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PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
Protocol C4601012
Final Protocol, 25 July 2022

Unblinded site staff member(s) will dispense/administer 1 dose of study intervention into
the deltoid muscle of the (preferably) nondominant arm. Please refer to the IPM for
further mstructions on this process.

Blinded site staff must observe the participant for at least 30 minutes after study
intervention adnumistration for any acute reactions. Record any acute reactions (mcluding
time of onset) in the participant’s source documents and on the AE page of the CRF, and
on an SAE form as applicable.

Ensure that the participant’s parent(s)/legal guardian has a caliper/tape measure to
measure local reactions at the injection site and a thermometer for recording daily
temperatures, and 1f not, 1ssue a caliper/tape measure and/or a thermometer (as required)
and provide mstructions on their use.

Ensure that the participant’s parent(s)/legal guardian remains comfortable with the
chosen e-diary platform, confirm instructions on e-diary completion, and ask the
participant’s parent(s)/legal guardian to complete the e-diary from Day 1 through Day 7,
with Day 1 being the day of vaccmation.

Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immmediately if the participant experiences any of the following from Day 1 through
Day 7 after vaccination (where Day 1 1s the day of vaccination) to determine 1f an
unscheduled visit 1s requured:

s Fever =104 0°F (>40.0°C).

* Redness or swelling at the injection site measuring >7 cm (>>14 caliper units) for
participants 5 through 11 years of age and >10 cm (>20 caliper units) for participants
=12 years of age.

e Severe headache or severe joint pamn.

Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if any significant illness or hospitalization occurs.

Schedule an appointment for the participant to return for the next study visit.
Complete the source documents.

The mvestigator or an authorized designee completes the CRFs and an unblinded
dispenser/adnumistrator updates the study intervention accountability records.

The mvestigator or appropriately qualified designee reviews the e-diary data online
following vaccination to evaluate participant compliance and as part of the ongoing
safety review. Daily review 1s optimal during the active diary period.
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PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
Protocol C4601012
Final Protocol, 25 July 2022

8.10.3. Visit 3 — Month 6, Dose 3 (End of Primary Series: 172-192 Days After Visit 1)
* Record AEs/NDCMCs/SAEs as described 1n Section 8 4.

e Measure temperature as per usual clinical practice.

e Perform urine pregnancy test on females =10 years of age as described in Section 8.3 4.
e If appropnate, discuss contraceptive use as described mn Section 10.4.

¢ Record nonstudy vaccinations and medications as described in Section 6.9.

e Review the participant’s e-diary data from the previous visit. Collect stop dates of any
e-diary events ongoing on the last day that the e-diary was completed and record stop
dates i the CRF.

e Ensure and document that the participant 1s still eligible to continue n the study. If not,
the participant may not receive further study intervention but will remain in the study to
be evaluated for safety (see Section 7.1).

e Ensure that the participant meets none of the temporary delay critenia as described in
Section 5.5.

e Obtain the participant’s study intervention allocation using the IRT system.

e Unblinded site staff member(s) will dispense/admimister 1 dose of study intervention into
the deltoid muscle of the (preferably) nondominant arm. Please refer to the IPM for
further mstructions on this process.

e Blinded site staff must observe the participant for at least 30 nunutes after study
intervention adnumistration for any acute reactions. Record any acute reactions (mcluding
time of onset) in the participant’s source documents and on the AE page of the CRF, and
on an SAE form as applicable.

e Ensure that the participant’s parent(s)/legal guardian has a caliper/tape measure to
measure local reactions at the injection site and a thermometer for recording daily
temperatures, and 1f not, 1ssue a caliper/tape measure and/or a thermometer (as requred)
and provide mstructions on their use.

e Ensure that the participant’s parent(s)/legal guardian remains comfortable with the
chosen e-diary platform, confirm instructions on e-diary completion, and ask the

participant’s parent(s)/legal guardian to complete the e-diary from Day 1 through Day 7,
with Day 1 being the day of vaccmation.
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Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if the participant experiences any of the following from Day 1 through Day
7 after vaccination (where Day 1 1s the day of vaccination) to determine if an
unscheduled visit 1s requured:

¢ Fever =104 0°F (>40.0°C).

* Redness or swelling at the injection site measuring >7 cm (>>14 caliper units) for
participants 5 through 11 years of age and >10 cm (>20 caliper units) for participants
=12 years of age.

e Severe headache or severe joint pamn.

Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if any significant illness or hospitalization occurs.

Schedule an appointment for the participant to return for the next study visit.

Remind the participant’s parent(s)/legal guardian to bring the e-diary to the next visit for
collection, if applicable.

Complete the source documents.

The mvestigator or an authorized designee completes the CRFs and an unblinded
dispenser/adnumistrator updates the study intervention accountability records.

The mvestigator or appropriately qualified designee reviews the e-diary data online
following vaccination to evaluate participant complhiance and as part of the ongoing
safety review. Daily review 1s optimal during the active diary period.

8.10.4. Visit 4 — Month 7 (28-42 Days After Visit 3)

Record AEs/NDCMCs/SAEs as described in Section 8.4
If appropnate, discuss contraceptive use as described in Section 104
Record nonstudy vaccinations and medications as described 1n Section 6.9.

Review the participant’s e-diary data from the previous visit. Collect stop dates of any
e-diary events ongoing on the last day that the e-diary was completed and record stop
dates i the CRF. Collect provisioned device, as applicable.

Ensure and document that the participant 1s still ehigible to continue in the study. If not,
the participant may not receive further study intervention but will remain in the study to
be evaluated for safety (see Section 7.1).
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e  Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if any significant illness or hospitalization occurs.

e Complete the source documents.
e The mvestigator or an authorized designee completes the CRFs.

8.10.5. Visit 5 — Month 12 Telephone Call (355-375 Days After Visit 1)

e Ensure and document that the participant 1s still eligible and willing to continue in the
study.

¢ Record AEs'NDCMCs/SAEs as described i Section 8 4.
¢ Record nonstudy vaccinations and medications as described in Section 6.9.

e  Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if any significant illness or hospitalization occurs.

e Schedule an appointment for the participant for the next study visit.
e Complete the source documents.

e The mvestigator or an authorized designee completes the CRFs.

8.10.6. Visit 6 — Month 18, Booster Dose (535-555 Days After Visit 1)
* Record AEs/NDCMCs/SAEs as described 1n Section 8 4.

e Measure temperature as per usual clinical practice.

e Perform urine pregnancy test on females =10 years of age as described in Section 8.3 4.

e If appropnate, discuss contraceptive use as described mn Section 10.4.

¢ Record nonstudy vaccinations and medications as described in Section 6.9.

e Ensure and document that the participant 1s still eligible to continue in the study. If not,
the participant may not receive further study intervention but will remain in the study to
be evaluated for safety (see Section 7.1).

e Ensure that the participant meets none of the temporary delay critenia as described in
Section 5.5.

e Obtain the participant’s study intervention allocation using the IRT system.
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PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
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Unblinded site staff member(s) will dispense/administer 1 dose of study intervention into
the deltoid muscle of the (preferably) nondominant arm. Please refer to the IPM for
further mstructions on this process.

Blinded site staff must observe the participant for at least 30 minutes after study
intervention adnumistration for any acute reactions. Record any acute reactions (mcluding
time of onset) in the participant’s source documents and on the AE page of the CRF, and
on an SAE form as applicable.

Ensure that the participant’s parent(s)/legal guardian has a caliper/tape measure to
measure local reactions at the injection site and a thermometer for recording daily
temperatures, and 1f not, 1ssue a caliper/tape measure and/or a thermometer (as required)
and provide mstructions on their use.

Ensure that the participant’s parent(s)/legal guardian remains comfortable with the
chosen e-diary platform, supply a provisioned device to them (as applicable), confirm
mstructions on e-diary completion, and ask the participant’s parent(s)/legal guardian to
complete the e-diary from Day 1 through Day 7, with Day 1 being the day of vaccmation.

Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator

immmediately if the participant expeniences any of the following from Day 1 through Day

7 after vaccination (where Day 1 1s the day of vaccination) to determine if an

unscheduled visit 1s requured:

¢ Fever =104 0°F (>40.0°C).

* Redness or swelling at the injection site measuring >7 cm (>14 caliper units) for
participants 5 through 11 years of age and >10 cm (>20 caliper units) for participants
=12 years of age.

e Severe headache or severe joint pamn.

Ask the participant’s parent(s)/legal guardian to contact the site staff or investigator
immediately if any significant illness or hospitalization occurs.

Schedule an appointment for the participant to return for the next study visit.

Remind the participant’s parent(s)/legal guardian to bring the e-diary to the next visit for
collection, if applicable.

Complete the source documents.

The mvestigator or an authorized designee completes the CRFs and an unblinded
dispenser/adnumistrator updates the study intervention accountability records.
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The mvestigator or appropriately qualified designee reviews the e-diary data online
following vaccination to evaluate participant complhiance and as part of the ongoing
safety review. Daily review 1s optimal during the active diary period.

8.10.7. Visit 7 — Month 19 (28-42 Days After Visit 6)

Record AEs/NDCMCs/SAEs as described in Section 8.4

If appropnate, discuss contraceptive use as described in Section 104

Record nonstudy vaccinations and medications as described 1n Section 6.9.

Review the participant’s e-diary data from the previous visit. Collect stop dates of any
e-diary events ongoing on the last day that the e-diary was completed and record stop
dates m the CRF. Collect the provisioned device or assist the participant’s parent(s)/legal
guardian with deleting the e-diary application.

Ensure and document that the participant 1s still eligible to continue in the study.

Ask the participant or participant’s parent(s)/legal guardian to contact the site staff or
mvestigator immediately if any sigmficant illness or hospitalization occurs.

Schedule an appomntment for the final study telephone call.
Complete the source documents.

The mnvestigator or an authorized designee completes the CRFs.

8.10.8. Visit 8 — Month 24 Telephone Call (172-192 Days After Visit 6)

Record AEs/INDCMCs/SAEs as described in Section 8 4.

Record nonstudy vaccinations and medications as described 1n Section 6.9.
Complete the source documents.

The mnvestigator or an authorized designee completes the CRFs.

Inform the participant or participant’s parent(s)/legal guardian that the participant’s study
participation has ended.

8.11. Unscheduled Visit for Fever or a Grade 3 or Suspected Grade 4 Reaction

If redness or swelling >14 caliper units for participants 5 through 11 years of age or

>20 caliper umits for participants =12 years of age (Section 8.3 3 2), severe headache, severe
joint pain (Section & 3.3 3), or fever (=102.1°F [>39.0°C]) (Section & 3.3 4) 1s reported by the
participant’s parent(s)/legal guardian in the reactogenicity e-diary, a telephone contact should
occur to ascertain further details and deternune whether a site visit 1s climcally indicated.
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If a suspected Grade 4 local reaction (Section 8.3.3.2), Grade 4 systemic event
(Section 8.3 .3 3), or fever (>104.0°F [>40.0°C]) (Section 8.3.3 4) 1s reported by the

participant’s parent(s)/legal puardian in the reactogenicity e-diary, a telephone contact or site
visit should occur to confirm the fever and determune whether the event meets the criteria for
Grade 4.

A site visit must be scheduled as soon as possible to assess the participant unless any of the
following 1s true:

e The participant 1s unable to attend the unscheduled wvisit.

¢ The local reaction/systenuc event 1s no longer present at the time of the telephone
contact.

e The participant’s parent(s)/legal guardian recorded an imncorrect value in the e-diary
(confirmation of an e-diary data entry error).

e The PI or authonized designee determined it was not needed.

This telephone contact will be recorded in the participant’s source documentation and the
CREF.

If the participant 1s unable to attend the unscheduled visit, or the PI or authorized designee
determined 1t was not needed, any ongoing local reactions/systemic events must be assessed
at the next study visit.

During the unscheduled visit, the reactions/events should be assessed by the investigator or a
medically qualified member of the study staff, such as a study physician or a study nurse, as
applicable to the investigator’s local practice, who will:

e Measure body temperature (°F/°C).
e Measure mummum and maximum diameters of redness (if present).
e Measure mummum and maximum diameters of swelling (if present).

e Assess injection site pain (if present) in accordance with the grades provided in
Section 8.3.3.2.

e Assess systemic events (if present) in accordance with the grades provided in
Section 8.3.3.3.

e  Assess for other findings associated with the reaction/event and record on the AE page of
the CRF, if appropnate.

e The mvestigator or an authorized designee will complete the unscheduled visit
assessment page of the CRF.
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9. STATISTICAL CONSIDERATIONS

The methodology for summary and statistical analyses of the data collected in this study 1s
described here and further detailed in the SAP, which will be maintained by the sponsor. The
SAP may modify what 1s outlined in the protocol where appropnate; however, any major
modifications of the pnmary endpomt defimitions or their analyses will also be reflected in a
protocol amendment.

9.1. Statistical Hypothesis

There 15 no statistical hypothesis as thus 1s a descriptive safety study.
The estimand corresponding to the primary safety objective 1s described 1n Section 3.

9.2. Analysis Sets
For purposes of analysis, the following analysis sets are defined:

Participant Analysis Set |Description

Enrolled population All participants who have a signed ICD.

Randomuzed population All participants who are assigned a randomuzation number in
the IRT system.

Safety population All enrolled participants who recerve at least 1 dose of the
study intervention.

9.3. Statistical Analyses

The SAP will be developed and finalized before any analyses are performed and will
describe the analyses and procedures for accounting for missing, unused, and spurious data.
This section 15 a summary of the planned statistical analyses of the primary and secondary
endpoints.

9.3.1. General Considerations

Unless stated otherwise, “vaccine group™ in thus section refers to participants receiving
VLA1S5 or placebo. CIs for all endpoints in the statistical analysis will be presented as
2-sided at the 95% level unless specified otherwise.

The safety analyses are based on the safety population. Participants will be summarnized by
vaccine group according to the study mterventions they actually recerved. Missing AE dates
will be imputed according to Pfizer safety rules. Completely missing e-diary data (e, all

7 days of e-diary collection were missing) will not be imputed. For partially complete e-diary
data (1e, 1-6 days of reactogenicity data are available), 1t 1s assumed that no reactions or
events were experienced on missing days based on the e-diary data source.
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9.3.1.1. Analyses for Binary Data

Descriptive statistics for binary variables are the proportion (%), and the numerator (n) and
the denomunator (N) used in the proportion calculation. The 95% CI for percentage, and for
the difference in percentages, will also be presented, where appropnate_

1. The 95% CI for the proportion will be constructed by the Clopper-Pearson method
described by Newcombe. The 95% CI will be presented in terms of percentage.

2. The 95% CI for the difference in the proportions will be computed using the Miettinen
and Nurmunen method. The 95% CI will be presented in terms of percentage.

9.3.1.2. Analyses for Continuous Data

Unless otherwise specified, descriptive statistics for continuous vanables are n, mean,
median, SD, mimmum, and maximum.

If applicable, CI for the mean of the continuous variable will be constructed by the standard
method based on Student’s t distnbution.

9.3.2. Primary Endpoint(s)/Estimand(s) Analysis

Endpoint

Statistical Analysis Methods

Safety

Any reactogenicity reported within 7 days after vaccination will be
summarized. Descriptive statistics will be provided for each reactogenicity
endpoimnt 1n each vaccine group. All of the safety summary data will be
presented for each age proup (5 through <12 years and >12 to 17 years).
Safety data may also be presented for the combined age groups, 1f

appropriate.

Local reactions (pain at the injection site, redness, swelling) and systemic
events (fever, headache, fatigue, muscle pain, and joint pain) from Day 1
through Day 7 after each dose will be presented by maximum severity and
any severity.

Descriptive summary statistics will include counts and percentages of
participants reporting each event included i the e-diary and the associated
Clopper-Pearson 95% CIs (Section 9.3.1.1).

AFEs, SAEs, and NDCMCs will be categorized according to MedDRA
terms. A 3-tier approach will be used to summarize AEs. Under this
approach, AEs are classified into 1 of 3 tiers: (1) Tier 1 events are
prespecified events of clinical importance and are 1dentified in a list in the
product’s safety review plan. There are no Tier 1 events identified for
VLAI1S at thus stage. (2) Tier 2 events are those that are not Tier 1 but are
considered “relatively common™; a MedDRA preferred term 1s defined as a
Tier 2 event 1f there are at least 1% of participants in the pooled VLA15
group or placebo group reporting the event. (3) Tier 3 events are those that
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Endpoint Statistical Analysis Methods

are neither Tier 1 nor Tier 2 events. For both Tier 1 and Tier 2 events, the
95% ClIs for the difference in the percentage of participants reporting the
events between the pooled VLA15 group and the placebo group will be
calculated using the test statistic proposed by Miettinen and Nurminen; in
addition, for Tier 1 events, the asymptotic p-values will also be presented
for the difference in the percentage of participants reporting the events,
based on the same test statistic and under the assumption that the test
statistic 1s asymptotically normally distributed. For Tier 3 events, counts
and percentages for each vaccine group will be provided.

9.4. Interim Analyses

No mterim analysis 1s planned. Data will be summarized after LSLV.

9.5. Sample Size Determination

The overall study sample size 1s based on the development program of VLA15. In order to
ensure sufficient safety data are collected on participants from 5 through 17 years of age who
recerved at least 1 dose of VLA1S5 across Phase 3 studies, ~3000 pediatric/adolescents are
planned for enrollment 1n this study so that ~2250 are exposed to the vaccine. Table 5 below
summarizes the probability of observing at least 1 rare event in a population of this size
(approximate number of vaccine recipients in this study). If the true rare event rate 15 0.1%,
there 1s an 89 5% probabulity of observing at least 1 event among participants who received
VLA15 in this study.

Table 5. Probability of Observing at Least 1 AE with Different Assumed Rates

Sample Size Assumed AFE Rates
0.1% 0.2% 0.3%
N=2250 89.5% 08.9% 00 9%
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10. SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS
10.1. Appendix 1: Regulatory, Ethical, and Study Oversight Considerations

10.1.1. Regulatory and Ethical Considerations
This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines, including the
Declaration of Helsinki and CIOMS International Ethical Guidelines;

e Applicable ICH GCP gmdelines;
e Applicable laws and regulations, including applicable privacy laws.

The protocol, protocol amendments, ICD, SRSD(s), and other relevant documents
(eg, advertisements) must be reviewed and approved by the sponsor, submutted to an IRB/EC
by the mnvestigator, and reviewed and approved by the IRB/EC before the study 1s imtiated.

Any amendments to the protocol will require IRB/EC approval before implementation of
changes made to the study design, except for changes necessary to eliminate an immediate
hazard to study participants.

Protocols and any substantial amendments to the protocol will require health authority
approval prior to mmitiation except for changes necessary to eliminate an immediate hazard to
study participants.

The mvestigator will be responsible for the following:

¢ Providing written summaries of the status of the study to the IRB/EC annually or
more frequently m accordance with the requirements, policies, and procedures
established by the IRB/EC;

¢ Notifying the IRB/EC of SAEs or other sigmficant safety findings as required by
IRB/EC procedures;

¢ Providing oversight of the conduct of the study at the site and adherence to
requirements of 21 CFR, ICH GCP gmdelines, the IRB/EC, European regulation
536/2014 for climcal studies, European Medical Device Regulation 2017/745 for
clinical device research, and all other applicable local regulations.

10.1.1.1. Reporting of Safety Issues and Serious Breaches of the Protocol or ICH GCP

In the event of any prohibition or restriction imposed (1e, clinical hold) by an applicable
regulatory authonity in any area of the world, or if the investigator 1s aware of any new
information that might influence the evaluation of the benefits and nisks of the study
mntervention, Pfizer should be informed immediately.
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In addition, the mvestigator will inform Pfizer immediately of any urgent safety measures
taken by the investigator to protect the study participants against any immediate hazard, and
of any serious breaches of this protocol or of the ICH GCP gmidelines that the investigator
becomes aware of.

10.1.2. Financial Disclosure

Investigators and subinvestigators will provide the sponsor with sufficient, accurate financial
information as requested to allow the sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authonities. Investigators
are responsible for providing information on financial mterests during the course of the study
and for 1 year after completion of the study.

10.1.3. Informed Consent/Assent Process

The mvestigator or their representative will explain the nature of the study to the
participant and their parent(s)/legal guardian and answer all questions regarding the

study. The participant and their parent(s)/legal guardian should be given sufficient time and
opportunity to ask questions and to decide whether or not to participate i the trial_

When consent 1s obtained from a participant’s parent(s)/legal guardian, the participant’s
assent (affirmative agreement) must be subsequently obtained when the participant has the
capacity to provide assent, as determined by the IRB/EC. If the investigator determines that a
participant’s decisional capacity 1s so himited they cannot reasonably be consulted, then, as
permutted by the IRB/EC and consistent with local regulatory and legal requurements, the
participant’s assent may be waived with source documentation of the reason assent was not
obtained. If the study participant does not provide their own assent, the source documents
must record why the participant did not provide assent (for example, the child 15 not of
assenting age per local regulations or policies), how the mnvestigator determined that the
person signing the consent was the participant’s parent(s)/legal guardian, the consent signer’s
relationship to the study participant, and that the participant’s assent was obtamed or

waived. If assent 1s obtained verbally, 1t must be documented mn the source documents.

If study participants are minors who reach the age of majority or if a child reaches the age of
assent (per local IRB/EC requirements) during the study, as recognized under local law, the
child or adolescent must then provide the appropriate assent or consent to document their
willingness to continue in the study. For an adolescent who reaches the age of consent,
parental consent would no longer be valid. If the enrollment of emancipated munors 1s
pernutted by the IRB/EC and local law, the participant must provide documentation of legal
status to give consent without the permission of the participant’s parent(s)/legal guardian.

Participants and their parent(s)/legal guardian must be informed that their participation 1s
voluntary. The participant’s parent(s)/legal guardian will be requuired to sign a statement of
informed consent that meets the requirements of 21 CFR. 50, local regulations, ICH
gmdelines, HIPAA requirements, where applicable, and the IRB/EC or study center.
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The mvestigator must ensure that each study participant’s parent(s)/legal guardian and the
study participant as applicable are fully mformed about the nature and objectives of the
study, the sharing of data related to the study, and possible risks associated with
participation, including the nisks associated with the processing of the participant’s personal
data.

The participant’s parent(s)/legal guardian must be informed that the participant’s personal
study-related data will be used by the sponsor in accordance with local data protection
law. The level of disclosure must also be explained to the participant’s parent(s)/legal

guardian.
The participant’s parent(s)/legal guardian must be mformed that the participant’s medical
records may be examined by Clinical Quality Assurance auditors or other authornized

personnel appointed by the sponsor, by appropriate IRB/EC members, and by inspectors
from regulatory authorities.

The mvestigator further must ensure that each study participant’s parent(s)/legal guardian 1s
fully mformed about their right to access and correct their child’s personal data and to
withdraw consent for the processing of their child’s personal data, keeping in mind the
privacy rights that may restrict access of older adolescents’ medical records by their
parent(s)/legal guardian in certain regions.

The source documentation must include a statement that written informed consent, and as
applicable, assent, was obtained before the participant was enrolled in the study and the date
the written consent/assent was obtaimned. The authorized person obtaming the informed
consent must also sign the ICD.

Parent(s)/legal guardian and the participant must be reconsented to the most current version
of the ICD(s)/assent during their participation in the study.

A copy of the ICD(s) and assent, if written, must be provided to the parent(s)/legal
guardian and the participant.

If participants are rescreened, the participants or, where approprate, the participants’
parent(s)/legal guardian are required to sign a new ICD/assent (as applicable).

10.1.4. Data Protection

All parties will comply with all applicable laws, mcluding laws regarding the implementation
of orgamizational and technical measures to ensure protection of participant data.

Participants’ personal data will be stored at the study site i encrypted electromic and/or paper
form and will be password protected or secured mn a locked room to ensure that only
authonized study staff have access. The study site will implement appropnate technical and
organizational measures to ensure that the personal data can be recovered in the event of
disaster. In the event of a potential personal data breach, the study site will be responsible for
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determining whether a personal data breach has in fact occurred and, if so, providing breach
notifications as required by law.

To protect the nights and freedoms of participants with regard to the processing of personal
data, participants will be assigned a single, participant-specific numerical code. Any
participant records or data sets that are transferred to the sponsor will contain the numerical
code; participant names will not be transferred. All other identifiable data transferred to the
sponsor will be identified by this single, participant-specific code. The study site will
maintain a confidential list of participants who participated in the study, linking each
participant’s numerical code to their actual 1dentity and medical record ID. In case of data
transfer, the sponsor will protect the confidentiality of participants’ personal data consistent
with the climcal study agreement and applicable privacy laws.

Information technology systems used to collect, process, and store study-related data are
secured by technical and organizational security measures designed to protect such data
against accidental or unlawful loss, alteration, or unauthorized disclosure or access.

The sponsor maintains SOPs on how to respond in the event of unauthonized access, use, or
disclosure of sponsor information or systems.

10.1.5. Committees Structure
10.1.5.1. Data Monitoring Committee

This study will use an external DMC. The external DMC 1s independent of the study team
and mncludes only external members. The external DMC charter describes the role of the
external DMC 1 more detail.

The external DMC will be responsible for ongoing monitoring of the safety of participants in
the study according to the charter The recommendations made by the external DMC will be
forwarded to the appropnate authorized Pfizer personnel for review and final decision. Pfizer
will commumicate such decisions, which may include summanes of aggregate analyses of
safety data, to regulatory authonties and investigators, as appropnate.

10.1.6. Dissemination of Clinical Study Data

Pfizer fulfills its commitment to publicly disclose clinical study results through posting the
results of studies on www.climcaltrials gov (ClimcalTnials gov), the EudraCT/CTIS, and/or
www_pfizer.com, and other public registries and websites in accordance with applicable local
laws/regulations. In addition, Pfizer reports study results outside of the requirements of local
laws/regulations pursuant to its SOPs.

In all cases, study results are reported by Pfizer in an objective, accurate, balanced, and
complete manner and are reported regardless of the outcome of the study or the country in
which the study was conducted.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Protocol Template Phase 1 2 3 4 (01 April 2022)
Page 64



090177e19ad42e36\Approved\Approved On: 25-Jul-2022 14:27 (GMT)

PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
Protocol C4601012
Final Protocol, 25 July 2022

www_climicaltnials gov

Pfizer posts clinical trial results on www.climcaltrials gov for Pfizer-sponsored interventional
studies (conducted 1n patients) that evaluate the safety and/or efficacy of a product,
regardless of the geographical location mn which the study 1s conducted. These results are
submitted for posting in accordance with the format and timelines set forth by US law.

EudraCT/CTIS

Pfizer posts clinical trial results on EudraCT/CTIS for Pfizer-sponsored mnterventional studies
in accordance with the format and timelines set forth by EU requirements.

www pfizer com

Pfizer posts CSR synopses and plain-language study results summaries on www.pfizer.com
for Pfizer-sponsored interventional studies at the same time the corresponding study results
are posted to www _clinicaltrials gov. CSR synopses will have personally identifiable
information anonymuzed.

Documents within marketing applications

Pfizer complies with apphicable local laws/regulations to publish climical documents included
in marketing applications. Clinical documents include summary documents and CSRs
mncluding the protocol and protocol amendments, sample CRFs, and SAPs. Clinical
documents will have personally identifiable information anonymuzed.

Data

Pfizer provides researchers secure access to participant-level data or full CSRs for the
purposes of “bona-fide scientific research™ that contributes to the scientific understanding of
the disease, target, or compound class. Pfizer will make data from these trials available

24 months after study completion. Participant-level data will be anonymized in accordance
with applicable privacy laws and regulations. CSRs will have personally idenfifiable
information anonymized.

Data requests are considered from qualified researchers with the appropriate competencies to
perform the proposed analyses. Research teams must include a biostatistician. Data will not
be provided to applicants with significant conflicts of interest, including individuals
requesting access for commercial/competitive or legal purposes.

10.1.7. Data Quality Assurance

All participant data relating to the study will be recorded on printed or electronic CRF unless
transmitted to the sponsor or designee electronically (eg, laboratory data). The investigator 1s
responsible for venifying that data entries are accurate and correct by physically or
electromcally sigming the CRF.
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Guidance on completion of CRFs will be provided in the CRF Completion Requirements
document.

The mvestigator must ensure that the CRFs are securely stored at the study site in encrypted
electronic and/or paper form and are password protected or secured mn a locked room to
prevent access by unauthorized third parties.

QTLs are predefined parameters that are monitored during the study. Important deviations
from the QTLs and any remedial actions taken will be summarized m the CSE.

The mvestigator must permit study-related monmitoring, audits, IRB/EC review, and
regulatory agency mspections and provide direct access to source data documents. This
verification may also occur after study completion. It 1s important that the investigator(s) and
their relevant personnel are available during the momtoring visits and possible audits or
mspections and that sufficient time 15 devoted to the process.

Monitoring details describing strategy, including definition of study-critical data items and
processes (eg, risk-based mtiatives i operations and quality such as nisk management and
mitigation strategies and analytical risk-based monitoring), methods, responsibilities, and
requirements, including handling of noncompliance 1ssues and momitoring techniques
(central, virtual, or on-site monitoring), are provided in the data management plan and
monitoring plan maintained and utilized by the sponsor or designee.

The sponsor or designee 15 responsible for the data management of this study, including
quality checking of the data.

Records and documents, including signed ICDs, pertamning to the conduct of this study must
be retained by the investigator for 15 years after study completion unless local regulations or
mstitutional policies require a longer retention period. No records may be destroyed during
the retention period without the written approval of the sponsor. No records may be
transferred to another location or party without written notification to the sponsor. The

mvestigator must ensure that the records continue to be stored securely for as long as they are

When participant data are to be deleted, the mvestigator will ensure that all copies of such
data are promptly and irrevocably deleted from all systems.

The mvestigator(s) will notify the sponsor or its agents immediately of any regulatory
mspection notification i relation to the study. Furthermore, the investigator will cooperate
with the sponsor or its agents to prepare the mvestigator site for the inspection and will allow
the sponsor or its agent, whenever feasible, to be present during the inspection. The
mvestigator site and mvestigator will promptly resolve any discrepancies that are identified
between the study data and the participant’s medical records. The investigator will promptly
provide copies of the inspection findings to the sponsor or its agent. Before response
submission to the regulatory authorities, the investigator will provide the sponsor or its
agents with an opportunity to review and comment on responses to any such findings.
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10.1.8. Source Documents

Source documents provide evidence for the existence of the participant and substantiate the
integrity of the data collected. Source documents are filed at the investigator site_

Data reported on the CRF or entered in the eCRF that are from source documents must be
consistent with the source documents or the discrepancies must be explained. The
mvestigator may need to request previous medical records or transfer records, depending on
the study. Also, current medical records must be available.

Defimition of what constitutes source data and 1ts origin can be found n the Source
Document Locator, which 1s maimntained by the sponsor.

Description of the use of the computerized system 1s documented in the data management
plan, which 1s mamntamed by the sponsor.

The mvestigator must maintain accurate documentation (source data) that supports the
information entered in the CRF.

The sponsor or designee will perform monitoring to confirm that data entered into the CRF
by authorized site personnel are accurate, complete, and verifiable from source documents;
that the safety and rights of participants are being protected; and that the study is being
conducted 1n accordance with the currently approved protocol and any other study
agreements, ICH GCP gwmidelines, and all applicable regulatory requirements.

10.1.9. Study and Site Start and Closure

The study start date 1s the date on which the clinical study will be open for recruitment of
participants.

The first act of recruttment 15 the date of the first participant’s first visit and will be the study
start date.

The sponsor designee reserves the nght to close the study site or terminate the study at any
tume for any reason at the sole discretion of the sponsor, including (but not limited to)
regulatory authonity decision, change in opinion of the IRB/EC, or change in benefit-risk
assessment. Study sites will be closed upon study completion. A study site 1s considered
closed when all required documents and study supplies have been collected and a study-site
closure visit has been performed.

The mvestigator may inifiate study-site closure at any time upon notification to the sponsor
or designee/CRO if requested to do so by the responsible IRB/EC or if such ternunation 1s

required to protect the health of study participants.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Protocol Template Phase 1 2 3 4 (01 April 2022)
Page 67



090177e19ad42e36\Approved\Approved On: 25-Jul-2022 14:27 (GMT)

PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
Protocol C4601012
Final Protocol, 25 July 2022

Reasons for the early closure of a study site by the sponsor may include but are not limited
to:

e Failure of the investigator to comply with the protocol, the requirements of the
IRB/EC or local health authorities, the sponsor’s procedures, or the ICH GCP
gmdelimes;

e Inadequate recruitment of participants by the mvestigator;
e Discontinuation of further study intervention development.

If the study 1s prematurely terminated or suspended, the sponsor shall promptly inform the
mvestigators, the ECs/IRBs, the regulatory authorities, and any CRO(s) used 1n the study of
the reason for termination or suspension, as specified by the applicable regulatory
requirements. The mvestigator shall promptly inform the participant and should assure
approprnate participant therapy and/or follow-up.

Study termination 1s also provided for in the climeal study agreement. If there 1s any conflict
between the contract and this protocol, the contract will control as to termination rights.

10.1.10. Publication Policy

For multicenter trials, the primary publication will be a joint publication developed by the
mvestigator and Pfizer reporting the primary endpoint(s) of the study covering all study sites.
The investigator agrees to refer to the pnimary publication in any subsequent publications.
Pfizer will not provide any financial compensation for the investigator’s participation in the
preparation of the primary congress abstract, poster, presentation, or primary manuscript for
the study.

Investigators are free to publish individual center results that they deem to be climically
meaningful after publication of the overall results of the study or 12 months after primary
completion date or study completion at all sites, whichever occurs first, subject to the other
requirements described in this section.

The mnvestigator will provide Pfizer an opportumity to review any proposed publication or
any other type of disclosure of the study results (collectively, “publication™) before it 15
submitted or otherwise disclosed and will submut all publications to Pfizer 30 days before
submussion. If any patent action 1s required to protect intellectual property rights, the
mvestigator agrees to delay the disclosure for a period not to exceed an additional 60 days
upon request from Pfizer. This allows Pfizer to protect proprietary information and to provide
comments, and the investigator will, on request, remove any previously undisclosed
confidential imformation before disclosure, except for any study-intervention or Pfizer-related
information necessary for the appropnate scientific presentation or understanding of the
study results. For joint publications, should there be disagreement regarding interpretation
and/or presentation of specific analysis results, resolution of, and responsibility for, such
disagreements will be the collective responsibility of all authors of the publication.
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For all publications relating to the study, the mnvestigator and Pfizer will comply with
recogmzed ethical standards concerning publications and authorship, including those
established by the International Commuttee of Medical Journal Editors. The investigator will
disclose any relationship with Pfizer and any relevant potential conflicts of interest, including
any financial or personal relationship with Pfizer, in any publications. All authors will have
access to the relevant statistical tables, fipures, and reports (in their original format) required
to develop the publication.

10.1.11. Sponsor’s Medically Qualified Individual

The contact information for the sponsor’s MQI for the study 1s documented in the study
contact list located in the supporting study documentation/study portal or other electronic

system.

To facilitate access to their investigator and the sponsor’s MQI for study-related medical
questions or problems from nonstudy healthcare professionals, participants are provided with
an ECC at the time of informed consent. The ECC contains, at a minimum, (a) protocol and
study intervention identifiers, (b) participant’s study identification number, (c) site
emergency phone number active 24 hours/day, 7 days per week, and (d) Pfizer Call Center
number.

The ECC 1s mtended to augment, not replace, the established commumication pathways
between the participant and their investigator and site staff, and between the investigator and
sponsor study team. The ECC 1s only to be used by healthcare professionals not mvolved in
the research study, as a means of reaching the investigator or site staff related to the care of a
participant. The Pfizer Call Center number 1s to be used when the investigator and site staff
are unavailable. The Pfizer Call Center number 1s not for use by the participant directly; if a
participant calls that number directly, they will be directed back to the investigator site.
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10.2. Appendix 2: Clinical Laboratory Tests
A pregnancy test will be performed at the times defined in the SoA section of this protocol.

¢ Pregnancy test (B-hCG): Local urine testing will be standard for the protocol unless
serum testing 1s requured by local regulation or IRB/EC for female participants =10 years
of age.

Unscheduled clinical laboratory measurements may be obtained at any time duning the study
to assess any perceived safety 1ssues.
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10.3. Appendix 3: Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-Up, and Reporting

10.3.1. Definition of AE

AFE Definition

e An AE is any untoward medical occurrence in a patient or clinical study participant,
temporally associated with the use of study intervention, whether or not considered
related to the study intervention.

¢ Note: An AE can therefore be any unfavorable and umintended sign (including an
abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally
associated with the use of study mtervention.

Events Meeting the AE Definition

¢ Any abnormal laboratory test results (hematology, clinical chenustry, or uninalysis)
or other safety assessments (eg, ECG, radiological scans, vital sign measurements),
mcluding those that worsen from baseline, considered clinically significant in the
medical and scienfific judgment of the investigator. Any abnormal laboratory test
results that meet any of the conditions below must be recorded as an AE:

¢ Is associated with accompanying symptoms.
¢ Requires additional diagnostic testing or medical/surgical intervention.

¢ Leads to a change in study dosing (outside of any protocol-specified dose
adjustments) or discontinuation from the study, sigmificant additional
concomitant drug treatment, or other therapy.

¢ Exacerbation of a chronic or intermittent preexisting condition, including an
mcrease in either frequency and/or mtensity of the condition.

¢ New condition detected or diagnosed after study intervention admunistration, even
though 1t may have been present before the start of the study.

¢ Signs, symptoms, or the clinical sequelae of a suspected drug-drug interaction.

¢ Signs, symptoms, or the climical sequelae of a suspected overdose of either study
mtervention or a conconutant medication. Overdose per se will not be reported as an
AF or SAE unless 1t 1s an intentional overdose taken with possible
suicidal/self-harming intent. Such overdoses should be reported regardless of

sequelae.
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Events NOT Meeting the AE Definition

¢ Any climcally significant abnormal laboratory findings or other abnormal safety
assessments that are associated with the underlying disease, unless judged by the
mvestigator to be more severe than expected for the participant’s condition.

¢ The disease/disorder bemng studied or expected progression, signs, or symptoms of
the disease/disorder beimng studied, unless more severe than expected for the
participant’s condition.

¢ Medical or surgical procedure (eg, endoscopy, appendectomy): the condition that
leads to the procedure 1s the AE.

+ Sifuations m which an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital).

* Anticipated day-to-day fluctuations of preexisting disease(s) or condition(s) present
or detected at the start of the study that do not worsen.

10.3.2. Definition of an NDCMC

An NDCMC 1s defined as a disease or medical condition, not previously identified, that 1s
expected to be persistent or 15 otherwise long-lasting in 1ts effects.

For each AE, please consider 1if the event should be reported as an NDCMC and report the
event on either the AE or NDCMC CRF as appropnate. Please do not report the event on
both the AE and NDCMC CRFs.

NDCMCs include conditions that are undiagnosed prior to study entry (diagnosed while in
the study and confirmed not to be a preexusting condition) and that are not considered
temporary conditions based upon the expected natural history of the condition. NDCMCs do
not include prolonged or recurrent acute events not expected to be chronic i nature.

Consideration of a condition as chronic 1n a climical setting 15 often defined for specific
conditions, eg, chronic diarrhea that requires diarthea to last for a mimmum of 4 weeks
before being considered chronic. For the purpose of vaccine clinical trials, chronicity of
newly diagnosed medical conditions 1s determuned based on characteristics of a condition
that render 1t to be lifelong and incurable without any expectation of a full recovery,
although it may be controlled. The mvestigator should make the determiunation as to whether
an AE will be reported as an NDCMC. Some examples are provided below; however, if the
mvestigator has any doubts about whether an AE should or should not be categonized as an
NDCMC, please discuss further with the Pfizer study clinician.
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Examples of NDCMCs (not complete list):

¢ Rheumatoid arthritis

¢ Ulcerative colitis

e Diabetes mellitus type 1

* Crohn’s disease

e Diabetes mellitus type 2

« HIV infection

s Graves’ disease

# Juvenile rheumatoid arthritis
* Psoriasis

e Multiple sclerosis

Examples not considered NDCMCs:

* Mood disorders*

e Recurrent cystitis

e  Obesity**

# Tuberculosis

* Nutrient-deficient anemia
* Acne

e Unspecified allerpies***

*Mood disorders (depression, anxiety) should not be classified as NDCMCs, given the
understanding that the persistence of these conditions 1s uncertain when diagnosed after an
mitial episode.

**Qbesity should not be classified as an NDCMC, given the understanding that this
condition 1s uncertain when diagnosed in chuldhood. Additionally, obesity should only be
considered an emergent event while the participant 1s enrolled in the study if the participant
was considered to have been of normal weight (documented normal BMI) at study entry.

*+¥Newly diagnosed allergy events in the absence of a specific allergen confirmed by allergy
testing or documented exposure should not be classified as NDCMCs. Therefore, diagnoses
such as allergic rhimitis, hay fever, unspecified pollen allergies, and seasonal allergies should
not be classified as NDCMCs.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Protocol Template Phase 1 2 3 4 (01 April 2022)
Page 73



090177e19ad42e36\Approved\Approved On: 25-Jul-2022 14:27 (GMT)

PF-07307405 (6-Valent OspA-Based Lyme Disease Vaccine [VLA15])
Protocol C4601012
Final Protocol, 25 July 2022

10.3.3. Definition of an SAE

An SAE is defined as any untoward medical occurrence that, at any dose, meets one or
more of the criteria listed below:

Results in death

b.

Is life-threatening

The term “hife-threatening™ in the definmition of “serious™ refers to an event in which the
participant was at nisk of death at the time of the event. It does not refer to an event that
hypothetically might have caused death if 1t were more severe.

Requires inpatient hospitalization or prolongation of existing hospitalization

In general, hospitahization signifies that the participant has been adnutted (usually
mvolving at least an overmight stay) at the hospital or emergency ward for observation
and/or treatment that would not have been appropriate in the physician’s office or
outpatient setting. Complications that occur during hospitalization are AEs. If a
complication prolongs hospitalization or fulfills any other serious criteria, the event 1s
serious. When in doubt as to whether “hospitalization™ occurred or was necessary, the
AE should be considered serious.

Hospitalhization for elective treatment of a preexisting condition that did not worsen
from baseline 1s not considered an AE.

Results in persistent or significant disability/incapacity

¢ The term disability means a substantial disruption of a person’s ability to conduct
normal life functions.

¢ This defimtion 1s not mtended to include expenences of relatively minor medical
significance, such as uncomphicated headache, nausea, vomiting, diarthea, influenza,
and accidental trauma (eg, spramned ankle), that may interfere with or prevent
everyday life functions but do not constitute a substantial disruption.

Is a congenital anomaly/birth defect

Is a suspected transmission via a Pfizer product of an infectious agent, pathogenic
or nonpathogenic

The event may be suspected from climical symptoms or laboratory findings indicating an
mfection in a participant exposed to a Pfizer product. The terms “suspected
transmission™ and “transmission” are considered synonymous. These cases are
considered unexpected and handled as serious expedited cases by pharmacovigilance
personnel. Such cases are also considered for reporting as product defects, if

approprate.
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g. Other situations:

¢ Medical or scientific judgment should be exercised by the investigator in deciding
whether SAE reporting 1s appropriate in other situations, such as sigmficant medical
events that may jeopardize the participant or may require medical or surgical
mtervention to prevent one of the other outcomes listed in the above definition.
These events should usually be considered serious.

+ Examples of such events include invasive or malignant cancers, intensive treatment
mn an emergency room or at home for allergic bronchospasm, blood dyscrasias or

convulsions that do not result in hospitalization, or development of drug dependency
or drug abuse.

10.3.4. Recording/Reporting and Follow-Up of AEs and/or SAEs During the Active
Collection Period

AFE and SAE Recording/Reporting

The table below summarizes the requirements for recording AEs on the CRF and for
reporting SAEs on the Vaccine SAE Reporting Form to Pfizer Safety throughout the active
collection period. These requurements are delineated for 3 types of events: (1) SAEs;

(2) nonserious AEs; and (3) exposure to the study intervention under study during
pregnancy or breastfeeding, and occupational exposure.

It should be noted that the Vaccine SAE Reporting Form for reporting of SAE information
15 not the same as the AE page of the CRF. When the same data are collected, the forms
must be completed in a consistent manner. AEs should be recorded using concise medical
termunology and the same AE term should be used on both the CRF and the Vaccine SAE
Reporting Form for reporting of SAE information.

Safety Event Recorded on the CRF Reported on the Vaccine
SAE Reporting Form to
Pfizer Safety Within
24 Hours of Awareness
SAE All All
Nonserious AE All None
Exposure to the study All AEs or SAEs associated | All instances of EDP are
intervention under study | with EDP or EDB reported (whether or not
during pregnancy or there 1s an associated SAE)*
breastfeeding Note: Instances of EDP or | 211 mstaﬂce]:e(gEDB ar::
EDB not associated with an W (w er:)rdnu
AEFE or SAE are not captured SETEE f:n associafe
in the CRF )
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Environmental or None. Exposure to a study | The exposure (whether or
occupational exposure to | nonparticipant 1s not not there 1s an associated
the product under study to | collected on the CRF AFE or SAE) must be

a nonparticipant (not reported***

mvolving EDP or EDB)

*  EDP (with or without an associated AE or SAF): any pregnancy information is reported to Pfizer
Safety using the Vaccine SAE Reporting Form and EDP Supplemental Form: if the EDP is associated
with an SAFE then the SAF is reported to Pfizer Safety using the Vaccine SAE Reporting Form

** FEDB is reported to Pfizer Safety using the Vaccine SAE Reporting Form, which would also inchide
details of any SAFE that might be associated with the EDB.

*** Environmental or occupational exposure: AFs or SAFs associated with occupational exposure are
reported to Pfizer Safety using the Vaccine SAE Reporting Form.

e When an AE or SAE occurs, it 1s the responsibility of the investigator to review all
documentation (eg, hospital progress notes, laboratory reports, and diagnostic
reports) related to the event.

¢ The mvestigator will then record all relevant AE or SAE mformation n the CRF.

¢ It 1s not acceptable for the investigator to send photocopies of the participant’s
medical records to Pfizer Safety in lieu of completion of the Vaccine SAE Reporting
Form/AE or SAE CRF page.

¢ There may be instances when copies of medical records for certain cases are
requested by Pfizer Safety. In this case, all participant identifiers, with the exception
of the participant number, will be redacted on the copies of the medical records
before subnussion to Pfizer Safety.

¢ The mvestigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other climical information. Whenever possible, the diagnosis
(not the mndividual signs/symptoms) will be documented as the AE or SAE.

Assessment of Intensity

The mvestigator will make an assessment of intensity for each AE and SAE reported during
the study and assign 1t to 1 of the following categores:

GRADE @ If required on the AE page of the CRF, the investigator will use the adjectives
MILD, MODERATE, and SEVERE to describe the maximum imtensity of the
AE. For purposes of consistency, these intensity grades are defined as

follows:
1 MILD Does not mterfere with participant’s usual
function.
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2

3

MODERATE Interferes to some extent with participant’s usual
function.

SEVERE Interferes significantly with participant’s usual
function.

An event 1s defined as “serious” when it meets at least 1 of the predefined outcomes as
described in the defimtion of an SAE, NOT when 1t 1s rated as severe.

Assessment of Causality

The mvestigator 1s obligated to assess the relationship between study intervention
and each occurrence of each AE or SAE. The mvestigator will use clinical judgment
to determune the relationship.

A “reasonable possibility™ of a relationship conveys that there are facts, evidence,
and/or arguments to suggest a causal relationship, rather than a relationship cannot
be ruled out.

Alternative causes, such as underlying disease(s), concomutant therapy, and other
risk factors, as well as the temporal relationship of the event to study intervention
administration, will be considered and investigated.

The mvestigator will also consult the IB and/or product information, for marketed
products, n their assessment.

For each AE or SAE, the investigator must document in the medical notes that they
have reviewed the AE or SAE and have provided an assessment of causality.

There may be situations in which an SAE has occurred and the mvestigator has
mimmal information to include in the initial report to the sponsor. However, it is
very important that the investigator always make an assessment of causality
for every event before the initial transmission of the SAE data to the sponsor.

The mvestigator may change their opimion of causality in light of follow-up
mformation and send an SAE follow-up report with the updated causality
assessment.

The causality assessment 1s one of the cniteria used when determiming regulatory
reporting requirements.
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If the mvestigator does not know whether or not the study intervention caused the
event, then the event will be handled as “related to study intervention™ for reporting
purposes, as defined by the sponsor. In addition, 1f the investigator determines that
an SAE 1s associated with study procedures, the investigator must record this causal
relationship m the source documents and CRF, and report such an assessment in the
dedicated section of the Vaccine SAE Reporting Form and in accordance with the
SAE reporting requirements.

Follow-Up of AEs and SAEs

The mvestigator 1s obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations, as medically mdicated or as requested by the
sponsor, to elucidate the nature and/or causality of the AE or SAE as fully as
possible. This may include additional laboratory tests or investigations,
histopathological exaninations, or consultation with other healthcare providers.

If a participant dies during participation in the study or during a recogmized
follow-up period, the investigator will provide Pfizer Safety with a copy of any
postmortem findings, including histopathology.

New or updated information will be recorded in the originally submitted documents.

The mvestigator will submut any updated SAE data to the sponsor within 24 hours of
receipt of the information.

10.3.5. Reporting of SAEs

SAE Reporting to Pfizer Safety via an Electronic DCT

The primary mechamism for reporting an SAE to Pfizer Safety will be the electronic
DCT.

If the electronic system is unavailable, then the site will use the paper SAE DCT
(see next section) to report the event within 24 hours.

The site will enter the SAE data into the electromic DCT (eg, eSAE or PSSA) or
paper form (as applicable) as soon as the data become available.

After the study 1s completed at a given site, the electronic DCT will be taken off-line
to prevent the entry of new data or changes to existing data.

If a site receives a report of a new SAE from a study participant or recerves updated
data on a previously reported SAE after the electromic DCT has been taken off-line,
then the site can report this information on a paper SAE form (see next section) or to
Pfizer Safety by telephone.
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SAE Reporting to Pfizer Safety via the Vaccine SAE Reporting Form

¢ Facsumle transmission of the Vaccine SAE Reporting Form 15 the preferred method
to transmt this information to Pfizer Safety.

¢ In circumstances when the facsimule 1s not working, an alternative method should be
used, eg, secured (Transport Layer Security) or password-protected email. If none of
these methods can be used, notification by telephone 1s acceptable with a copy of the
Vaccine SAE Reporting Form sent by overmight mail or couner service.

¢ Imital notification via telephone does not replace the need for the investigator to
complete and sign the Vaccine SAE Reporting Form pages within the designated
reporting time frames.
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10.4. Appendix 4: Contraceptive and Barrier Guidance
10.4.1. Male Participant Reproductive Inclusion Criteria

Male participants are eligible to participate if they agree to the following requirements during
the mtervention period and for at least 28 days after completion of the primary vaccination
series and from the booster dose through 28 days after the last dose of study intervention,
which corresponds to the time needed to eliminate reproductive safety nisk of the study
intervention(s):

e Refrain from donating sperm.
PLUS etther:

e Be abstinent from heterosexual intercourse as their preferred and usual lifestyle
(abstinent on a long-term and persistent basis) and agree to remain abstinent.

OR
e Must agree to use contraception/barrier as detailed below:

e Apree to use a male condom when having sexual intercourse with a WOCBP who
1s not currently pregnant.

e In addition to male condom use, a highly effective method of contraception may be
considered in WOCBP partners of male participants (refer to the list of highly
effective methods below in Section 10.4 4).

10.4.2. Female Participant Reproductive Inclusion Criteria

The criteria below are part of inclusion criterion 1 (Age and Sex; Section 5.1) and specify the
reproductive requirements for including female participants. Refer to Section 10.4.4 for a
complete list of contraceptive methods permutted in the study.

A female participant 1s eligible to participate if she 1s not pregnant or breastfeeding and at
least 1 of the following conditions apphes:

* Isnota WOCRBP (see definitions below in Section 10.4.3).
OR

e Is a WOCBP and agrees to use an acceptable contraceptive method during the
mntervention period (for a mummum of 28 days after completion of the primary
vaccination series and from the booster dose through 28 days after the booster
vaccination). The investigator should evaluate the effectiveness of the contraceptive
method 1 relationship to the first dose of study intervention.
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The investigator 1s responsible for review of medical lustory, menstrual history, and recent
sexual activity to decrease the nisk for inclusion of a woman with an early undetected

pregnancy.
10.4.3. Woman of Childbearing Potential

A woman 15 considered fertile following menarche and until beconung postmenopausal
unless permanently sterile (see below).

If fertility 15 unclear (eg, amenorrhea in adolescents or athletes) and a menstrual cycle cannot
be confirmed before the first dose of study mtervention, additional evaluation should be
considered.

Women m the following categories are not considered WOCBP:
1. Premenarchal
2. Premenopausal female with 1 of the following:

¢ Documented hysterectomy;,

¢ Documented bilateral salpingectomy,

¢ Documented bilateral oophorectomy.

For mndividuals with permanent infertility due to a medical cause other than the above
(eg, mullerian agenesis, androgen insensitivity), mvestigator discretion should be applied to
determining study entry.

Note: Documentation for any of the above categories can come from the site personnel’s
review of the participant’s medical records, medical exanmunation, or medical history
mterview. The method of documentation should be recorded in the participant’s medical
record for the study.

3. Postmenopausal female:

e A postmenopausal state 1s defined as no menses for 12 months without an alternative
medical cause. In addition:

e A high FSH level in the postmenopausal range must be used to confirm a
postmenopausal state in women under 60 years of age and not using hormonal
contraception or HRT.

e A female on HRT and whose menopausal status 15 in doubt will be required to use
one of the hughly effective nonestrogen hormonal contraception methods if she
wishes to continue her HRT during the study. Otherwise, she must discontinue
HRT to allow confirmation of postmenopausal status before study enrollment.
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10.4.4. Contraception Methods

Contraceptive use by men or women should be consistent with local availability/regulations
regarding the use of contraceptive methods for those participating in climcal trials.

The following contraceptive methods are approprnate for this study-

Highly Effective Methods That Have Low User Dependency

1. Implantable progestogen-only hormone contraception associated with inhibition of
ovulation.

2_ Intrauterine device.

3. Intrauterine hormone-releasmg system.
4. Bilateral tubal occlusion.

Lh

. Vasectomized partner:

e Vasectomized partner 1s a highly effective contraceptive method provided that the
partner 1s the sole sexual partner of the WOCBP and the absence of sperm has
been confirmed. If not, an additional highly effective method of contraception
should be used. The spermatogenesis cycle 1s approximately 90 days.

Highly Effective Methods That Are User Dependent

6. Combined (estrogen- and progestogen-containing) hormonal contraception associated
with inlibition of ovulation:
e Oral
e Infravaginal;
¢ Transdermal

7. Progestogen-only hormone contraception associated with inhibition of ovulation:

¢ Oral:

¥

e Injectable.
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Sexual Abstinence

8. Sexual abstinence 1s considered a hughly effective method only if defined as
refraiming from heterosexual intercourse during the entire period of risk associated
with the study intervention. The reliability of sexual abstinence needs to be evaluated
in relation to the duration of the study and the preferred and usual lifestyle of the

participant.

Other Effective Methods

9. Progestogen-only oral hormonal contraception where mhibition of ovulation 1s not the
primary mode of action.

10. Male or female condom, with or without spermicide.

11. Cervical cap, diaphragm, or sponge with spermicide.

12. A combination of male condom with either cervical cap, diaphragm, or sponge with
spermicide (double-barner methods).
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10.5. Appendix 5: Liver Safety: Suggested Actions and Follow-Up Assessments
Potential Cases of Drug-Induced Liver Injury

Humans exposed to a drug who show no sign of liver injury (as determined by elevations in
transamunases) are termed “tolerators,” while those who show transient liver injury but adapt
are termed “adaptors.” In some participants, transaminase elevations are a harbinger of a
more serious potential outcome. These participants fail to adapt and therefore are
“susceptible” to progressive and serious liver injury, commonly referred to as DILL
Participants who experience a transaminase elevation above 3 x ULN should be monitored
more frequently to determine 1f they are “adaptors™ or are “susceptible ”

LFTs are not required as a routine safety monitoring procedure mn this study. However, should
an investigator deem it necessary to assess LFTs because a participant presents with clinical
signs/symptoms, such LFT results should be managed and followed as described below.

In the majority of DILI cases, elevations in AST and/or ALT precede T bili elevations

(>2 x ULN) by several days or weeks. The increase in T bili typically occurs while AST/ALT
1s/are still elevated above 3 x ULN (1e, AST/ALT and T bili values will be elevated within
the same laboratory sample). In rare instances, by the time T bili elevations are detected,
AST/ALT values mught have decreased. This occurrence 1s still regarded as a potential DILI
Therefore, abnormal elevations m either AST OR ALT in addifion to T bili that meet the
criteria outlined below are considered potential DILI (assessed per Hy’'s law critena) cases
and should always be considered important medical events, even before all other possible
causes of liver injury have been excluded.

The threshold of laboratory abnormalities for a potential DILI case depends on the
participant’s individual baseline values and underlying conditions. Participants who present
with the following laboratory abnormalities should be evaluated further as potential DIT.I
(Hy’s law) cases to defimtively determine the etiology of the abnormal laboratory values:

e Participants with AST/ALT and T bili baseline values within the normal range who
subsequently present with AST OR ALT values =3 x ULN AND a T bil value
=2 x ULN with no evidence of hemolysis and an alkaline phosphatase value
<2 x ULN or not available.

e For participants with baseline AST OR ALT OR T bili values above the ULN, the
following threshold values are used in the defimition mentioned above, as needed,
depending on which values are above the ULN at baseline:

e Preexisting AST or ALT baseline values above the normal range: AST or ALT
values =2 times the baseline values AND =3 x ULN; or =8 = ULN (whichever 1s
smaller).

e Preexisting values of T bili above the normal range: T bili level increased from
baseline value by an amount of =1 x ULN or if the value reaches =3 x ULN
(whichever 15 smaller).
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Rises m AST/ALT and T bili separated by more than a few weeks should be assessed
individually based on clinical judgment; any case where uncertainty remains as to whether 1t
represents a potential Hy’s law case should be reviewed with the sponsor.

The participant should return to the investigator site and be evaluated as soon as possible,
preferably within 48 hours from awareness of the abnormal results. This evaluation should
include laboratory tests, detailed history, and physical assessment.

In addition to repeating measurements of AST and ALT and T bili for suspected Hy’s law
cases, additional laboratory tests should include albumin, CK, direct and indirect bilirubin,
GGT, PT/INR, total bile acids, and alkaline phosphatase. Consideration should also be given
to drawing a separate tube of clotted blood and an anticoagulated tube of blood for further
testing, as needed, for further contemporaneous analyses at the time of the recogmzed 1mitial
abnormalities to determune etiology. A detailed history, including relevant mformation, such
as review of ethanol, acetaminophen/paracetamol (either by itself or as a coformulated
product i prescription or over-the-counter medications), recreational drug, or supplement
(herbal) use and consumption, family history, sexual history, travel history, history of contact
with a jaundiced person, surgery, blood transfusion, history of liver or allergic disease, and
potential occupational exposure to chemicals, should be collected. Further testing for acute
hepatitis A, B, C, D, and E infection, hiver imaging (eg, biliary fract), and collection of serum
samples for acetaminophen/paracetamol drug and/or protein adduct levels may be warranted.

All cases demonstrated on repeat testing as meeting the laboratory criteria of AST/ALT and
T bili elevation defined above should be considered potential DILI (Hy’s law) cases if no
other reason for the LFT abnormalities has yet been found. Such potential DILI (Hy’s law)
cases are to be reported as SAEs, irrespective of availability of all the results of the
investigations performed to determine etiology of the LFT abnormalities.

A potential DILI (Hy’s law) case becomes a confirmed case only after all results of
reasonable investigations have been received and have excluded an alternative etiology.
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10.6. Appendix 6: AEs, ADEs, SAEs, SADEs, USADEs, and Device Deficiencies:
Definitions and Procedures for Recording, Evaluating, Follow-Up, and Reporting in
Medical Device Studies

Definitions of a Medical Device Deficiency

The defimtions and procedures detailed in this appendix are in accordance with ISO 14155
and the European MDR 2017/745 for clinical device research (if applicable).

Both the investigator and the sponsor will comply with all local reporting requirements for
medical devices.

The detection and documentation procedures described in this protocol apply to all sponsor
medical devices provided for use in the study (see Section 6.1.2 for the list of sponsor
medical devices).

10.6.1. Definition of AE and ADE

AFE and ADE Definition

e An AE 1s defined in Appendix 3 (Section 10.3.1).

e An ADE 1s defined as an AE related to the use of an investigational medical device.
This defimtion includes any AEs resulting from msufficient or madequate
mstructions for use, deployment, implantation, installation, or operation, or any
malfunction of the investigational medical device as well as any event resulting
from use error or from intentional misuse of the investigational medical device.

10.6.2. Definition of SAE, SADE, and USADE

SAE Definition

¢ An SAE 1s defined mn Appendix 3 (Section 10.3.3).

SADE Definition

e An SADE 1s defined as an ADE that has resulted in any of the consequences
characteristic of an SAE.

¢ Any device deficiency that nught have led to an SAE if appropnate action had not
been taken, intervention had not occurred, or circumstances had been less fortunate.
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USADE Definition

e A USADE (also identified as UADE i US Regulations 21 CFR 813 .3) 15 a SADE
that by its nature, incidence, sevenity, or outcome has not been identified in the
current version of the risk analysis management file.

10.6.3. Definition of Device Deficiency

Device Deficiency Definition

¢ A device deficiency 1s an madequacy of a medical device with respect to its identity,
quality, durability, reliability, safety, or performance. Device deficiencies include
malfunctions, use errors, and madequate information supplied by the manufacturer.

10.6.4. Recording/Reporting and Follow-Up of Medical Device Deficiencies

Device Deficiency Recording

¢  When a device deficiency occurs, 1t 1s the responsibility of the unblinded site staff to
review all documentation (eg, hospital progress notes, laboratory reports, and
diagnostic reports) related to the event.

¢ The unblinded site staff will then record all relevant device deficiency mmformation
m the participant’s medical records, in accordance with the investigator’s normal
clinical practice, and will also capture the required information on the Medical
Device Complaint form.

¢ It 1s not acceptable for the unblinded site staff to send photocopies of the
participant’s medical records to Pfizer Safety in lieu of following the reporting
process described i the Medical Device Complaint form

¢ There may be instances when copies of medical records for certain cases are
requested by Pfizer Safety. In this case, all participant identifiers, with the exception
of the participant number, will be redacted on the copies of the medical records
before submission to Pfizer Safety.

¢ If the unblinded site staff determunes that the medical device deficiency may have
mjured the participant (1e, the medical device deficiency 1s associated with an AE or
SAE), then the investigator will attempt to establish a diagnosis of the event based
on signs, symptoms, and/or other climcal information. Whenever possible, the
diagnosis will be documented in the participant’s medical record and recorded as the
AF or SAE rather than the individual signs/symptoms. Requirements for recording
and reporting an AE or SAE are provided in Appendix 3 (Section 10.3 4).
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For device deficiencies, 1t 1s very important that the unblinded site staff describes
any corrective or remedial actions taken to prevent recurrence of the mcident.

¢ A remedial action 1s any action other than routine maintenance or servicing of a
medical device where such action 1s necessary to prevent recurrence of a device
deficiency. This includes any amendment to the device design to prevent
recurrence.

Assessment of Causality Occurring in Conjunction With a Medical Device Deficiency

If an AE or SAE has occurred in conjunction with a medical device deficiency, the
mvestigator must assess the relationship between each occurrence of the AE or SAE
and the medical device deficiency. The mvestigator will use clinical judgment to
determine the relationship.

A “reasonable possibility™ of a relationship conveys that there are facts, evidence,

and/or arguments to suggest a causal relationship, rather than a relationship cannot
be ruled out.

Alternative causes, such as underlying disease(s), concomutant therapy, and other
risk factors, as well as the temporal relationship of the event to study intervention
adnuinistration will be considered and investigated.

The mvestigator will also consult the IB in their assessment.

For each device deficiency, the investigator must document in the medical notes
that they have reviewed the device deficiency and have provided an assessment of
causality.

There may be situations in which an SAE has occurred and the mvestigator has
mimimal information to include in the initial report to the sponsor. However, 1t 15
very important that the investigator always make an assessment of causality for
every event before the mitial transmssion of the SAE data to the sponsor.

The mvestigator may change their opimion of causality in light of follow-up
mformation and send an SAE follow-up report with the updated causality
assessment.

The causality assessment 1s one of the cniteria used when determiming regulatory
reporting requirements.
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Follow-Up of Medical Device Deficiency

¢ The mvestigator 1s obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations, as medically mdicated or as requested by the
sponsor to elucidate the nature and/or causality of the device deficiency as fully as
possible. This may include additional laboratory tests or investigations,
histopathological exaninations, or consultation with other healthcare providers.

¢ New or updated information regarding the nature of the device deficiency will be
recorded in the originally completed Medical Device Complaint form

¢ New or updated mformation regarding any SAE that was potentially associated with
the medical device deficiency will be submutted to Pfizer Safety on the Vaccine SAE
Reporting Form within 24 hours of receipt of the information, according to the
requirements provided mn Appendix 3.

10.6.5. Reporting of SAEs

Reporting of an SAE to Pfizer Safety must be performed according to the processes
described m Appendix 3 (Section 10.3.5).

10.6.6. Reporting of SADEs

SADE Reporting to Pfizer Safety

Note: There are additional reporting obligations for medical device deficiencies that are
potentially related to SAEs (1e, an SADE) that must fulfill the legal responsibility to notify
appropriate regulatory authorities and other entities about certain safety information relating
to medical devices being used in clinical studies.

¢ Any device deficiency that 1s associated with an SAE must be reported to the
sponsor within 24 hours after the mvestigator determunes that the event meets the
defimtion of a device deficiency.

¢ The sponsor shall review all device deficiencies and determine and document in
writing whether they could have led to an SAE. These shall be reported to the
regulatory authorities and IRBs/EC's as required by national regulations.
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10.7. Appendix 7: Alternative Measures During Public Emergencies

The alternative study measures described in this section are to be followed during public
emergencies, including the COVID-19 pandemic. This appendix applies for the duration of
the COVID-19 pandemic globally and will become effective for other public emergencies
only upon written notification from Pfizer.

Use of these alternative study measures 1s expected to cease upon the return of business as
usual (including the lifting of any quarantines and travel bans/advisories).

10.7.1. Telehealth Visits

In the event that in-chinic study visits cannot be conducted, every effort should be made to
follow up on the safety of study participants at scheduled wvisits per the SoA or unscheduled
visits. Telehealth visits may be used to assess participant safety and collect data points.
Telehealth includes the exchange of healthcare information and services via
telecommumication technologies (eg, audio, video, videoconferencing software) remotely,
allowing the participant and the investigator to commumicate on aspects of clinical care,
including medical advice, reminders, education, and safety momtoring. The following
assessments must be performed during a telehealth visit (see the SoA):

¢ Rewview and record study intervention(s), including comphance and missed doses.
e Review and record any AEs and SAEs since the last contact. Refer to Section 8 4.

e Review and record any new concomitant medications or changes in concomitant
medications smce the last contact.

e Rewview and record contraceptive method and results of pregnancy testing. Confirm

that the participant 1s adhering to the contraception method(s) required in the
protocol. Refer to Appendix 4.

e Review and record any new nonstudy vaccines.

Study participants or their parent(s)/legal guardian must be reminded to promptly notify site
staff about any change m the participants’ health status.

10.7.2. Home Health Visits

A home health care service may be utihized to facilitate scheduled visits. Home health visits
include a healthcare provider conducting an mn-person study visit at the participant’s location,
rather than an in-person study visit at the site. The following may be performed during a
home health visit (see the SoA):

¢ Rewview and record study intervention(s), including comphance and missed doses.
e Review and record any AEs and SAEs since the last contact. Refer to Section 8 4.
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e Review and record any new concomitant medications or changes in concomitant
medications smce the last contact.

e Review and record contraceptive method and results of pregnancy testing. Confirm

that the participant 1s adhening to the contraception method(s) required in the
protocol. Refer to Appendix 4.

e All procedures listed for planned visits with the exception of vaccination and
vaccination-related procedures.

It 1s recommended that the investigator discuss temporary or permanent discontinuation of
study intervention with the study medical monitor.

10.7.3. COVID-19

If a participant has COVID-19 during the study, this should be reported as an AE or SAE
(as appropniate) and appropriate medical intervention provided. Study vaccination should
continue unless the investigator/treating physician 1s concerned about the safety of the
participant, in which case temporary or permanent discontinuation may be required.

It 1s recommended that the investigator discuss temporary or permanent discontinuation of
study intervention with the study medical monitor.
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10.8. Appendix 8: Abbreviations

The following 1s a list of abbreviations that may be used in the protocol.

Abbreviation Term

ACIP Adwvisory Commuttee on Immunization Practices

ADE adverse device effect

AE adverse event

AESI adverse event of special interest

ALT alanine aminotransferase

AST aspartate aminotransferase

AxMP auxiliary medicinal product

B-hCG f-human chorionic gonadotropin

BMI body mass index

CBER Center for Biologics Evaluation and Research

CDC Centers for Disease Control and Prevention

CFR Code of Federal Regulations

CI confidence mterval

CIOMS Council for International Orgamzations of Medical Sciences

CK creafine kinase

CONSORT Consolidated Standards of Reporting Trials

COVID-19 coronavirus disease 2019

CRF case report form

CRO contract research orgamization

CSR chinical study report

CTIS Clinical Trial Information System

DCT data collection tool

DILI drug-induced liver injury

DMC data momitoring commuttee

DU dispensable unit

EC ethics commuttee

ECC emergency contact card

ECG electrocardiogram or electrocardiography

eCRF electronic case report form

EDB exposure during breastfeeding

e-diary electronic diary

EDP exposure during pregnancy

eSAE electronic serious adverse event report

EU European Union

EudraCT European Union Drug Regulating Authorities Climical Trials
(European Clinical Trials Database)

FDA Food and Drug Adnunistration

FSH follicle-stimulating hormone
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Abbreviation Term

GCP Good Chnical Practice

GGT gamma-glutamyl transferase

GMFR geometric mean fold rise

GMR. geometric mean ratio

GMT geometric mean tfiter

Hy null hypothesis

HIV human immunodeficiency virus

HRT hormone replacement therapy

IB mvestigator’s brochure

ICD-10 International Classification of Diseases, 10th Revision

ICD informed consent document

ICH International Council for Harmomsation of Technical Requirements
for Pharmaceuticals for Human Use

1D 1dentification

IMP mvestigational medicinal product

IND nvestigational new drug

INR international normalized ratio

IPAL Investigational Product Accountability Log

IPM mnvestigational product manual

IRB nstitutional review board

IRT interactive response technology

ISO International Organization for Standardization

LD Lyme disease

LFT liver function test

LLOQ lower limit of quantitation

LSLV last subject last visit

MCAR missing completely at random

MDR medical device regulation

MedDRA Medical Dictionary for Repulatory Activities

mITT modified mtent-to-treat

MQI medically qualified individual

N/A not applicable

NDCMC newly diagnosed chronic medical condition

NIMP noninvestigational medicinal product

OspA outer surface protemn A

PDA personal digital assistant

PE physical examination

PES prefilled syninge

PI principal investigator

PSSA Pfizer's Serious Adverse Event Submission Assistant

PT prothrombin time
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Abbreviation Term

QTL quality tolerance linut

RCDC reverse cumulative distribution curve
RMC risk management commuttee

SADE serious adverse device effect

SAE serious adverse event

SAP statistical analysis plan

SD standard deviation

sl sensu lato

SoA schedule of activities

SOP standard operating procedure

SRSD single reference safety document

ST serotype

SUSAR suspected unexpected serious adverse reaction
TBD to be determined

T bils total bilirubin

UADE unanticipated adverse device effect

ULN upper limit of normal

Us United States

USADE unanticipated serious adverse device effect
VLA15 6-valent OspA-based Lyme disease vaccine
WOCBP woman/women of cluldbearing potential
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