Time allocated Cost
Identification of patients Research nurse or health care practitioner | £44
— 60mins
Approach potential patients Research nurse/HCP — 20mins £15
Informed consent Research nurse/HCP - 20 mins £15
Eligibility check Research nurse/HCP — 15mins £28
Clinician — 10mins
GP letter Research nurse/HCP - 15 mins £11
Tissue block retrieval Research nurse/HCP — 30mins £22
Organising specimen dispatch Research nurse/HCP - 30 mins £22
Specimen postage N/A £3
Liaison with CPGC Research nurse/HCP — 15 mins £11
Data entry Research nurse/HCP — 30mins £73
Clinician — 30mins
Dissemination of eligibility results | Clinician — 10 mins £17
to patients
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Total time/cost allocated Research nurse/HCP — 265 mins £261
Clinician — 40 mins

All new sites will also receive a one-off cost for set up and existing CVLP sites will receive a
re-training cost for each supported trial.

Activity Time allocated Cost
SIV/Training Session Research nurse or health care | £146
practitioner — 60mins
Clinician — 60mins

Funding will also be provided to the CPGC to process the tissue. This will be a set cost and
will be communicated directly with each CPGC.

Travel reimbursement will be available to patients travelling to trial sites for pre-screening or
main trial screening assessments who consent to the BNT113-01 study. Reasonable
expenses for CVLP patients (covering transportation, meals, parking fees and carer costs, as
well as accommodation if necessary) will be covered by the trial Sponsor, BioNTech.
Reimbursement for patients will continue to be managed by trial sites through their standard
processes, as agreed in individual trial site agreements, and all expenses claimed will need to
be supported by valid receipts.

10.0 Data sharing

NHSE has completed a Data Protection Impact Assessment that has been signed off by NHSE
Information Governance to ensure the correct agreements are in place to enable data sharing
between CVLP sites, SCTU Clinical Liaison, trial sites and BioNTech. This is available on
request from the SCTU (cvlp@soton.ac.uk).

NHSE will have a Data Agreement in place with BioNTech to enable CVLP sites to send
pseudonymised tissue samples and accompanying data.

CVLP sites, CPGCs and trial sites will be required to sign the Research IRAS agreement titled
‘Organisation Information Document’ which will outline the activity required, funding received
and data sharing and processing.

CVLP sites and CPGCs will also be required to sign a confidentiality agreement (CDA) with
BioNTech.

Any patient data shared by the CVLP site, trial site or CPGC will be securely stored in the

CVLP Referral Tool. Only the relevant staff will have access to datasets within the CVLP
Referral Tool.
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Appendix 1 — Guidance for CVLP and CPGCs on tissue sample collection and

shipping
CVLP site

The tissue sample is taken during processing of the tissue specimen as part of standard of
care either at initial diagnosis or at suspicion of recurrence or metastasis.

Tissue processing and the preparation of FFPE blocks by local pathology departments should
be performed according to the local histopathology laboratory manual. However, local
pathology departments at the CVLP site must process the tissue into formalin fixed, paraffin
embedded (FFPE) blocks using 10% neutral buffered formalin. Any other fixative used will
resultin cancellation of testing and the central HPV16 and PD-L1 assays will not be performed.
Decalcified tissue is also not acceptable and will result in cancellation of testing and the central
HPV16 and PD-L1 assays will not be performed.

Cell blocks made from fine needle aspirations (FNA) are not acceptable sample material for
central HPV16 and PD-L1 testing. Resection material and core needle biopsies or other
routine sample collection material is acceptable. For queries regarding acceptable sample
material, please contact cvip@soton.ac.uk for review on a case-by-case basis.

A recent tissue block used to confirm recurrence or metastasis is preferable, however an
archival tissue block from initial diagnosis is an acceptable alternative. FFPE tissue blocks
must be less than 5 years old and have tumour present to be suitable for BNT113-01.

The FFPE tissue block should be sent to the relevant CPGC following local biological
specimen transportation guidance but must be via a tracked shipping method. The
pathology report should be sent with the tissue block.

Local pathology department or the CVLP research delivery team will record the date of
shipmentin the CVLP Referral Tool and must have a process in place to track the sample until
it is received by the CPGC. If the CVLP Referral Tool is unavailable, sample tracking
information must be recorded on the CVLP-BNT113-01 Data Return.

CPGCs

Once the CPGC receives the sample from the CVLP site’s local pathology department, the
FFPE tissue block(s) should be stored by the CPGC until an automatic notification is received
via email from the CVLP Referral Tool or from the Clinical Liaison team to notify that the patient
has consented into pre-screening or main trial screening for BNT113-01.

Once the CPGC has been informed that the patient has consented into pre-screening or main
trial screening via the automatic notification, the CPGC should prepare curls and slides
following the instructions and cutting scheme outlined below. It is mandatory to include a
redacted copy of the pathology report when submitting samples to BioNTech’s central
laboratory, LabCorp. All personal identifiable information must be removed from the report
(including full name, date of birth, address, telephone number and email address).

For participants who have consented to BNT113-01 pre-screening and main trial screening,

CPGCs will be required to prepare the curls and slides within 3 working days of being notified
to prepare the sample.
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A total of five slides and three curls (1 curl per tube) will be used for central PD-L1 and HPV16
DNA testing to see if the patient is potentially eligible for inclusion in the trial. Once HPV16
and PD-L1 results have been obtained, no further tumour material will be required.

LabCorp will provide kits and bulk supplies for both pre-screening and main trial screening.

For participants consented to pre-screening, the kits named “Part B Pre-Screening V3.0
CPGC” should be used.

For participants consented to main screening, the kits named “Part B Tissue biopsy CPGC”
should be used.

LabCorp will supply the CPGCs with the following bulk supplies as part of the initial supply:
e 1 Microscope slides (72/box)
e 3 Empty microscope slide box (25 capacity)
Each individual kit includes:
e 1 Label for slide box
e 3 Eppendorf tubes
3 Labels for Eppendorf tubes
e 1 Envelope
e 1 Requisition Form (pre-screening or main screening)
LabCorp will also supply the following:
e 1 Airway Bill (AWB)
¢ 1 Shipping box, each also including a refrigerant pack

CPGC sites will need to use the LabCorp Web Resupply Form to order re-supplies of BNT113-
01 sample kits. Alternatively, as a back-up ordering method, re-supplies can be ordered by
contacting LabCorp by phone, however the web form is the preferred method for ordering.
Please note upon re-supply, the airway bill and shipping box is not part of the lab kit so need
to be added to the resupply order manually.

LabCorp Web Resupply Form: http://www.drugdevelopment.labcorp.com/kitordering

Guidance for completing the web resupply form is provided in Appendix 4.

To call LabCorp Central Laboratory Services in Geneva from:
Monday — Friday 08:00-19:00 (Geneva time = GMT +1)
Saturday: 10:00-17:00 (Geneva time = GMT +1)

Telephone number (toll free contact number): +800 88 77 44 11

The initial supplies will take up to 8-12 working days to be delivered from the time the order is
placed. Re-supplies will take 11-15 working days to be delivered from the time the order is
placed. Supplies can be expedited for delivery within 8 working days if required, please contact
cvip@uhs.nhs.uk if expedited delivery is needed. All supply orders need to be ordered by
11:00am UK time in order to be processed the same day. Orders received after 11:00am will
be processed the following business day (Monday-Friday).

Please note, for any CPGCs located in an extended delivery area, deliveries may take longer
than the standard turnaround time.
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The SCTU will supply the CPGCs with the following bulk supplies in addition to the supplies
provided by LabCorp:

e Disposable forceps

e PCRclean

To order resupplies of these items, CPGC sites will need to request re-supplies via SCTU by
emailing cvlp@soton.ac.uk with the quantity required.

5 slides and 3 curls (1 curl per tube) should be provided, following the cutting scheme and
precautions described below.

In line with NHS routine standard genomic sample handling and processing, to avoid
contaminations of sample material with DNases/RNases or foreign DNA/RNA, the
following measures must be taken:

Note: Extreme care must be taken during sectioning the FFPE blocks for BNT113-01 as
HPV16+ FFPE tissue samples are particularly prone to contaminating other samples due to
potentially high copy numbers of HPV DNA.

. Appropriate PPE for genomic sample handling is mandatory for all procedure steps
with gloves being changed between handling different samples.

. Process only one sample at a time.

. Sample handling must be performed in a dedicated area for processing of genomic
samples.

. Decontaminate/clean workspace and instruments that are not single-use with DNA-
/RNA-/DNases-/RNases- Remover (e.g. PCR clean, according to the instructions)
before processing of each individual FFPE block: e.g. cutting surface board, blade
guard, tissue block holder, microtome handle, forceps, cooling plate etc.

. Please use single-use disposable forceps (provided by SCTU) and single-use
blades for each sample. Microtome blade must be changed between tissue
blocks.

. Ensure the sample kits used are within their expiry dates.

Preparation of slides and tubes for BNT113-01:

» Slides

o Sections should be mounted on the SuperFrost slides provided.

o Label each slide (5 in total) with BNT113-01 Subject ID, FFPE block ID and
cutting sequence number using an indelible histology marker pen (water and
solvent-resistant). This is to make sure that the sequence of cutting is known
as for some analysis consecutive sections are chosen.

* Tubes

o Each curl should be collected in separate 1.5 ml Eppendorf PP Biopur Safe-
Lock Microcentrifuge Tube provided (Product # 02260028 in US or #
0030123328 in EV)

o Label the tubes (3 in total) with BNT113-01 Subject ID, FFPE block ID and
cutting sequence number using an indelible histology marker pen (water and
solvent-resistant) using the tube labels provided. This is to make sure that the
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sequence of cutting is known as for some analysis consecutive sections are

chosen.
o 1 curl should be collected per tube.
+ Packaging

o Slide mailer
o Label the slide mailer with the BNT113-01 Subject ID

Preparation of tissue samples for BNT113-01:

e Please use one side of the blade for removing air-exposed, potentially contaminated
tissue, and prepare sections using the opposite end of the microtome blade.

¢ Prepare sections following the cutting scheme and instructions below (cool FFPE block
in between if needed):

Cutting Shipment

sequencing Thickness temperature

number Sample type [um] Purpose (Site to Labcorp)

1 Slide 4-5 H&E Refrigerated

2% Curl (1 curl per tube) (10 HPV16 DNA Refrigerated

3* Curl (1 curl per tube) |10 Retention HPV16 DNA  |Refrigerated

4* Curl (1 curl per tube) (10 Retention HPV16 DNA  |Refrigerated / / ,
5 Slide 4-5 PD-L1testing Refrigerated

6 Slide 4-5 PD-L1testing Refrigerated

7 Slide 4-5 Retention PD-L1 testing |Refrigerated I 1
8 Slide 4-5 Retention PD-L1 testing |Refrigerated |

*1curl per tube (1.5ml eppendorf safe lock)

1. Cut 1 unstained tumour slide of 4-5 micron thickness for H&E staining which
will be performed by LabCorp.

2. Cut 3 consecutive curls of 10 micron thickness. Cut 1 curl at a time and transfer
to individual tubes (1 curl per tube) using single-use forceps. Do not use a
brush for handling curls.

3. Store curls immediately at +2 to +8 °C until shipment.

4. Cut 4 consecutive unstained tumour slides of 4-5 micron thickness.

Air-dry slides following local processes.

Transfer the slides into the slide mailer (provided in bulk).

Place the appropriate label provided in the LabCorp kit on to the slide mailer.
Please write the correct pre-screening or patient ID on the label of the slide mailer.
Complete the LabCorp requisition form fully.

Slides and curls should be stored at refrigerated temperature until shipment to
LabCorp.

Shipping the tissue samples

The CPGC will then need to send the prepared curls and slides refrigerated to BioNTech’s
central laboratory, LabCorp, on the same day or the next day at the latest. AWBs will be pre-
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populated with LabCorp’s correct shipment address so the following is provided for
reference:

LabCorp Central Laboratory Services S.a.r.l
Rue Moise-Marcinhes 7
1217 Meyrin Geneva Switzerland

Please refer to available LabCorp resources online for further information about kits, re-
supply, packing and shipping videos, courier information:
https://www.labcorp.com/biopharma/central-labs/trial-management/resources

Initial set-up with DHL.:

LabCorp will be responsible for setting up CPGCs as pick up locations with DHL on the EKAS
system. During this process, each CPGC will be assigned a CPGC LabCorp site ID and this
will be provided to CPGCs prior to activation by the SCTU.

Prior to CPGC activation for BNT113-01, CPGCs should telephone DLH using the number
provided below at least 1 week prior to the first sample will be scheduled for collection to
ensure set-up in the EKAS system has been completed correctly. The protocol number
(BNT113-01) and CPGC LabCorp site ID will need to be provided to complete this step.
CPGCs should discuss with DHL whether they fall under an extended delivery area as
collections from these areas may take longer than the standard turnaround time.

Booking shipments with DHL.:
To book a shipment pick up by DHL, please use the contact information below.

Contact phone number: 0800 279 8067
Email: LabcorpCLS.ekas@dhl.com

Ideally, sample collection will need to be arranged over the phone or by email the day prior to
shipment and a two-hour window is to be agreed with the courier for collection. If the sample
collection is postponed or cancelled, the courier service needs to be informed directly to
postpone or cancel collection.

In the event urgent same day shipment is required, a collection needs to be ordered before
the cut off of 11am.

Completing LabCorp requisition forms

A paper copy of the requisition form provided by BioNTech’s central laboratory, LabCorp, (see
appendix 2) should be completed and included with the tissue sample. The requisition form
must be fully completed to include the following:

e Pre-screening ID (for patients consented to pre-screening) or Patient ID (for patients
consented to main trial screening) — This is the unique ID number that the BNT113-01
trial site produces once the patient consents into the trial. The CVLP Referral Tool will
hold this information for CPGC’s to access. If the CVLP Referral Tool is unavailable,
this information will be provided by the Clinical Liaison (cvip@uhs.nhs.uk) to the CPGC
by NHS email.

e Subject year of birth — Example 1999. The day and month of birth should always be
01 JAN as BioNTech only collect the year of birth.

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025 Page 24 of 43


https://www.labcorp.com/biopharma/central-labs/trial-management/resources
mailto:LabcorpCLS.ekas@dhl.com
mailto:cvlp@uhs.nhs.uk

NHS

Cancer Vaccine
Launch Pad

Confidential - Do NOT share the content of this document wider or with
anyone who will not be involved in the CVLP operationally.
e Gender — Select male or female.
e Requisition completion date
e Please indicate using the tick box whether HPV16 testing is required within 10-12
calendar days (this will be required for all main trial screening patients and pre-
screening patients with clinical or radiological findings suggestive of recurrent /
metastatic disease.

Packaging samples

Prior to packaging, please ensure the requisition form is filled out completely, and a copy
taken of the completed requisition form and airway bill for upload to the CVLP Referral Tool.
If the CVLP Referral Tool is unavailable, the requisition form and airway bill should be
emailed to the CVLP Clinical Liaison (cvlp@uhs.nhs.uk) Please also ensure all samples are
labelled correctly.

Sample shipments can be consolidated. The shipping box can hold 2-4 lab kits.

Freeze two refrigerant packs (provided with the refrigerated box) for 72 hours in -20° freezer
and leave at room temperature for 1 hour prior to use.

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025 Page 25 of 43
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Insert the tube(s) into the
Specimen Collection Bag
containing an absorbent pack.
Place bag on flat surface to
minimize wrinkles, especially at
adhesive sealing area. Remove
tape liner to expose adhesive.
Fold along bag opening so star
is inside of box shape. Press
from center to edge to seal.

Replace the styrofoam lid

CVLP Technical Requirements — BNT113-01 v1.1 10-Sept-2025

2.

Place a layer of paper towels
on top of the refrigerant pack.
Place the Specimen Collection
Bag containing refrigerated
specimens into the styrofoam.
Place a second layer of paper
towels on top of the specimen
collection bag followed by a
second refrigerant pack. Fill
excess space with filler paper

Place one frozen
refrigerant pack into the
Styrofoam container

Insert the shipping
documentation into the
transparent pouch ensuring
that the waybill remains
visible. Affix the pouch to the
cardboard box on the “Place
waybill here” section

Place the cardboard spacer or
top of the Styrofoam. Place
the pathology report in the
ambient section
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Appendix 2 — Example Requisition Forms

Pre-screening:

== : THE ACCESSION NUBMEER 15 THE
() labeorp Accession No. ResemeN v For «Bar_req»
iy _ aRequisition_n» COMMUNICATION WITH LABCORP. -
Lax-o'p_l::ntml Laboratory Services Sar.l Page 1of5
Fue Mose-faronhes 7

1217 MeyTin Genevs Switoeriand
Tel: 0041 55 322 7304
Faoc 0041 58 822

Laboratory Requisition Form
“P=" BioNTech SE
Protocol: BNT113-01
Investigator: «Imv_na» VISIT: PART B PRE-SCREENING V3.0 CPGC

DO NOT RETURN THIS PAGE

Testing Far This Visit

Mense refer to the Lsboratory Manusl for detailed ssmple collection, prepartion, and handling instructions.

Associsbed Test Groups(s] Craw Contminer | Rt Conteiner Shipment Conadition
SM PATH REPORT 1 = enveiope Ambient
COSITAL SLIDES 40%-5UDE * 1 x susper frost microscope shde, 4 x labed, Refrigerated
M FEPE SLIDES PARTE-PRESCREEN * 1w microsoope slide box, 3§ eppandort tubes, 3 k iabai
TARGET LESIOMN CONF-SLDE *
BATCE HPY PANEL HPV-15 - CURL ** 1 x super frost microscope siide, 4k iabad, Refrigerated
HPW PAMEL HPV-15 - CURL " " 1 x microscope slide bow, 3 x eppendorf tubes, 3 x labei

SM EXTRALCTED DMA-FARTE **
SM FFPE CURLS PART B-PRESCREEN *
TESTING REQUIRED-CURLS *

* conditonal
** RefiEx

This kit shouwld be used for Sibes under protocol version 3.0 and above.

Flemase remembser to send the Fathology Report slong with the tissue biopsy.

Flemse nobe that for BEsue submission: neguirement is 10% MEF | 109 Neutral Buftensd Fonmaing, any other forthve used will result in canoelleticn of testing and
HPFY15 and POLY assays will not be perfommed.

Please follow Part B specimen collection instructions in the ks manual.

Frovice barth shides and ouris a5 per below:
- 5 shdes of 4-5 pem thickniess: one for HEE and four for FO-LL

- 3 ourls of 10 pm thickness [each o in its own tube] for HPY 16 DNA.

Slides simbility is § months when storned at 2-8 G (prefermed ) or & months when stored &t 25 °C
Curis siaility is 128 months for ambient and refrigereted storage.

Pre-scresning number indicated on this requisition form must metch the Pre-scresning numiber indicabed on your site pre-screening log.

Please consider whethar the expedites turnaround time of 10-12 days is requined, or the standard ~30 days is adequate

rowon | <Aabs_Bx ~Bar_req-

Keap on file for your records. DO NOT return to Laboor
49 | 210445 ¥ ISR 250317

CVLP Technical Requirements — BNT113-01 v1.1 10-Sept-2025 Page 27 of
43
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/7™ Accession No. THE ACCESSION NUMSER IS THE

( N, labcorp Aoy REFERENCE NUMBER FOR « Bal‘ req»
R ; «Requisition_n» COMMUNICATION WITH LABCORP. =

Ladcorp Central Laboratory Services Sarl Page 2 ofs

Rue Moize-Maranhes 7

1217 Meyrin Geneva Switzerianc
Tel: 0041 58 822 7501

Fax 002158822 7521

VISIT: PART B PRE-SCREENING V3.0 CPGC

© SUBJECT/PATIENTINFORMATION

Screening ID | | | | | = | |
Pleaze enter the pre-screening e s e
number
Laboratory Requisition Form Birthdate |2 | Me= Yo
2727 BioNTech SE o[a[s]aIN] T T ]
Protocol: BNT113-01 Sex| e Temae

Investigator: «inv_n»

COLLECTION INFORMATION

Site Number | -
: : Collection Date |—- e L

ATTN: LPS Team - Site reassignment - = | | | | |
Compiete month fieid in Engisn

Instructions: [Example: D1 JAN 200%)

Complete all boxes on this requisition with a blue or black Collection Time ——====

ball point pen. Failure to complete all boxes will delay [Recore Micnight as 23:55) 2

reports.

THIS SECTION TO BE COMPLETED BY SITE PERSONNEL ONLY

Please check that all patient identifiers are complete, Requisition Completad By
consistent and correct, and that each container has the PElTiErae Iy capat el
same accession number, when packing specimens for

shipment! Phone Number
Of the perscn completing the
requisition

Is HPV16 result needed within 10-12 calender days from sample [ Ya: | O ne
Receipt?
{check one 2 or [X] - [mandatory)

For Labcorp Use Omly
Empioyee Tube Count Vekdetio internal Comments
vica Amb 2 Retrz | sices 5
WHITE COPY-LASCORP PINK COPY-INVESTIGATOR
«Bar_req» | <=l ADDITIONAL TESTING IS NOT ALLOWED «Bar_req»
451210445 PLEASE DO NOT RETURN EMPTY CONTAINERS TO LABCORP. §53 250730
210445_TMEA Manual Created: 18 Nov 20 Page 134 Manual Revised: 30 Jul 25 Version 13.2.0

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025 Page 28 of 43



NHS

Cancer Vaccine
Launch Pad

Confidential — Do NOT share the content of this document wider or with
anyone who will not be involved in the CVLP operationally.

P Accession No. THE ACCESSION NUMBEER 15 THE

b Iubl:ﬂrp o REFERENCE NUMEER FOR i B ar re q))
o _ £Requisition_n» COMMUNICETION WITH LABCORP. -
Lo Central Labaratory Services Sar.l Page 3of 5

Faue Moise-fardnhes 7

1217 Mayrin Senavs Switserand
Tel: D031 58 222 7901

Fac 0041 58 822 7531

VISIT: PART B PRE-SCREENING V3.0 CPGC

Screening ID | | | | | - | |
Laboratory Requisition Form Plense mnter the pre-soresning prrr—— rm——
*F=T BioNTech SE numasr
- Dy RAare: Taar
Protocol: BNT113-01 Collectian Date EREEEEE
. Compiete month fisld in English
Investigator: «lnv_n» {Exmmpse: 01 18N 2001)
Mandstory for sl Tizsue Specimens Subm itted
Biopsy S Surgical | Date (DD-MRR-T)
Resection Date
Block I !
iFample 13 fram Pashciegy Report Farm) T e Tissue Suamittad, Slock 1D ot applicable
Pathological Desgnosis ([ HMSCC [0 Other (specify]
of Samples Submitted or
Historical Ciagniosis (if wet
tissue submitted)
Anatomical site | []Oropharyre [0 Hyponhargna| [ Ianyre [ oral cavity
Nofer Baone feslons caningf be decaiciiad OQlene [ Liver O ymph [ bone
node
Note: Site rajfers to the looation of the tissue sent for DD:hE'
tasting fo.g. iymph node metasts 5, P e
. LR {spacify):
rimary oF regpsed tumar in the arcphanys
primary crigi
Origin of submitted tissue ([ Primany tumer
D Metustatic Tumor Location
Nate: snly select “Primary Tumer” § “Aratemical site”
abowe is & ymphk node OF primary tumor [e.g. arophorypas)
AMD the sompke is from the tme & s -for
samples from redpses select the cifer aption.
Fixative used [[J10%Neutral Buffered Formalin
Note: 10% Meutral Bufered Formain i required | oeher Ispecify):
Tissue decalcified? |[] Y=z
Mate: Decalcifed Tissue ks NOT acceplable and & Owe
will resulf In cancelation
(continuad to naxt poge)
For Labcorp Use Only
Empicyes Tisbe Count e Internsl Comments
Visn i = Retrz | Shees rEesmEn
WHITE COPY-LABCORP PINE COPY-INVESTHIATOR
=Bar_reg- wlalel G ADDITIOMNAL TESTING |15 NOT ALLOWED «Bar_req=
49 [ 210445 PLEASE DO NOT RETURN EMPTY CONTAINERS TO LAECORP. ISR 250317
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O labeorp

Laocorp Central Laboratory Services Sar

Fue Moise-fartnhes 7

1217 Meyrin Seneva Switssriand
Tel: 0041 58 E22 #9301
Fai- (041 58 822 7521

Arcession No.
aRequisition_n»

Laboratory Requisition Form

=P BioNTech SE

Protocol: BNT113-01
Inwestigator: «lnv_n

-

THE ACCESSIOM NUMEER IS THE
REFEREMCE MUMEER FOR
COMMUNICATICH WiTH LABCORF.
Page dafs

«Bar_req»

VISIT: PART B PRE-SCREENING V3.0 CPGC
Screening 1D | | | | | - | |

Please enter the pre-soresning
numiser

Collection Date — — =
oimplete moth field an English
[Exmmpies 01 JAN 2001)

(Continund from pravicus noge)

Finntion Durstion im 10%
Neutral Buffered Formalin

Note: s information 15 recommended
for biocks and shides

S FFPE SLIDES PARTB-PRESCREEN

[ Mot spokicabls fwet tizsue susmitted)
[ ot b
] 2348 hr
O=72he

] 5-24 hr
[ 2572 e
[ Unknown

Slidefcur] sectioning date

Section Micron Thickness
Note: for siides anly

HZ [ HC-3enomics

5M FFPE SLIDES PARTE-PRESCREEN, 5M FFPE CURLS PART B-PRESCREEN

Clomte (Do-tMBn-rY)

D MYA Iblock orwet tizsue submitted)

5 FFPE SLIDES PARTB-PRESCREEN

[0 W/A (block or wet tissue submitted)
O 4pm
|:| 5 o

For Labcorp Uise Swnily
Empoyee Tuibe Count — Internal Comments
Visn e 2 Refrz | Sides vEeEn
WHITE COPY-LABCORP PINE COPY-IVESTIBATOR
=Bar_reg=- wlalel_fir ADDITIOMNAL TESTING 15 MOT ALLOWED «=Bar_reqs
42| 210445 PLEASE DO NOT RETURN EMPTY CONTAINERS TO LABCORP. J5R 250317
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: « ICl bCU rp Accession No.

aRequisition_n»

Lahcoep Central Labaratory Services 580
Fae Moise-Marcnhes 7

1217 Mayrin SEnave Switserane

Tel: D041 58522 7304

Faic 0041 58 822 7521

Laboratory Requisition Form
P BioNTech SE

Protocol: BNT113-01

Investigator: «lnv_n»

Please enter the pre-soreenang

Complete menth fisld in Engizh

THE ACCESSION NUBABER IS THE

REFERENCE NUMBER FOR i B ar_re q))

COMMUNICATICH WiTH LABCORF.
Page Safs

VISIT: PART B PRE-SCREENING V3.0 CPGC
Screening ID | | | | | - | |

Srs Momoer Faie=t ramioes
number

Collection Date |— e S

[Exmmpies 0 1AM 2001)

Anxtomic Pethology Specimen - Part B Pre-Screening V3.0

Submit:

are suomithed for HPY15 anabysis.

CURLS PART B-PRESCREEN samples mre submitbed.

Mark the sppropriste box below.

- Slides and Curls: SM FFPE SLIDES PART B and 5M FFPE CURLS PART B

Tumger Shdes ane submitted for PO anslysis. Turmor Shdes snd FFPE Curls

Mdark these two boxes if S FFPE SLIDES PARTE-FRESCREEN mnd S FFPE

[ supes

O cums

Comment
For Labcorp Uze Cmity
Empoyee Tube Count - Internal Comments
Vise b 2 RefiE | Sides vEeEn
WHITE COPY-LABCORP PINE COPY-MVESTIRATOR
«=Bar_reg=- wlabel G ADDITIONAL TESTING 15 NOT ALLOWED «Bar_reqs=
49 | 210445 LEASE DO NOT RETURN EMPTY CONTAINERS TO LABCORP. ISR 250317
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Main Trial Screening:

S, Acceszion No. THE ACCESSION NUMEER 15 THE
b Iﬂ bcn rp o REFEREMCE NUMBER FOR & B ar re q ¥
=y ) afequisition_n» COMMUNICATICH WITH LASCORP. -
Latcoap Central Labaratory Services Sar.| Page 1of 5

Fue Moise-Mardinhes 7

1217 Meyrin Seneva Swikzesrisnd
Tel: 0041 =8 222 P304

Fai- (04158 822 521

Laboratory Requisition Form

BioNTech SE

Protocol: BNT113-01

Investigator: «lnv_n» VISIT: PART B TISSUE BIOPSY CPGC

DO NOT RETURN THIS PAGE

Testing For This Visit

Z-part

Plenze refer to the Lsborstory Manus| for detailed ssmple collection, preparation, and handling instructions.
Associnted Test Sroups|s) Craw Container Retm Contemner Snipment Conditian

50 FATH REFORT 1% envelape Ambsent
CRSITAL SLIDES 400-5LIDE * 1 x super frost microscope slide, 1 x label, Refrigemted
M FFRESLDES FARTE " 1 x micrasoope shde box, 3 K eppendort tubes, 3 K lnbels
TARSET LESION COMFSLDE *
HPY PANEL HPV-16- CURL * 1 x swper frost microscope slide, 1 x labed, Refrigemted
50 EXTRACTED DNA-PARTE * 1 x microscope shde box, 3 x eppencor tubes, 3 x labels
M FFPE CURLE PARTE ©

* Conditianal

Please remembaer to send the Pathology REport slong with the tiszue biopsy.

Plaase mote that for tesue sismission: reguinement i 10% NEF |109% Meutrsl Bufoned Fonmain), sy other tostive used wil result in cancallation of testing and
HPVAS and PDLL assays will not be performed.

Leawve Patient 5D fieid blani unbess patient i being re-soreened.

Plemse follow Part B specimen collection instructions in the lab manual.

Provice bath shites and curls as per below:
-5 slides of 4-5 =m thickness: cne for HEE and four for FO-LY

- 3 curis of 10 pm thickness [each cud in its own tube] for HPYLE DA

Slides simbility is § months when stored at 2-8 "C (preferred) or 4 months when stored ot 25 °C

Curls stalbilty 15 18 months for amieent and refrgerated shorage.

S P K file f DO NOT return t ~Bar _req>-
220 On TIe Tor your reoonds. return o Laboor
T-26 | 210445 Y n ISR 250317
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Arccession No.
«Requisition_n»

(© labeorp

Lancorp Central Laboratory Services Sar.
Foue Moise-farcnhes 7

1217 MiyTin Geneva Switperand

Tel: 0041 58 522 1501

Fec 0041 58 B22 7524

Laboratory Requisition Form
*P=" BioNTech SE
Protocol: BNT113-01
Investigator: «lnv_n»
Site Number |

ATTH: LPS Team - Site reassignment

nstructicns:

complete all bexes on this requisition with a blue or black
ball point pen. Failure to complete all boxes will delay
reports.

Please check that all patient identifiers are complete,

Complete month field in English |

THE ACCESSION NUMBER IS THE
RIEFER.ENCE NUBBER FOR
COMBUNICATION WITH LABCORP.
Page 2af 5

«Bar_req»

WVISIT: PART B TISSUE BIOPSY CPGC

SUBIECT/PATIENT INFORMATION

Screening ID

® K be FLENE NaTIe
Patient ID | | | | | i
Leave Dlank wniexs patent i DEINE [ y—r— —
resoresned
Birthdate b
o[1[J[aln] | | ]
SEI =y Farmms

COLLECTION INFORMATION

Collection Date

Ty Month

|Exampie: 01 JAN 2001]

24 Howr Dock

Collection Time
[Reoord Midnaght as 23:55)

consistent and correct, amd that each container has the
same accessicn number, when packing specimens for

Requisition Completed By

THIS SECTION TO BE COMPLETED BY SITE PERSOMMEL ONLY

i 1
shipment! Fulll narme in capital letters
Phone Murmber
O the person completing the
requisticn
For La Lise Cwily
Empicyes Tuibe Count § Imtermal Comments
2 ‘Waliation
Wiss Amb Frz Refrig Shid=s

WHITE COPY-LABCORP

PINE COPY-EBNVESTHIATOR

wlabel G

=Bar_reg-
T-26 | 210445

ADDITIONAL TESTING |15 NOT ALLOWED
PBLEASE DO NOT RETURN EMPTY CONTAINERS TO LABCORP.

«Bar_req=
J5R 250317

CVLP Technical Requirements — BNT113-01 v2 10-Oct-2025
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=

o THE ACGESSION NLBABER IS THE
b Nty Iubcnrp REFEREMCE NUMBSER FOR
=y COMBUNICATION WITH LASCORP.

Page 3af 5

Arcession No.
«Requisition_nx»

«Bar_req»
Lancoep Central Laboratory Services Sar.
Foue Moise-faronhes T

1217 MeyTin Senevs Switzeriand

Tel: 0041 58 822 /901

Fai- 0041 58 B22

VISIT: PART B TISSUE BIOPSY CPGC

Screening 1D | | | | | - | |
Sis Mamzar Pariast rasmizer
patientn| | | [ | [ [-] | |
LﬂbDFEtDF‘y’ Ftequiﬁ'rtinn Form Leswve bimnk uniess patient is besng Frerm— e ——
2-part BioMTech SE resoeened _ _

Collection Date |—=
Compiete month field in English |

Protocol: BNT113-01
Imvestigator: «lnv_n» [Exmmpse 01 1AM 2001)

Mendetory for sll Tissue Specimens Submitted

Biopsy / Surgical | Dwte {DD-BMB-YYYY)
Resection Date

Bleck 1D |
{Sampie 1D from Pathoicgy Report Form )

[T s Tizsue Susmitted, Slock 10 nat spplicakle

Pathalogical Disgnosis |[] HMSCC [0 Other (specify]

of Samples Submitted or

Historical Disgriosis (if wet

tiszue submitted )

Anatomical site | [ Qropharynx [ Hyposharyna| [ arynx [ oral cavity
Node: Bone leskons cannol be decalcied OJluns [ Liver O ek [ bone
node
Note: Site rafers to the iooation of the tissue sant for Oother
o fe.g.. fymph node metastoss, ng metastesis {specifyl:
i

not the

the temar.

tumar in the orspharm

Brimary crigin

Origin of submitted tissue | 7] Primary tumer
|:| Metastatic Tumor Location
Wate: ool sekect “Primary Tumor™ § “dnatomiod s

node OF primany bumo

abowe is & i
AND the sampks is from the time of
sompkes from neopnes sefert the ohier option

Finmtrwe used IC]10% Mautral BuFarad Farmalin

Mote: 10% Neutral Buffared Formain s required

I oehes |specify):

Tissue decalcified?

Nafe: Decalcied Tissue ks NOT accepfable and &
Wil resulf In cancelation

O ==
O #e

[oontinued £ naxt page)

For Labcorp Lise Cuily

S oyes Tuibe Count o Interrniel Comments
Visa Emn 2 Refrg | Giees wanesmEn
WHITE COPY-LABCORP PINE COPY-VESTIGATOR
«Bar_reg= wlibel_fis ADDITIOMNAL TESTING 1S MOT ALLOWED «Bar_redq-
T-26 | 210445 PLEASE DO NOT RETLIAN EMPTY CONTAINERS TO LABCORP. ISR 250317
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Pt

(L) labcorp
Lancoep Central Laboratory Services Sar.
Foue Moise-faronhes T

1217 MeyTin Senevs Switzeriand
Tel: 0041 58 822 /901
Fai- 0041 58 B22 7531

Laboratory Reguisitio
LB BioNTech SE

Protocol: BNT113-01

Imvestigator: «lnv_n»

Arcession No.
«Requisition_nx»

n Form

THE ACCESSION NUMBER I5 THE
REFEREMCE NUMEER FOR
COMMUNICATICH WiITH LABCORP.
Page 4aof 5

«Bar_req»

VISIT: PART B TISSUE BIOPSY CPGC

Screening 1D | | | | | - | |
e Mamtar Fasest ramoer
Patient ID | | | | | - | |
Leswe bimnk unless patient s beang [y r— ——
resoeensc
2 Aart: Ve

Collection Date
Ciompdete month field sn Engiish
[Esmmple 01 JAN 2001

\Continued from previous poge )

Fixation Duretion in 10%
Meutral Buffered Formalin

Mode i information /s recommended
for hiocks and sides

Slide;/curl sectioning date

Section Micron Thickness

3M FFPE SLIDES PART B

[ Mot spoficable (wet tissue submitted)

SM FFPE SLIDES PART B, SM FFPE CURLS PART B

Oowte (oo-sman-rry

[ 0 b [ 6-24 hr
[ 22<23 br [ s8<72hr
O=72h O Unknown

D MSA (block orwet tissue submitted)

SM FFPE SLIDES PARTE

HE | M C-EEn omacs

] M/A (block or wet tissue submitted)

Mote: for shdes anly O apm
D 5 purrs
For Labeorp Use Omiy
S oyes Tuibe Count o Interrniel Comments
Visa Emn 2 Refrg | Giees wanesmEn
WHITE COPY-LABCORP PINE COPY-VESTIBATOR

«Bar_reg= wlibel_fis ADDITIOMNAL TESTING 1S MOT ALLOWED «Bar_redq-
T-26 | 210445 PLEASE DO NOT RETLIAN EMPTY CONTAINERS TO LABCORP. ISR 250317
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P Accession No. THE ACCESSION NUMBEER 15 THE

b Iﬂbcarp o REFERENCE NUMBER FOR 4« B ar re q})
= . aRequisition_n» COMMUNICETION WITH LABCORP. -
Lascoep Cantral Labaratony Services Sar. Page 5 of 5

Fue Maise-fdardnhes 7

1217 MizyTin Geneva Switoeriand
Tel: D041 55 222 7504

Fec 0041 5B B2Z 7524

WISIT: PART B TISSUE BIOPSY CPGC

Screening ID | | | | | - | |
Srs Momser Fase=t ramioe
Patient ID | | | | | - | |
Laboratory Requisition Form Lemve birk unless patient is beng ereap—— m—y—
P2 BioNTech SE remmanes
- ol Fearris Tear
Protocol: BNT113-01 Collection Date EREER
i Compiete momth figkd in English
Investigator: «lnv_n» [Exmmpse: 0 1AM 2004)

CONDITIOMAL TESTING - Please mark the box{es) .F-i] or ki to ensure proper ordering of testfs)!

If you fail fo mark the chechbox, tesfing may be ordered per Covance policy without investigator notification.
Submit:
- Slides and Curls: S\ FFPE SLIDES PART B and 5M FFPE CURLE PART B

Plark the appropriate box below.

Tumior Shdes ane swomitted for PO-L1 ansiysic. Turmar Slides sng FRPE Curls
are submithed for HPVLS analysis. [0 supes

Mark these two boxes it S\ FFPE SLIDES PART B box 5M FFPE CURLS PART

B sampies are submitted. [l cumis
Comment
For Labcorp Use Only
Empicyes Tuie Count . : Internal Comments
Wisa Amb =z Refrg Shaes veEsREn

WHITE COPY-LABCORP PINE COPY-INVESTHIATOR
«=Bar_regs= wlalel G ADDITIONAL TESTING IS MOT ALLOWED «~Bar_req=
T-26 | 210445 PLEASE DO NOT RETURN EMPTY CONTAINERS TO LABCORP. J5R 250317
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Appendix 3 — Web Re-supply

Please follow the following guidance when completing the LabCorp re-supply webform.

Section A:

Pharmaceutical Sponsor: BioNTech

Complete Protocol Number: BNT113-01

LabCorp Project Number: 210445

Principal Investigator Name: CPGC Lead details

Site Number: CPGC LabCorp Site ID

Country: UK

Email address: main contact email address for requestor

Section B:

Lab kit (Please note a critical minimum order quantity of 2 pre-screening kits and 1
main screening kit applies)
o Part B Pre-Screening V3.0 CPGC (minimum order quantity 2)
o Part B Tissue biopsy CPGC (minimum order quantity 1)
Additional bulk supplies:
o Microscope slides (Superfrost package)
o Empty microscope slide box
Shipping boxes
o Refrigerated boxes (each box should include a refrigerant pack but please
add wording in the form comments section to request refrigerant packs are
included for completeness)
Shipping documents
o Airway Bill (AWB)

In the event expedited shipment is required, please indicate this on the form and notify the
CVLP team at cvip@soton.ac.uk.
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Appendix 4 — CVLP pathway for BioNTech’s BNT113-01 (AHEAD-MERIT) trial
(CVLP Referral Tool unavailable)

The below process is to be followed if the CVLP Referral Tool is either not in use at the
CVLP site (pending transition) or temporarily unavailable for use.

Activity

Identification and consent into the CVLP

Step 1 .

Step 2

Patients should be identified for the CVLP following the
referral criteria outlined in section 7.2.

An adequately trained health care practitioner from the
clinical care team/research team should take the patient’s
consent for the CVLP using the CVLP patient information
sheet and consent form provided. Consent can be taken in
person, remotely or via e-consent, please refer to the CVLP
protocol for details.

Once a patient consents, their name and details should be
added to the CVLP data return template, sending an updated
version of this to the SCTU Clinical Liaison team
(cvlp@uhs.nhs.uk) weekly on Friday (latest 2pm) using
encrypted NHS mail.

At the same time, the research delivery team are to inform
the local pathology department immediately about the
recruited patient.

Local SOPs should be followed by the CVLP site research
team for requesting the release of an FFPE tissue block to
the CPGC, with the block being sent by a tracked delivery
method. A copy of the participants pathology report should
be included with the shipment.

The CVLP site research team will inform the CPGC by
email that a patient has been recruited, and they can
expect to receive an FFPE tissue block from the CVLP site,
copying in the Clinical Liaison via cvip@uhs.nhs.uk. When
doing so, the CVLP research team will also attach a
scanned copy of patient’s signed informed consent for the
CPGC to receive the FFPE tissue block.

The CVLP site research team (or local pathology team —
see step 3) must enter the tumour block details, date of
shipment and tracking information into the CVLP data
return template.

The CVLP site research team should send the CVLP GP letter
(Word template provided) including a copy of the CVLP patient

information sheet to inform the patient’s GP that they are
participating into the CVLP.
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Tissue sample for the CVLP

The CVLP site’s local pathology department will identify an
archival FFPE tissue block that was taken as part of the
standard of care pathway for diagnosis of HNSCC. The
sample should preferably be derived from a current site of
metastatic or recurrent disease. Otherwise, a sample from
the primary tumour is an acceptable alternative.

Once the tissue block is identified, it should be sent to the
relevant Cellular Pathology Genomic Centre (CPGC) as
soon as possible using tracked delivery, following standard
packaging, and transport protocols.

The CVLP site research team (or local pathology team) must
enter the tumour block details, date of shipment and tracking
information into the CVLP data return template.

Patient referral to the BNT113-01 trial

Step 5

Step 6

Following confirmation that the patient is suitable for either
BNT113-01 pre-screening or main trial screening (see
Section 7.2 for pre-screening and main trial screening
eligibility criteria), the CVLP site will complete and email the
required password protected ‘CVLP — BNT113-01 Pre-
Screening Referral Form’ or ‘CVLP — BNT113-01 Main Trial
Screening Referral Form’. The CVLP site should also attach
the patients required reports - For pre-screening the
pathology report will need to be uploaded, and for main trial
screening the pathology report, radiology report and last
clinic letter will need to be uploaded. The referral form can be
sent directly to the trial site by secure NHS email, copying in
the Clinical Liaison (cvlp@uhs.nhs.uk). The CVLP site
should also update the data return template to confirm if a
referral has been submitted.

On receipt of the referral, the trial site reviews the information
provided by CVLP sites and confirm whether the patient is a
suitable candidate for BNT113-01 pre-screening or main trial
screening.

The trial site will contact the patient and arrange for them to
be consented into the BNT113-01 trial.

Dependent on adoption, trial sites may have the option to
utilise remote consent or in person consent for pre-screening
depending on the patient’s preference.

Trial sites must arrange to consent those who are suitable
candidates for the main trial screening in person.

If the patient consents to pre-screening (see steps 7-9 and
11-12):

The trial site will record the patient on their BNT113-01 pre-
screening log held at their site. The trial site will also issue a
unique pre-screening number (pre-screening ID). The trial
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site will confirm pre-screening consent and send the
following information to the Clinical Liaison
(cvlp@uhs.nhs.uk) by email:

1) BNT113-01 pre-screening ID

2) Date of pre-screening consent

3) Patient name

4) Patient NHS number

If the patient consents to main trial screening (see steps 7-9,
11-14):

The trial site will issue a unique participant number (patient
ID) by registering the patient on the BNT113-01 IXRS
system. The trial site will confirm main trial screening
consent and send the following information to the Clinical
Liaison (cvip@uhs.nhs.uk) by email:

1) BNT113-01 patient ID

2) Date of main trial screening consent

3) Patient name

4) Patient NHS number

Tissue preparation for BNT113-01

Step 7 .

Step 8

Step 9

On confirmation of the date of consent to BNT113-01 pre- CPGC
screening or main trial screening by trial sites, the Clinical

Liaison team will send a notification to the relevant CPGC via

email to alert that sample preparation is required. This email

will include the BNT113-01 pre-screening/patient ID.

The CPGC will prepare the curls and slides for central HPV16 = CPGC
DNA and PD-L1 expression testing following the instructions
and cutting scheme provided in appendix 1.

For participants who have been consented to BNT113-01
pre-screening and main ftrial screening, the CPGC will
prepare the curls and slides within 3 working days of being
notified a sample is required.

The standard turnaround time for HPV16 DNA and PD-L1 CPGC
central testing is up to 30 calendar days for pre-screening
from receipt of the sample by LabCorp.

Expedited central testing is required for pre-screening
participants who have clinical or radiological findings
suggestive of recurrent or metastatic HNSCC pending
confirmatory studies that is not expected to be curable with
surgery or radiation. CPGCs must indicate on the sample
requisition form that results are required within 10-12
calendar days from sample receipt at LabCorp for these
participants.
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The standard turnaround time for HPV16 DNA and PD-L1
central testing is 10-12 calendar days for main trial screening
from receipt of the sample by LabCorp.

The CPGC will send the curls and slides to BioNTech’s
central laboratory, LabCorp, using the DHL courier.

The CPGC will complete the CPGC data return template and
return it to the Clinical Liaison (cvip@uhs.nhs.uk), confirming
the dates that samples were shipped, the sample kit
accession number and airway bill (AWB) number. The CPGC
will also send a copy of the completed sample requisition
form and airway bill to the Clinical Liaison
(cvip@uhs.nhs.uk).

BioNTech’s central laboratory, LabCorp, will use the curls
and slides prepared by the CPGC to undergo central testing
as follows:

o Pre-screening (up to 30 calendar day turnaround
time): PD-L1 expression followed by HPV16 DNA
testing for those expressing PD-L1.

o Expedited pre-screening samples and main trial
screening samples (10-12 calendar day
turnaround time): PD-L1 and HPV16 DNA testing
completed simultaneously.

The trial site will be informed of the results of the central
HPV16 and PD-L1 testing directly as per trial protocol.

The trial site will inform the patient directly of the results of
the central testing. Dissemination of central PD-L1 results,
and HPV16 results if tested, to participants must be
performed by trial sites under trial site Pl oversight.

The trial site must email the outcome of central testing to the
CVLP site and the Clinical Liaison (cvlp@uhs.nhs.uk) within
1 working day after receipt of the report.

Pre-screening for BNT113-01

Step 13

Following notification of consent to BNT113-01 pre-
screening, the CVLP site must ensure that the trial site team
and the Clinical Liaison (cvip@uhs.nhs.uk) are updated with
the date that CVLP expects a diagnosis of
recurrent/metastatic HNSCC to be confirmed. As an
example, this may be the date the patient is due to be
discussed in MDT post imaging or biopsy, or the date the
CVLP expects to receive the imaging or biopsy report.

If the CVLP site confirms a diagnosis of recurrent/metastatic
HNSCC during pre-screening for BNT113-01, then the
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‘CVLP - BNT113-01 Main Trial Referral Form’ should be
completed and sent to directly to the trial site, copying in the
Clinical Liaison (cvlp@uhs.nhs.uk). The CVLP site should
also update the data return template to confirm if a main trial
referral has been submitted.

On receipt of a confirmed recurrent/metastatic HNSCC
diagnosis during pre-screening and main ftrial referral, trial
sites will review the patient’s details and consider them for
consent and inclusion in BNT113-01 main trial screening.

Trial sites will confirm the date of consent to main ftrial
screening by email to the Clinical Liaison (cvip@uhs.nhs.uk),
the email should also include the patients name, NHS
number and BNT113-01 patient ID. Consent for main ftrial
screening must be given in person.

As the central HPV16 and PD-L1 central testing will already
have been completed as part of pre-screening, there will be
no requirement for trial sites to handle tissue for patients
proceeding from pre-screening to main trial screening. There
will also be no requirement for any further tissue preparation
or shipment by the CPGC to BioNTech'’s central laboratory,
LabCorp.

Main Trial Screening and Randomisation for BNT113-01

Step 15

Step 16

The trial site will perform the required investigations per the
BNT113-01 trial protocol prior to the start of trial treatment.

Patients that meet all eligibility criteria for inclusion in
BNT113-01 are randomised to the experimental or control
group. The trial site will email the Clinical Liaison
(cvlp@uhs.nhs.uk) with the date of randomisation along with
the patient’'s name, NHS number and BNT113-01 patient ID.
The treatment arm should not be sent to the Clinical Liaison.

At this point, the trial site will take over responsibility for the
patients care and ongoing cancer treatment and monitoring.
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Appendix 5 — Summary of significant changes to the Technical Requirements

Technical Requirements Summary of significant changes
version and date
V1 02-Apr-2025 First version

V2 10-Oct-2025 1) Inclusion of high-risk patients into pre-screening
inclusion criteria.

2) Updated CVLP/BNT113-01 Pathway image to reflect
change 1.

3) Clarification of patient reports to be uploaded / attached
with referral.

4) Clarification on meaning of measurable disease
(inclusion criteria).

5) Inclusion of disposable forceps and PCR clean supply.
6) Clarification on requirement for unstained slide.

7) Inclusion of HPV16 testing timeframe requirement onto
requisition form.

8) Updated requisition form image to reflect change 7.
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