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DOCUMENT HISTORY

List dates of original protocol and all amendments in reverse chronological order.
Document Date DNG Number
Amendment 6 04-NOV-2021 TMF-14132897
Amendment 5 19-MAY-2021 TMF-13778474
Amendment 4 03-DEC-2020 2018N385677_07
Amendment 3 06-APR-2020 2018N385677_05
Amendment 2 05-FEB-2020 2018N385677_03
Amendment 1 21-JUN-2019 2018N385677_01
Original Protocol 05-Apr-2019 2018N385677_00

Amendment 6 - Date 04-NOV-2021

Overall Rationale for Amendment 6:

The primary rationale for protocol Amendment 6 is:

1.

Implementation of additional safety monitoring measures in accordance with a
recent Dear Investigator Letter and safety events.

An increase in the number of participants in Substudy 2 from 70 planned to 87
participants (with 72 expected to receive the intended commercial drug product
supply) was made to ensure greater statistical power for the purpose of
registration.

For participants treated as of protocol amendment 6, the cyclophosphamide dose
in the lymphodepleting chemotherapy was reduced on Day -7 thru Day -4 to
further optimize and reduce potential for acute and prolonged cytopenias while
also minimizing impact on efficacy.

For participants treated as of protocol amendments 6, the upper end of the target
dose range of transduced T cells was increased from to 8x10” to 15x10” in order
to maximize the delivery of cells for participants whose manufacture yields
>8x10° transduced T cells.
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Section # and Name | Description of Change | Brief Rationale

Core protocol

Synopsis Number of participants was updated as per This revision was made for
Core Section 5.2 consistency across sections

Synopsis ‘Key decisions’ was changed to ‘key This revision was made for
recommendations’ of IDMC as per Core consistency across sections
Section 5.4.1

5.1 Overall Design The note under Part 1: Screening was This revision was made for
updated to align with changes made to the consistency across sections in the
text in Section 6.3. core and substudy sections of the

protocol.

5.1 Overall Design The window for pre-treatment tumor biopsy This revision was made to correct a
prior to initiating lymphodepletion was discrepancy between window
removed from the Core section requirements for biopsy in the Core
Part 3: Lymphodepletion/Treatment, as it may | section (originally 28 days) and in
be different for each substudy. substudy 1 (allowed to be 90 days

for the 1L indication).

5.1 Overall Design A window of “no sooner than 90 days post This window will allow the capture
T-cell infusion” was added for patients of adequate safety information after
entering a separate long-term follow-up the T-cell infusion.
protocol.

5.2 Number of Participants | The total planned participant numbers were The substudy 2 sample size was
changed from 80 to 97: increased to ensure greater
Planned participant numbers in Substudy 2 statistical power.
changed from 70 to 87
Planned participant number to receive
intended commercial drug product supply
changed from 55 to 72
The planned participant number to ensure
receive letetresgene changed from 45 to 60
A sentence was added stating that an
additional 20% enrollment is factored in
between leukapheresis and dosing.

5.4.1 Data Monitoring ‘Key decisions’ was changed to ‘key This revision was to align with

Committee recommendations’ of IDMC IDMC charter wording.

6.1 Screen Failures Collection of data may include disease This revision was made to clarify
characteristics, prior lines of anti cancer collection of data on screenfailed
treatment, performance status and any participants
serious adverse events (SAEs).

6.3 Screening Under Other | This section was added to indicate that This revision was to allow for target

GSK Studies (new section) | participants screened or enrolled in other GSK | expression eligibility of participants
studies may be considered for enroliment to screened under other GSK studies
this study, where it is IRB/IEC approved, ona | under identical testing conditions
case-by-case scenario.
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Section # and Name

Description of Change

Brief Rationale

monitoring is recommended for at least 3 days
post T-cell infusion and in case of suspected
CRS and should include frequent chest
radiograms, fluid balance monitoring and
continuous cardiac telemetry.

Participants with compromised airway should
be assessed prior to lymphodepletion
(consider speech and swallow evaluation, as
well as anaesthesia consult)

9.3.6 Cardiac This section was revised to include a definition | This revision was made to mitigate
Assessments of participants with increased burden of cardiac complications in
cardiovascular risk, and for those identified participants with high risk factors
patients to mandate a cardiologist consult
prior to lymphodepletion and continuous
cardiac telemetry for a minimum of 3 days
post T-cell infusion.
9.3.7 Pulmonary This section recommends pulmonary This section was added to
Assessments consultation for any participant with any recommend pulmonary
. history or known lung metastases. Also closer | assessments for participants with
(New Section)

known lung metastases (active or
previously treated)

9.3.12 Testing for
Persistence of Transduced
T cells and Insertional
Oncogenesis

Participants with a persistence of transduced
T cells >1% PBMCs and who have already
been tested for Integration Site Analysis with a
result of ‘polyclonal’, will only be retested if:

persistence of transduced T cells has
suddently increased; OR

in case of suspected/reported hematological
maligancy

This revision was to clarify
conditions for monitoring and
retesting of participants who have
already been tested for Integration
Site Analysis with a result of
‘polyclonal’

9.9 Biomarkers

A sentence was added concerning immune
cell phenotyping to be assessed in the
apheresis material, manufactured product,
and post infusion blood samples.

This revision was to clarify the
testing and to align with an addition
in Section 9.9.4

9.9.1 Tumor biopsy

List of planned research studies to be
performed with tumor biopsies was
rearranged for better clarity on intent.

This revision was made to clarify
the list of planned research studies

9.9.2 Liquid Biopsies (from
circulating blood)

Removal of circulating cell-free RNA (cf-RNA)
from list of biological entities to be extracted
from liquid biopsies

Assay deprioritized to reduce
amounts of blood collected.

9.9.4 Cell Phenotype and
Functional Activity

Text was added to include the apheresis
(starting material) in the planned testing.

This revision was to clarify of the
materials to be tested.

Previous 9.9.8 Stool
Collection for Microbiome
analysis

(Section deleted)

Removal of plan to collect stool sample to
assess gut microbial community

Assay deprioritized.
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Section # and Name

Description of Change

Brief Rationale

9.9.8 Genetic Blood
Sample

(formerly 9.9.9)

The association of candidate or genome-wide
genetic variants may be explored with
efficiacy (ORR) and safety such as but not
limited to cytokine release syndrome
frequency/severity/duration.

Harmonized language to central
wording on genetic analyses.

12.7.2 Infection

For participants with indwelling central lines,
consider increased surveillance to monitor for
catheter-associated infections.

This revision was made to add
recommendation to monitor for
catheter-associated infections

Blood Product Support.

maintain platelets >20 x 109/L in the out-
patient setting.

12.7.2.6 Other Anti- If a participant requires anti-microbial This revision was made to add

Microbial treatment associated with risk of cardiac recommendation to monitor for

Prophylaxis/Treatment toxicity, consider close monitoring of cardiac cardio toxicity associated with any
function (Section 9.3.6). anti-microbial treatment.

12.7.3 Hematologic and Blood product support should be provided to This revision was made to clarify

recommendation for blood product
on participants in out-patient setting

12.7.5 Management of
Cytokine Release
Syndrome

Participants with increased cardiovascular risk
factors (per Section 9.3.6) might need earlier
intervention with tocilizumab and/or steroids at
the onset of CRS.

If CRS = Grade 2 is suspected, an
ECHO/MUGA is required at onset.

If CRS = Grade 2 additional monitoring
should include:

+ Continuous cardiac telemetry monitoring
+ ECHO/MUGA as clinically indicated

+ Daily troponin and N-terminal pro B-type
natriuretic peptide (NT-proBNP) or BNP tests.

Section was revised to specify
management of patient with an
increased burden of cardiovascular
risk factors.
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Section # and Name | Description of Change | Brief Rationale
Substudy 1
2 Schedule of Activities Footnote 11 was added for additional These revisions were made to align
Table 2 monitoring requirement if suspected CRS with additional safety cardiac
Grade =2. monitoring requirements
Footnote 14 was amended to indicate that
participants with an increased burden of
cardiovascular risk factors (as per Section
9.3.6) will undergo evaluation by a cardiologist
prior to lymphodepletion.
Footnote 29 was added to ensure collection of | These revisions were made to
a Transgene Copies (Persistence for Safety) | maintain consistency among
in case of any SAE that occurs after T-cell studies for this investigative
infusion. therapy.
Footnote 30 was updated to align with recent
revisions made in related protocols
A cyclophosphamide infusion timepoint was
added on Day -6. The revision was made to
implement the optimized
cyclophosphamide regimen
Removal of requirement for Creatinine schedule over 3 days.
Clearance (CrCl) assessment originally
scheduled at months 18 and 30. Optimization of the schedule of
Serum creatinine test maintained at these assessments and reduction of
timepoints as part of chemistry panel and burden to participants.
can still provide an estimaetion of CrCl.
2 Schedule of Activities Removal of Microbiome Stool sample row and | Removal of Microbiome Stool
Table 3 footnote 10. sample collection as assay is

deprioritized.

3.2.1 Risk assessment

Added potential risk of cardiac arrest.

Added identified risk of haemorrhage
secondary to thrombocytopenia

Updated risk assessment table to
align with Dear Investigator Letter
and recent safety events

5.1 Overall Design

The note under Part 1: Screening was
updated to align with text in Section 6.3 of the
Core Protocol.

This revision was made for
consistency across sections in the
core and substudy sections of the
protocol.

5.5.1 Justification of
Lymphodepleting Regimen

Text was updated to revise the
cyclophosphamide dose from

1800 mg/m2 x 2 days to 900 mg/m2 x 3 days.
In addition, justification for this change was
added.

The lymphodepleting chemotherapy
regimen was updated in order to
mitigate risk of acute and prolonged
toxicities while not compromising
efficacy.

5.5.2 Justification of lete-
cel (GSK3377794) Dose

The dose range maximum was expanded
from 8x10° transduced T cells to 15x10°
transduced T cells for participants treated
under protocol amendments 6 and beyond.

The dose range maximum was
updated in order to maximize the
use of cells in participants whose
manufacture yields >8x10°
transduced T cells.
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Section # and Name

Description of Change

Brief Rationale

6.1.1 Target Expression
Screening

Inclusion #3

Inclusion was simplified at this stage

by postponing requirement for evidence of
disease-specifc translocation to
Leukapheresis Eligibility Screening (Inclusion
#9)

This revision was made to allow
target expression screening to
proceed while evidence of disease-
specifc translocation is being
obtained.

6.1.2 Leukaperesis
Eligibility Screening

Exclusion #10

Ongoing or active infection (including, but not
limited to systemic fungal infection) are
excluded

Inclusion #9 Requirement for evidence of disease-specifc | This revision was made for
translocation is being added at Leukapheresis | optimization of the inclusion

(newly added) Eligibility Screening stage with clarificati | disease-specif

gibility Screening stage with clarification on | language on disease-specifc
the requirement of gene involvements and translocations.
update to the methods typically used for
translocation identification.

Inclusion #11 The note under inclusion #11 was updated to | This revision was made for
align with text in Section 6.3 of the Core consistency across sections in the
Protocol. core and substudy sections of the

protocol.

Inclusion #15 The alternative threshold for hemoglobin This correction was made to align
under Table 5 was corrected from 5.6 to 5.0 the 2 thresholds for haemoglobin
mmol/L to match with the original threshold of | expressed in different units..

8 g/dL.

6.2.2 Leukaperesis

Eligibility Screening

Table 6 Washout periods Washout period for radiotherapy only applies | This revison was made to clarify

for Substudy 1 prior to lymphodepletion. that the radiotherapy washout

period requirement only applies
prior to lymphodepletion and not
prior to leukapheresis.

This revison was made to clarify
that any systemic fungal infection is
excluded

6.2.3 Treatment Eligibility
Screening

Exclusion #22

The text was amended to exclude participants
with all measurable lesions irradiated within

3 months prior to lymphodepletion, exhausting
the possibility of picking a target lesion for
RECIST v1.1 assessment..

This revison was made to allow
irradiation to measurable lesions as
long as there are measurable
lesions spared to be used as target
lesions .

7.1.3 Lymphodepleting
Chemotherapy

Text was added that refers to Table 7 for dose
adjustment of participants 260 years of age.
In addition, the cyclophosphamide doses were
revised in Table 7.

In the Mesna subsection, the
cyclophosphamide dose was updated.

The revisions were made to clarify
the dose adjustments and provide
consistency with Section 5.5.1.
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Section # and Name

Description of Change

Brief Rationale

7.5.1 Prohibited
Concomitant Medications
and Treatments

Text was added to specifiy that the listed
prohibited therapies during the Interventional
Phase of the study are those that are
anti-cancer therapies.

Revisions were made to clarify the
language on prohibited
Concomitant Medications and
Treatments.

10.3.1 Efficacy Analyses

In subsection “Final Efficacy Analysis” the
ORR reporting was redefined by removing the
phrase: (participants) “who have had at least
two post-baseline disease assessments or
have died or progressed or have withdrawn
from the study.”

This revision was made to align
with the Statistical Analysis Plan.

10.3.2 Safety Analysis

Text was clarified that listings may be
provided in lieu of summaries in case of low-
event counts.

“Left ventricular function (ECHO and MUGA)”
were removed from the clinical laboratory
evaluations.

These revisions were made to align
with the Statistical Analysis Plan.
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Section # and Name | Description of Change | Brief Rationale
Substudy 2
2 Schedule of Activities Footnote 11 was added for additional These revisions were made to align
Table 2 monitoring requirement if suspected CRS with additional safety cardiac
Grade =2. monitoring requirements
Footnote 14 was amended to indicate that
participants with an increased burden of
cardiovascular risk factors (as per Section
9.3.6) will undergo evaluation by a cardiologist
prior to lymphodepletion.
Footnote 29 was added to ensure collection of | These revisions were made to
a Transgene Copies (Persistence for Safety) | maintain consistency among
in case of any SAE that occurs after T-cell studies for this investigative
infusion. therapy.
Footnote 30 was updated to align with recent
revisions made in related protocols.
Footnote 33 was updated to add instructions N .
for completing the Healthcare Utilization The revision was made to improve
Worksheet. collection of Healthcare Utilization.
A cyclophosphamide infusion timepoint was
added on Day -6. The revision was made to
implement the optimized
cyclophosphamide regimen
Removal of requirement for Creatinine schedule over 3 days.
Clearance (CrCl) assessment originally
scheduled at months 18 and 30. Optimization of the schedule of
Serum creatinine test maintained at these assessments qu reduction of
timepoints as part of chemistry panel and burden to participants.
can still provide an estimaetion of CrCl.
2 Schedule of Activities Removal of Microbiome Stool sample row and | Removal of Microbiome Stool
Table 3 footnote 10. sample collection as the assay was

deprioritized.

3.2.1 Risk assessment

Added potential risk of cardiac arrest.

Added identified risk of haemorrhage
secondary to thrombocytopenia

Updated risk assessment table to
align with Dear Investigator Letter
and recent safety events

4 Objectives and
Endpoints

The endpoint for the treatment-related
healthcare resource utilization objective was
revised (i.e., “treatment-related” changed to
“‘oncology-related” and an example added).

To clarify the healthcare objective.

5.1 Overall Design
5.2 Number of Participants

5.4 Scientific Rationale for
Substudy Design

The planned participant numbers were
changed from 55 to 72.

The intended number of participants who
ultimately receive therapy and completed a
minimum of 6-month follow-up or have died or
have withdrawn early following lete-cel
treatment was changed from 45 to 60.

Substudy 2 sample size increase to
ensure greater statistical power and
to align with the Core Protocol.

10
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Section # and Name

Description of Change

Brief Rationale

5.1 Overall Design

The note under Part 1: Screening was
updated to align with changes made to the
text in Section 6.3 of the Core Protocol.

This revision was made for
consistency across sections in the
core and substudy sections of the
protocol.

5.5.1 Justification of
Lymphodepleting Regimen

Text was updated to revise the
cyclophosphamide dose from

1800 mg/m2 x 2 days to 900 mg/m2 x 3 days.
In addition, justification for this change was
added.

The lymphodepleting chemotherapy
regimen was updated in order to
further optimize and reduce
potential for acutre and prolonged
toxicities while also minimizing the
impact on efficacy.

5.5.2 Justification of lete-
cel (GSK3377794) dose

The upper end of the target dose range was
increased from 8x10° transduced T cells to
15x10° transduced T cells for participants
treated as of protocol amendment 6

Revisions were made in order to
maximize the delivery of cells for
participants whose manufacture
yields >8x109 transduced cells.

6.1.1 Target Expression
Screening

Inclusion #3

Inclusion #5 was moved to
Section 6.1.2
(Leukapheresis Eligibility
Screening) to become
Inclusion #9

Inclusion was simplified at this stage

by postponing requirement for evidence of
disease-specifc translocation to
Leukapheresis Eligibility Screening (Inclusion
#38)

Requirement for participant to be either
currently treated with or have completed at
least one standard of care treatment including
anthracycline-containing regimens was moved
to Leukapheresis Eligibility screening.

A note was added to indicate that participants
with advanced (metastatic or unresectable)
disease can also still undergo leukapheresis
prior to initiating first line or standard therapy.

Removal of “within 12 weeks” restriction on
eligibility requirement of progression post
completion of anthracycline-based therapy in
neoadjuvant/adjuvant setting.

This revision was made to allow
target expression screening to
proceed while evidence of disease-
specifc translocation is being
obtained.

Revisions were made to clarify the
timing of eligibility in regards to
prior line of standard of care
treatment.

Harmonization of language with
Inclusion #17 to ensure that
participants who have received
anthracycline-based therapy as
neoadjuvant, would still be eligible
even if they were not able to
receive anthracycline as 1L
metastatic treatment.

6.1.2 Leukapheresis
Eligibility Screening

Inclusion #8

(newly added)

Requirement for evidence of disease-specifc
translocation is being added at Leukapheresis
Eligibility Screening stage with clarification on
the requirement of gene involvements and
update to the methods typically used for
translocation identification.

This revision was made for
optimization of the inclusion
language on disease-specifc
translocations.

11
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Brief Rationale

Inclusion #9

(moved from prior
Inclusion #5)

Inclusion #10

Inclusion #14

Requirement for participant to be either
currently treated with or have completed at
least one standard of care treatment including
anthracycline-containing regimens was moved
to Leukapheresis Eligibility screening.

The note under inclusion #10 was updated to
align with text in Section 6.3 of the Core
Protocol.

The alternative threshold for hemoglobin
under Table 5 was corrected from 5.6 t0 5.0
mmol/L to match with the original threshold of
8 g/dL.

Revisions were made to clarify the
timing of eligibility in regards to
prior line of standard of care
treatment.

This revision was made for
consistency across sections in the
core and substudy sections of the
protocol.

This correction was made to align
the 2 thresholds for haemoglobin
expressed in different units.

6.1.3 Treatment Eligibility
Screening

The requirement that radiographic evidence of
disease progression adhere to “RECIST v1.1

This revision was made to allow for
greater flexibility in patient

Inclusion #20 from prior line of therapy” was removed treatment.

6.2.2 Leukaperesis

Eligibility Screening

Table 6 Washout periods Washout period for radiotherapy only applies | This revison was made to clarify

for Substudy 2 prior to lymphodepletion. that the radiotherapy washout
period requirement only applies
prior to lymphodepletion and not
prior to leukapheresis.

Exclusion #9 Ongoing or active infection (including, but not | This revison was made to clarify

limited to systemic fungal infection) are
excluded

that any systemic fungal infection is
excluded

6.2.3 Treatment Eligibility
Screening

Exclusion #21

The text was amended to exclude participants
with all measurable lesions irradiated within

3 months prior to lymphodepletion, exhausting
the possibility of picking a target lesion for
RECIST v1.1 assessment..

This revison was made to allow
irradiation to measurable lesions as
long as there are measurable
lesions spared to be used as target
lesions .

7.1.3 Lymphodepleting
Chemotherapy

Text was added that refers to Table 6 for dose
adjustment of participants 260 years of age.

In the Mesna subsection, the
cyclophosphamide dose was updated.

Revisons were made to clarify the
dose adjustments and revision of
doses for consistency with
Section 5.5.1.

7.5.1 Prohibited
Concomitant Medications
and Treatments

Text was added to specifiy that the listed
prohibited therapies during the Interventional
Phase of the study are those that are
anti-cancer therapies.

Clarification of language on
prohibited Concomitant Medications
and Treatments.

12
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Section # and Name

Description of Change

Brief Rationale

9.3 Healthcare Resource
Utilization

The title was changed from “Medical and
Health Economics Resource Utilization” to
“Healthcare Resource Utilization.” The text
was replaced to clarify the healthcare
resource data collection process and to
remove patient paper form.

The text was replaced to clarify the
data collection process and the
information collected.

10.1 Statistical Hypotheses

A hierarchical testing strategy is being
implemented:

* Interim Analysis 1: After approximately 20
patients infused with intended commercial
drug product supply and followed for
approximately 3 months. No early claim for
efficacy nor alpha adjustment are planned for
this analysis.

* Interim Analysis 2: After 45 patients infused
with intended commercial drug product supply
and followed for approximately 6 months,
efficacy will be evaluated for the overall
population (SS+MRCLS).

* Primary Efficacy Analysis: After 60 patients
infused with intended commercial drug
product supply and followed for approximately
6 months, efficacy will be evaluated for the
overall population (SS+MRCLS). Observing
an ORR of 16 of 60 responders would provide
a successful outcome for the study.

* Primary Efficacy Analysis (SS sub-
population): After 60 patients (SS+MRCLS)
infused with intended commercial drug
product supply and followed for approximately
6 months, the SS sub-population will be
evaluated.

This section was updated to reflect
the increase in sample size and
clarify the hierarchical testing
strategy

provided in lieu of summaries in case of low-
event counts.

10.2 Sample Size The sample size was changed from 4510 60. | The sample size was updated to
Justification Thus, the ORR needed to claim success at align with revisions in previous
the time of primary analysis was changed sections.
from “(12/45)" to *(16/60).”
A hierarchical testing strategy for an interim
analysis and primary efficacy analysis was
added.
10.3 Populations for Participants who received drug product supply | The definition of the populations for
analyses that was released as a “non conforming batch” | analyses was updated to specify
will not be included in mITT, mITTc, PEAP how participants treated under a
and PEAPi populations “non-conforming batch” release will
be analysed.
10.5.2 Safety Analyses Text was clarified that listings may be The text was revised to clarify the

processing of listings.

13
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Description of Change

Brief Rationale

10.5.5 Interim Analyses

A second interim analysis was added, and
changes were made to clarify the plans for the
first interim analysis.

The revisions were made to clarify

the interim analysis plans for this
study.

Throughout Core and rest of document

‘GSK3377794’ was replaced by ‘lete-cel
throughout document only leaving reference
to GSK3377794 when relevant.

To generalize use of shortname
‘lete-cel’ deived from the

GSK3377794’s generic drugname

“Letetresgene Autoleucel”

Accrual numbers as well as lete-cel safety
profile have been updated based on the most
current Lete-cel Investigator’s Brochure as of
27 January 2021.

14
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1 SYNOPSIS

Protocol Title: Master Protocol to Assess the Safety and Antitumor Activity of
Genetically Engineered NY-ESO-1 specific (c259) T Cells, alone or in combination with
other agents, in HLA-A2+ Participants with NY-ESO-1 and/or LAGE-1a Positive Solid
Tumors (IGNYTE-ESO)

Short Title: Master Protocol to Assess the Safety and Antitumor Activity of Genetically
Engineered T Cells in NY-ESO-1 and/or LAGE-1a Positive Solid Tumors

Rationale:

In this master protocol we will investigate T cells that have been genetically engineered
to recognize NY-ESO-1 and LAGE-1a tumor antigens. Adoptive T-cell therapy (ACT) is
a therapeutic approach that uses a cancer patient’s own T lymphocytes obtained by
leukapheresis, genetically engineered to express a tumor-targeting receptor, such as a
T-cell receptor (TCR) or a chimeric antigen receptor (CAR), expanded ex vivo and
re-infused into the participant, with the aim of generating and propagating an anti-tumor
T-cell immune response.

NY-ESO-1 and LAGE-1a are members of the cancer-testis family of tumor antigens
(CTAs). NY-ESO-1 is a cytoplasmic protein that is detectable in multiple cancer types
including non-small cell lung cancer (NSCLC), bladder cancer, melanoma, liver cancer,
synovial sarcoma, myxoid/round cell liposarcoma (MRCLS), and many others. Specific
peptide epitopes of the NY-ESO-1 or LAGE-1a protein are processed and presented on
the surface of the tumor cell in complex with an HLA molecule, which can be recognized
by T cells. An HLA-A*02 binding peptide (SLLMWITQC . 157-165) that is common to
both NY-ESO-1 and LAGE-1a antigens has been identified that can be recognized by
NY-ESO-1 reactive T cells. The T cells for therapy have been genetically engineered to
express an affinity-enhanced TCR toward the SLLMWITQC peptide bound to HLA-
A*02. The retained optimized TCR clone was called NY-ESO-1°%*° or ¢259. The T-cell
product consists of autologous T cells transduced with a self-inactivating lentiviral vector
encoding the affinity enhanced NY-ESO-1 specific TCR (c259).

In previous clinical trials using adoptively transferred T cells directed against
NY-ESO-1/LAGE-1a, objective responses have been observed in 40 to 607 of treated
participants who are HLA-A*02", bearing NY-ESO-1" synovial sarcoma. Similar or
higher response rates have been observed with this treatment in metastatic melanoma,
and multiple myeloma post autologous stem cell transplant (ASCT). Letetresgene
autoleucel (lete-cel, GSK3377794) is the first generation product consisting of
autologous T cells expressing the affinity enhanced TCR (c259), and this is currently
being investigated in ongoing GSK-sponsored pilot clinical trials in HLA-A*02"
participants with NY-ESO-1" metastatic synovial sarcoma (208466 [ADP-04511]),
advanced MRCLS (study 208469 [ADP-0011-007]), NSCLC (GSK study 208749
[ADP-0011-004] and GSK study 208471), and relapsed refractory multiple myeloma
(study 208470 [ADP-0011-008]). A summary of the clinical data obtained to date with
these TCR engineered NY-ESO-1/LAGE-1a targeting T cells is presented in the most
current Lete-cel Investigator’s Brochure.
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This is a master protocol (208467) consisting of a core protocol with multiple
independent substudies. The protocol will initially include a substudy to investigate
letetresgene autoleucel (lete-cel, GSK3377794) treatment in previously untreated (1L)
HLA-A*02" participants with NY-ESO1" advanced (metastatic or unresectable) synovial
sarcoma or myxoid/round cell liposarcoma (Substudy 1). A separate substudy will
investigate letetresgene autoleucel (lete-cel, GSK3377794) infusion as second line or
higher (2L+) treatment in HLA-A*02" participants with NY-ESO-1" advanced
(metastatic or unresectable) synovial sarcoma or myxoid/round cell liposarcoma, who
have progressed following treatment with anthracycline based chemotherapy for the
purpose of registration (Substudy 2).

The protocol may be amended at a later time to add additional substudies to investigate
other NY-ESO-1 or LAGE-1a positive tumor types and other NY-ESO-1 specific (c259)
T cells (potentially in combination with other agents).

Objectives and Endpoints:

Objectives and endpoints are outlined in the substudies.

In general, the objectives and endpoints below will apply to all substudies unless

otherwise specified. Discrepancies between those stated here and those in the substudies
will not require amendment and those stated in the substudies will apply.

Exploratory objectives and endpoints, if any, will be provided in the substudies.

Objectives Endpoints

Primary

To evaluate the efficacy of NY-ESO-1 specific
(c259) T cells, alone or in combination with
other anti-cancer agents, in HLA-A*02:01,
HLA-A*02:05 and/or HLA-A*02:06 participants
with NY-ESO-1 and/or LAGE-1a positive solid
tumors

Overall Response Rate (ORR) per RECIST
v1.11

Secondary - Efficacy

To further evaluate the efficacy of NY-ESO-1
specific (c259) T cells alone or in combination
with other anti-cancer agents in HLA-A*02:01,
HLA-A*02:05 and/or HLA-A*02:06 participants
with NY-ESO-1 and/or LAGE-1a positive solid
tumors

Time to Response (TTR)
Duration of Response (DoR)
Disease Control Rate (DCR)
Progression Free Survival (PFS)

Secondary - Safety

NY-ESO-1 specific (c259) T cells alone or in
combination with other anti-cancer agents in
HLA-A*02:01, HLA-A*02:05 and/or

To evaluate the safety and tolerability of o

Frequency and severity of Adverse events
(AEs), serious adverse events (SAEs) and
AEs of special interest (AESI; as defined in
protocol)

e Laboratory parameters

o Replication Competent Lentivirus (RCL)
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Objectives Endpoints

HLA-A*02:06 participants with NY-ESO-1 ¢ Instances of Insertional oncogenesis (10)
and/or LAGE-1a positive solid tumors

Secondary - Pharmacokinetics

To characterize in vivo cellular PK profile e Maximum transgene expansion (Cmax)
(levels, expansion, persistence) of e Time to Cmax (Tmax)
NY-ESO-1 specific (c259) T cells e Area under the time curve from zero to time t

AUC(0-t), as data permit

AE/s = adverse events; AESI/s = adverse event/s of special interest; AUC(0-t) = area under the time curve
from zero to time t; Cmax = maximum concentration; DCR = disease control rate; DoR = duration of
response; HLA = human leukocyte antigen; IO = insertional oncogenesis; ORR = overall response rate;
OS = overall survival; PFS = progression-free survival; RCL = replication competent lentivirus;

RECIST = Response Evaluation Criteria In Solid Tumors; SAE/s = serious AE/s; Tmax = Time to Cmax;
TTR = Time to Response

! Independent central review where applicable will be specified in the specific substudies.

Overall Design:

This is a master protocol to investigate the safety and antitumor activity of TCR
engineered NY-ESO-1 specific (¢259) T cells alone or in combination with other agents
in HLA-A*02" participants with NY-ESO-1 and/or LAGE-1a positive solid tumors.

The protocol will initially evaluate a first generation of NY-ESO-1 specific TCR (¢259)
engineered T cells, letetresgene autoleucel (lete-cel, GSK3377794), in HLA-A*02"
participants with NY-ESO-1" advanced metastatic or unresectable synovial sarcoma.

The protocol may be amended later to investigate the activity of TCR engineered
NY-ESO-1 specific (¢259) T cells in other NY-ESO-1" or LAGE-1a" tumor types or in
combination with other agents (see the Study Design schematic below). Details of
treatment will be provided in the specific substudies.

Unless otherwise specified in a substudy, participants will receive a single dose of
NY-ESO-1 specific (c259) T cells after completing lymphodepleting chemotherapy.
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Substudy 1: Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
Previously untreated
HLA-A*02 participants with NY-ESO-1 Positive Tumors
GSK3377794

Substudy 2: Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
Progressed post 1-L Standard of Care

HLA-A*02 participants with NY-ESO-1 Positive Tumors

GSK3377794 Long-Term

. — — Follow-Up
Potential additional substudies: Study

Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
with NY-ESO-1-specificT cells, alone
or in combination with other agents

TCR ENGINEERED
NY-ESO-1 Specific
(c259)

T Cells

Substudies

Potential additional substudies:
Other tumor types

with NY-ESO-1-specific T cells, alone
or in combination with other agents

Disclosure Statement: This is an open-label treatment master protocol with no masking.

Number of Participants:

As this is a master protocol consisting of multiple substudies, the overall sample size is
not fixed. The initial number of participants is expected to be approximately 97 in
Substudies 1 and 2 combined. Substudy 1 will enrol 10 participants with previously
untreated advanced (metastatic or unresectable) synovial sarcoma or myxoid/round cell
liposarcoma, that is either newly diagnosed or relapsed after surgery and radiotherapy
and/or adjuvant therapy. Substudy 2 will enrol approximately 87 participants previously
treated with anthracycline-based regimen for advanced (metastatic or unresectable)
synovial sarcoma or myxoid/round cell liposarcoma, including :

e Approximately 15 participants expected to receive the clinical drug product
supply;

e Approximately 72 participants will be enrolled to ensure that at least 60
participants will receive letetresgene autoleucel (letecel, GSK3377794) using
commercial vector supply and manufacturing process. An additional 20%

enrollment is factored in between leukapheresis and dosing to account for: early
withdrawal, manufacturing issues, and extended waiting-time for progression.

Any additional substudies will be added via protocol amendments with specification of
number of participants for each substudy.

Methodology and Study Duration:

Participants identified by the Investigator as possible candidates for a substudy must have
completed preliminary target expression screening for HLA-typing and NY-ESO-1 or
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LAGE-1a antigen expression (Note: target expression screening may also be performed
under a separate GSK-sponsored screening protocol or under another GSK-sponsored
NY-ESO-1 and/or LAGE-1a targeting T-cell protocol or substudy). Participants with the
HLA-A*02:01, HLA-A*02:05 and/or HLA-A*02:06 alleles and whose tumor expresses
the NY-ESO-1 or LAGE-1a antigen (as specified in each substudy) by validated testing
at a designated central laboratory are eligible to undergo further screening under this
protocol.

Following screening, participants who meet substudy entry criteria will be eligible to the
study. Eligible participants will undergo leukapheresis to collect autologous T cells to
manufacture TCR engineered NY-ESO-1 specific (¢259) T cells; the Investigational
Product. The successful initiation of leukapheresis procedure constitutes enrollment in
the study.

Once the TCR engineered NY-ESO-1 specific autologous (c259) T cells have been
successfully manufactured, released, and are available for infusion at the site, and once
participants’ fitness for lymphodepletion has been assessed and additional eligibility
criteria for treatment are met, participants will then receive lymphodepleting
chemotherapy as specified within each substudy. Lymphodepleting chemotherapy may
be given as outpatient treatment per institutional guidelines.

The investigational product, TCR engineered NY-ESO-1 specific (c259) T cells , will be
administered as a single intravenous (IV) infusion on Day 1, unless otherwise indicated in
a specific substudy. Participants will be hospitalized on the day of T-cell infusion (Day 1)
and may be in the hospital for follow-up care until Day 3 as clinically indicated. Through
Day 14, participants must be closely monitored by the Investigator. Additional close
monitoring or hospitalization may be warranted based upon clinical need and is at
Investigator’s discretion. Participants will receive growth factor support with
Granulocyte-Colony Stimulating Factor (G-CSF) from ~24 hours following
lymphodepleting chemotherapy (i.e. on Day -3) until neutrophil count recovery in
accordance with ASCO guidelines [Smith, 2015] or institutional practice.

After NY-ESO-1 specific (c259) T-cell infusion, participants are followed in the
interventional portion of a given substudy until confirmed disease progression at which
time the participants enter the follow up phase. All participants will be followed for the
period defined in each specific substudy, and subsequently entered into a separate
long-term follow-up (LTFU) protocol (GSK study 208750) for up to 15 years after T-cell
infusion for gene therapy related adverse events per health authority guidance.

In order to maximize patient benefit, participants who have failed screening or withdrawn
before T-cell infusion, may rescreen in the same substudy or be screened for another
substudy.
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Participant Journey Schema

- PART 2 - Leukapheresis & T T X PART 4 —Long-Term
PART 1 - Screening PART 3— Lymphodepletion, Treatment & Follow-Up Follow-Up

Response Evaluation
RECIST v1.1

Targe‘t E— Manufacture of
e i NY-ESO-1T Cells
Screening ! ~42 days
Leukaph i
el:zli:lilbiﬁ::m NY-ESO-1 Follow-Up Long-Term
Screenin, . Treatment T-Cell as definedin Follow-Up
Withi 135 s Leukapheresis Fitnessand [, Lympho- |,| infusion | each | N Study
da Is Irli]t:wr to Eligibility depletion substudy Up to 15 Years
KL . Confirmed Day 1 after T-cell infusion
apheresis

Data Monitoring Committee:

An Independent Data Monitoring Committee (IDMC) consisting of external experts has
been established for ongoing review of safety events and efficacy to enable benefit/risk
determination for all substudies of this master protocol, independent of the study team.
Additional details is provided in an IDMC Charter.

Key recommendations of the IDMC will be documented and reported to regulatory
agencies if requested, all participating Principle Investigators (PIs) and if required,
Institutional Review Boards (IRBs)/Independent Ethics Committees (IECs) as
appropriate with impactful decisions communicated as priority.

2 SCHEDULE OF ACTIVITIES (SOA)

Schedule of activities will be documented in each substudy.
3 INTRODUCTION

This is a master protocol investigating the safety and antitumor activity of genetically
engineered autologous NY-ESO-1 specific (¢c259) T-cells alone or in combination with
other agents in HLA-A*02+ participants with NY-ESO-1 and/or LAGE-1a positive solid
tumors.

This master protocol consists of a core protocol with multiple independent substudies.
The protocol will initially include a substudy to investigate letetresgene autoleucel (lete-
cel, GSK3377794) treatment in previously untreated (1L) HLA-A*02" participants with
NY-ESO-1" advanced (metastatic or unresectable) synovial sarcoma or myxoid/round
cell liposarcoma (Substudy 1). A separate substudy will investigate letetresgene
autoleucel (lete-cel, GSK3377794) infusion as second line or higher (2L+) treatment in
HLA-A*02" participants with NY-ESO-1" advanced (metastatic or unresectable)
synovial sarcoma or myxoid/round cell liposarcoma, who have progressed following
treatment with anthracycline based chemotherapy for the purpose of registration
(Substudy 2).
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The protocol may be amended at a later time to add additional substudies to investigate
other NY-ESO-1 or LAGE-1a positive tumor types and other NY-ESO-1 specific (c259)
T cells (potentially in combination with other agents).

3.1 Study Rationale

In this protocol we will investigate T cells that have been genetically engineered to
recognize NY-ESO-1 and LAGE-1a tumor antigens. Adoptive T-cell therapy (ACT) is a
therapeutic approach that uses a cancer patient’s own T lymphocytes obtained by
leukapheresis, genetically engineered to express a tumor-targeting receptor, such as a
T-cell receptor (TCR) or a chimeric antigen receptor, expanded ex vivo and re-infused
into the participant, with the aim of generating and propagating an anti-tumor T-cell
immune response.

NY-ESO-1 and LAGE-1a are members of the cancer-testis family of tumor antigens
(CTAs). NY-ESO-1 is a cytoplasmic protein that is detectable in multiple cancer types
including non-small cell lung cancer (NSCLC), bladder cancer, malignant melanoma,
liver cancer, synovial sarcoma, myxoid/round cell liposarcoma (MRCLS), and many
others. Specific peptide epitopes of the NY-ESO-1 or LAGE-1a protein are processed
and presented on the surface of the tumor cell in complex with an HLA molecule, which
can be recognized by T cells. An HLA-A2 binding peptide (SLLMWITQC aa 157-165) that
is common to both NY-ESO-1 and LAGE-1a antigens has been identified that can be
recognized by NY-ESO-1 reactive T-cells. The T cells for therapy have been genetically
engineered to express an affinity enhanced T-cell receptor toward the SLLMWITQC
peptide bound to HLA-A*02. The retained optimized TCR clone was called
NY-ESO-1%? or ¢259. The T-cell product consists of autologous T cells transduced with
a self-inactivating lentiviral vector encoding the affinity enhanced NY-ESO-1 specific
TCR (c259).

In previous clinical trials using adoptively transferred T cells directed against
NY-ESO-1/LAGE-1a, objective responses have been observed in 40 to 60" of treated
participants who are HLA-A*02" bearing NY-ESO-1" synovial sarcoma [Robbins, 2011;
Robbins, 2015; D’ Angelo, 2018b]. Similar or higher response rates have been observed
with this treatment in metastatic melanoma [Robbins, 2011] and multiple myeloma post
autologous stem cell transplant (ASCT) [Rapoport, 2015].

3.2 Background

Genetic modification of autologous T cells targeting specific tumor antigens has been
developed to overcome immune tolerance and to empower the immune system of the
cancer patient with lasting anti-tumor immunity permitting long term remission of
disease. TCRs can recognize not only cell surface proteins (as is the case with CAR T
cells) but also any intracellular proteins, since TCRs recognize peptide fragments of these
intracellular proteins that are processed and presented on the cell surface in the context of
HLA. The TCR-modified T-cell approach is also particularly suited for solid tumors due
to their ability to recognize low concentrations of these intracellular cognate antigens. In
addition, the TCR approach mimics the natural function of the T cell by recruiting the
endogenous signalling molecules and adhering to correct spatial orientation between the

29 Core



TMF-14132897 CONFIDENTIAL
208467

T cell and its target. These aspects may contribute to enhanced safety, anti-tumor activity
of TCR engineered cells, as well as enhanced persistence of the infused TCR engineered
T cells compared to CAR-T cells, providing ongoing anti-cancer protection.

Morgan et al. first demonstrated tumor regression in 2 of 17 patients after adoptive
transfer of genetically engineered T cells expressing a TCR specific for a
melanocyte-differentiating antigen (MART-1) [Morgan, 2006].

Responding patients demonstrated long term persistence of infused T cells. Identification
and sequencing of TCRs able to recognize epitopes expressed by human tumors together
with improvements in TCR gene transfer technology has allowed for rapid redirection of
T cells and targeting of a variety of tumor antigens, including gp100, carcinoembryonic
antigen (CEA) [Johnson, 2009], p53 [Kuball, 2005], cancer testis antigen (CTA) family
members such as NY-ESO-1 [Robbins, 2011] as well as melanoma associated antigens
(MAGE)-A3 [Morgan, 2013], MAGE-A4 [Kageyama, 2015] and MAGE-A10 [Border,
2018].

Most clinical protocols with TCR gene therapy have incorporated preconditioning of the
patient with a lymphodepleting chemotherapy regimen prior to T-cell infusion [Rohaan,
2019]. The incorporation of lymphodepletion prior to ACT may enhance immune
reconstitution by the transferred cells and increase tumor-specific responses. Immune
reconstitution is enhanced through homeostatic mechanisms that facilitate expansion of
T lymphocytes [Baccala, 2005], facilitate trafficking of the engineered T cells [Pinthus,
2004], and also improve the persistence of infused T cells. Lymphodepletion can also
enhance the activity of the adoptively transferred cells via the removal of inhibitory
factors such as regulatory T cells [Wolf, 2003] and can activate antigen presenting cells
through the induction of inflammatory cytokines and induction of tumor apoptosis with
resulting cross presentation of tumor antigens to T cells.

Studies conducted by the NCI Surgery Branch have demonstrated that adoptive
immunotherapy using T cells genetically engineered to recognize NY-ESO-1 following
lymphodepletion led to objective antitumor responses in 4 of 6 patients (67%) [Robbins,
2011] and 11 of 18 patients (61%) [Robbins, 2015] with synovial sarcoma. The estimated
overall three and five-year survival rates for patients with synovial sarcoma were 38%
and 14%, respectively [Robbins, 2015]. No toxicity attributed to the infused cells was
reported in these studies.

This protocol 208467 initially includes letetresgene autoleucel (lete-cel, GSK3377794),
for which background information is provided below. Should other NY-ESO-1 specific
(c259) T cells or combination agents be added in future, any applicable background
information will be added via amendment.

3.3 GSK3377794 (letetresgene autoleucel, lete-cel)

Lete-cel is the first generation product consisting of autologous T cells transduced with
lentiviral vectors to express the affinity enhanced TCR (c259) and is currently being
investigated in ongoing GSK sponsored pilot clinical trials in HLA-A*02" participants
with NY-ESO-1 and/or LAGE-1a positive metastatic synovial sarcoma (SS) (208466
[ADP-04511]), advanced myxoid/ round cell liposarcoma (MRCLS) (study 208469
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[ADP-0011-007]), non-small cell lung cancer (NSCLC) (GSK study 208749 [ADP-0011-
004] and GSK study 208471), and relapsed refractory multiple myeloma (MM) (study
208470 [ADP-0011-008]).

The most recent summary of the ongoing studies and clinical data obtained to date with
these TCR engineered NY-ESO-1/LAGE-1a targeting T cells is presented in the most
current Lete-cel Investigator’s Brochure.

Lete-cel in combination with other anti-cancer agents such as PD-1/PD-L1 blocking
agents like pembrolizumab is also being evaluated in MM (208470/ADP-0011-008) and
in NSCLC (208471). In addition, an observational long-term follow-up study (Study
208750) is being conducted in participants exposed to lete-cel in previous clinical trials
as required for gene therapy products [EMA, 2009; FDA, 2020a; FDA, 2020b].

As of 27 January 2021, 125 participants have received lete-cel across tumour types
including SS, MM, MRCLS and NSCLC, investigated in our ongoing clinical
programmes. The efficacy and safety of lete-cel is described in the most current version
of Lete-cel Investigator’s Brochure and summarized in the benefit/risk assessment in the
relevant specific substudies.
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4 OBJECTIVES AND ENDPOINTS

Objectives and endpoints are outlined in the substudies.

In general, the objectives and endpoints below will apply to all substudies unless
otherwise specified. Discrepancies between those stated here and those in the substudies
will not require amendment and those stated in the substudies will apply.

Exploratory objectives and endpoints, if any, will be provided in the substudies.

Objectives Endpoints

Primary
To evaluate the efficacy of Overall Response Rate (ORR) per RECIST v1.11
NY-ESO-1 specific (c259) T cells, alone or
in combination with other anti-cancer
agents, in HLA-A*02:01, HLA-A*02:05
and/or HLA-A*02:06 participants with
NY-ESO-1 and/or LAGE-1a positive solid
tumors

Secondary - Efficacy

To further evaluate the efficacy of
NY-ESO-1 specific (c259) T cells alone or
in combination with other anti-cancer
agents in HLA-A*02:01, HLA-A*02:05
and/or HLA-A*02:06 participants with NY-
ESO-1 and/or LAGE-1a positive solid
tumors

Time to Response (TTR)
Duration of Response (DoR)
Disease Control Rate (DCR)
Progression Free Survival (PFS)

Secondary - Safety

To evaluate the safety and tolerability of e Frequency and severity of Adverse events
NY-ESO-1 specific (c259) T cells alone or (AEs), serious adverse events (SAEs) and
in combination with other anti-cancer AEs of special interest (AESI; as defined in
agents in HLA-A*02:01, HLA-A*02:05 protocol)

and/or HLA-A*02:06 participants with e Laboratory parameters

NY-ESO-1 and/or LAGE-1a positive solid | «  Replication Competent Lentivirus (RCL)
tumors ¢ Instances of Insertional oncogenesis (10)

Secondary - Pharmacokinetics

To characterize in vivo cellular PK profile e Maximum transgene expansion (Cmax)
(levels, expansion, persistence) of e Time to Cmax (Tmax)

NY-ESO-1 specific (c259) T cells e Area under the time curve from zero to time t
AUC(0-t), as data permit

AE/s = adverse event/s; AESI/s = adverse event/s of special interest; AUC(0-t) = area under the time curve
from zero to time t; Cmax = maximum concentration; DCR = disease control rate; DoR = duration of
response; HLA = human leukocyte antigen; IO = insertional oncogenesis; ORR = overall response rate;

OS = overall survival; PFS = progression-free survival; RCL = replication competent lentivirus;

RECIST = Response Evaluation Criteria In Solid Tumors; SAE/s = serious AE/s; Tmax = Time to Cmax;
TTR = Time to Response

! Independent central review where applicable will be specified in the specific substudies.
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5 STUDY DESIGN
5.1 Overall Design

This is a master protocol investigating the safety and antitumor activity of TCR
engineered NY-ESO-1 specific (c259) T-cells alone or in combination with other agents
in HLA-A*02 * participants with NY-ESO-1 and/or LAGE-1a positive advanced solid
tumors.

The protocol will initially evaluate a first generation of NY-ESO-1 specific TCR (¢c259)
engineered T-cells, letetresgene autoleucel (lete-cel, GSK3377794), in HLA-A*02"
participants with NY-ESO-1" advanced (metastatic or unresectable) synovial sarcoma or
myxoid/round cell liposarcoma.

The protocol may be amended later to investigate the activity of other TCR engineered
NY-ESO-1 specific (¢259) T-cells in other NY-ESO-1" or LAGE-1a " tumor types and/or
in combination with other agents (see Figure 1 Study Design schematic below). Details
of treatment are provided in the substudies.

Figure 1 Study Design

Substudy 1: Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
Previously untreated
HLA-A*02 participants with NY-ESO-1 Positive Tumors
GSK3377794

Substudy 2: Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
Progressed post 1-L Standard of Care

T Cells Advanced metastatic or unresectable
Synovial Sarcoma or Myxoid/Round Cell Liposarcoma
with NY-ESO-1-specificT cells, alone

or in combination with other agents

TCR ENGINEERED .ﬁ HLA-A*02 participants with NY-ESO-1 Positive Tumors
NY-ESO-1 Specific = GSK3377794 Long-Term
Follow-U
(c259) E’ Potential additional substudies: Study P
>
wn

Potential additional substudies:
Other tumor types

with NY-ESO-1-specific T cells, alone
or in combination with other agents

If additional treatments are combined with T-cell treatment in future substudies, the
details of treatment will be given in the specific substudies.
Participant Journey

Unless otherwise specified in a given substudy, participants will undergo stepwise
enrollment followed by treatment according to defined phases within each substudy (See
Figure 2 Participant Journey Schema below) which will include the following:
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1) Target expression screening for the presence of HLA-A*02:01, HLA-A*02:05
and/or HLA-A*02:06 positivity and tumor expression of NY ESO-1 and/or

LAGE-1a,

(Note: If a participant was previously tested for HLA and NY-ESO-1/LAGE-1a expression under
a different GSK-sponsored protocol, testing of HLA and/or NY-ESO-1 for 208467 may not be
required dependent on the test platform(s) used and whether they meet the 208467 protocol
requirements [see Section 6.3])

2) Leukapheresis eligibility screening phase to determine eligibility for undergoing
leukapheresis beginning up to 28 days prior to leukapheresis,

Part 2: Leukapheresis/Manufacture

3) Leukapheresis procedure,

(Note: leukapheresis may have been performed under another GSK-sponsored protocol or
substudy of this protocol)

Part 3: Lymphodepletion/Treatment

4) Treatment fitness assessment for safety and final Treatment eligibility screening,

5) Interventional phase including Lymphodepletion from Days-7 to -4, TCR
engineered T-cell infusion on Day 1 and follow-up as defined in each specific

substudy,

(Note: TCR engineered T-cell may have been manufactured under another GSK-sponsored
protocol or substudy of this protocol)

Part 4: Long-Term Follow-Up (LTFU)

6) Long-term follow-up phase for up to 15 years from the date of TCR engineered

T-cell infusion.

Figure 2 Participant Journey Schema

) PART 2 - Leukapheresis &
R

PART 3—Lymphodepletion, Treatment & Follow-Up

PART 4 —Long-Term

Follow-Up
Response Evaluation
RECIST v1.1
Targe‘t —.»| Manufacture of
Expression NY-ESO-1T Cells
Screening ~42 days
Lel.éll‘ialilln".iﬁ:;ESIS NY-ESO-1 Follow-Up Long-Term
Scrgeeninv 4 Treatment T-Cell as defined in Follow-Up
Withi 15 »| Leukapheresis Fitness and Lympho- infusion || each | Study
e it Eligibility depletion substudy Up to 15 Years
Vs P Confirmed Day 1 after T-cell infusion

apheresis

Part 1: Screening

Screening will consist of two phases: target expression screening and leukapheresis
eligibility screening.

Target expression screening (i.e. HLA type and tumor NY-ESO-1/LAGE-1a antigen
expression) may start at any time after diagnosis of high-risk locally advanced disease
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(i.e. deeply seated, high grade, positive margins, large [>5 cm], or locally recurrent) for
Substudy 1, or advanced (metastatic or unresectable) disease for Substudy 2, subject to
any substudy specific requirements. Disease recurrence or progression may be present
but is not mandatory for screening.

For target expression screening, once informed consent has been obtained, a blood
sample will be collected from each participant for testing the presence of HLA-A*02:01,
HLA-A*02:05 and/or HLA-A*02:06. NY-ESO-1 and/or LAGE-1a expression will also
be evaluated on representative tumor tissue from a formalin-fixed and paraffin-embedded
(FFPE) archival (most recent preferred) or fresh biopsy. HLA-typing and tumor antigen
expression testing should be performed sequentially (considering the expected >50%
attrition with HLA) but may also be performed in parallel at the discretion of the
Investigator. In the future, if a tumor type is known to express NY-ESO-1 and/or
LAGE-1a in a high percentage of cases, testing for the antigen expression may be
omitted.

Once participants are deemed positive for HLA and tumor antigen expression, they will
sign the main study informed consent to undergo screening for leukapheresis eligibility
within 28 days prior to the day of the scheduled leukapheresis procedure.

Part 2: Leukapheresis/Manufacture

Leukapheresis can be initiated following confirmation of eligibility for leukapheresis,
which includes a series of lab assessments required to be completed within 7 days from
the day of leukapheresis.

The initiation of leukapheresis procedure constitutes enrollment in the study.

Disease progression may be present but is not mandatory for leukapheresis. In addition
leukapheresis may occur before, during or upon completion of a prior line of therapy.

Upon development of progressive disease in metastatic cancer patients, the disease may
have a rapid course, and any treatment delay can limit the treatment effect. Manufacture
of autologous T cells (lete-cel, GSK3377794) requires an average of 35-42 days.

Because of this, the potential for early leukapheresis is justified based on the following:

e Early Leukapheresis permits the manufacture of T cells prior to progression of
disease from prior therapy. This then permits timely treatment of the patient,
thereby improving chances of a treatment effect.

e Leukapheresis product collected prior to intense chemotherapy treatment may
contain T cells that have higher proliferative potential thereby providing higher
yield of a fitter T-cell product.

e Manufacturing failures can be communicated ahead of time, thereby, minimizing
delays for further treatment if product is not available in time for the patient.

The cryopreserved T-cell product from leukapheresis is stable for 2 years. The
cryopreserved drug product (NY-ESO-1 specific (c259) T cells) is also stable for 2 years.
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It is expected that early leukapheresis can be safely performed in a participant receiving
either chemotherapy and / or targeted agents, as long as the protocol specified
leukapheresis eligibility requirements are satisfied. In general, leukapheresis is well
tolerated. Side effects during the procedure may include numbness and/or tingling in the
extremities or muscle twitching due to the anticoagulant used in the machine. Low blood
pressure with light-headedness, chest discomfort, and/or shortness of breath may occur at
the beginning of the procedure. Uncommon events include fainting, pain, nausea,
vomiting, blood clotting difficulties, fatigue, and/or bruising at the needle injection sites.
Extremely rare events may include air embolism, blood loss from accidental leakage
from tubing, infection, difficulty breathing, transient arrhythmias, shock, or heart failure.
Both the Investigators and potentially eligible participants will be fully informed and
aware of these potential risks. Also, sites are chosen based on expertise for managing
any potential risks associated with NY-ESO-1 specific (¢259) T cells and/or procedural
risks. Adverse events will be monitored as described in Section 9.4.1.

Following leukapheresis, T-cell manufacture will be undertaken.

Unless otherwise specified in a specific substudy, bridging or standard of care
intermediate anti-cancer therapies [e.g. chemotherapy, local therapy (e.g. radiotherapy,
cryoablation, surgical resection, etc.)] may be administered between leukapheresis and
the start of lymphodepletion, if a participant cannot be treatment-free. The following
conditions must be met:

1. Mandatory washout periods prior to start of T-cell infusion must be respected (See
specific substudies)

AND

2. Indicated based on benefit/risk assessment and/or local regulatory requirements and
following agreement with Sponsor’s Medical Monitor (or designee)

AND

3. Treatments, AEs and other clinical observations are reported into the current study
database

A baseline scan is performed prior to lymphodepletion to confirm the presence of
measurable disease and then the participant will receive T-cell infusion and be followed
as per RECIST vl.1 for efficacy analysis and per iRECIST for treatment decisions.

Participants who have failed screening or withdrawn before T-cell infusion, may rescreen
in the same substudy or consider entering screening for another substudy (see Section 6.2
for further details).

Part 3: Lymphodepletion/Treatment

The following conditions need to be satisfied prior to initiating lymphodepletion and
T cell treatment.

1. Treatment fitness assessment and confirmation of additional inclusion/exclusion
criteria for treatment must be completed within 10 days prior to initiating
lymphodepleting chemotherapy.
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2. Baseline radiological tumor assessment is obtained within 10 days prior to
lymphodepletion.

3. T-cell product availability verified by site for each criterion below:
Confirmation of successful manufacture of T-cell product
b. T-cell product satisfies all release criteria as stated on Certificate of Analysis

c. T-cell product available for infusion at the site per criteria specified in the Drug
Product and Infusion Manual

4. Pre-treatment tumor biopsy collected prior to initiating lymphodepletion is required.
This biopsy will be used as baseline for biomarker analyses. If it is not feasible to
obtain a fresh biopsy, archival tumor biopsy (FFPE block) taken preferably after
completion of the participant’s last line of therapy, preferably within 90 days prior to
initiating lymphodepleting chemotherapy, may be accepted at the discretion of the
Medical Monitor (or designee). For participants who already provided a fresh biopsy
for antigen expression and did not receive any bridging or standard of care
intermediate anti-cancer therapy, the screening biopsy will be used for baseline.

Following lymphodepletion, after ~24 hours of completing lymphodepleting
chemotherapy (i.e., on Day -3), participants must receive Granulocyte-Colony
Stimulating Factor (G-CSF) support in accordance with ASCO guidelines [Smith, 2015]
or institutional practice. The formulation of G-CSF to be used can be decided by the
Investigator based on the institutional practice.

Participants will be hospitalized on the day of T-cell infusion (Day 1) and may be in the
hospital for follow-up care until Day 3 as clinically indicated. Through Day 14,
participants must be closely monitored by the Investigator. Additional close monitoring
or hospitalization may be warranted based upon clinical need and is at Investigator’s
discretion (please refer to Section 9.3 for safety assessments and monitoring; Section 9.4
for reporting of adverse events; and Section 12.7 for supportive care guidance on T-cell
infusion, CRS and other potential risks).

Participants will be frequently monitored for any unexpected Grade >3 AE and any
SAEs, according to the SoA in the specific substudies.

Participants who are not eligible for study intervention by the time NY-ESO-1 specific
(c259) T cells expire, will be withdrawn from the study and will not undergo
lymphodepletion within this study.

Any remaining manufactured T cells from each participant (whether or not eligible for
study intervention) will be stored by the Sponsor for the current shelf life of the cells after
manufacture is completed. After expiry of the shelf life, the stored T cells can be
destroyed or, if consented, used for scientific research at the Sponsor’s discretion for a
period of up to 15 years depending on local regulations.

Part 4: Long-Term Follow-Up (LTFU)

At the end of the study for each participant (as defined in Section 5.3.1), and no sooner
than 90 days post T-cell infusion (in order to capture minimal safety information),
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participant will be entered into a separate LTFU protocol (GSK study 208750) and will
be monitored for up to 15 years post T-cell infusion.

5.2 Number of Participants

As this is a master protocol consisting of multiple substudies, the overall sample size is
not fixed. The initial number of participants is expected to be approximately 97 in
Substudies 1 and 2 combined. Substudy 1 will enroll 10 participants with previously
untreated advanced (metastatic or unresectable) synovial sarcoma or myxoid/round cell
liposarcoma, that is either newly diagnosed or relapsed after surgery and radiotherapy
and /or adjuvant therapy. Substudy 2 will enroll approximately 87 participants
previously treated with anthracycline-based regimen for advanced (metastatic or
unresectable) synovial sarcoma or myxoid/round cell liposarcoma, including :

e Approximately 15 participants expected to receive the clinical drug product
supply;

e Approximately 72 participants will be enrolled to ensure that at least 60
participants will receive letetresgene autoleucel (lete-cel, GSK3377794) using
commercial vector supply and manufacturing process. An additional 20%
enrollment is factored in between leukapheresis and dosing to account for: early
withdrawal, manufacturing issues, and extended waiting-time for progression.

Any additional substudies will be added via protocol amendments with specification of
number of participants for each substudy.

Refer to the substudies for additional details on sample size determinations.

5.3 End of Master Protocol Definition

5.3.1 End of Study for Individual Participants

Refer to the substudies (including Substudy 1-Section 5.3 and Substudy 2-Section 5.3)
for end of substudy definitions for Individual Participants.

5.3.2 End of Master Protocol

This Master Protocol will end as of the last visit of the last participant in the last
sub-study, or when all participants have met their respective substudy end criteria
including those who have died, withdrawn consent or are lost to follow-up.

Subject to specific criteria outlined in each substudy, in general any participant who has
not reached progressive disease by end of substudy or is still being followed in long-term
follow-up phase by end of substudy will be transferred to a separate long-term follow up
protocol (GSK study 208750) for observation of delayed AEs and survival for a duration
of up to 15 years post-T cell infusion in accordance with FDA [FDA, 2020a] and EMA
guidance [EMA, 2009].
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5.4 Scientific Rationale for Protocol Design

This is a master protocol design to evaluate TCR engineered NY-ESO-1 specific (¢c259)
T cells alone or in combination with other agents in HLA-A*02" participants with
NY-ESO-1 and/or LAGE-1a Positive Solid Tumors via independent substudies.

The scientific rationale for each substudy is provided in each specific substudy.
5.4.1 Data Monitoring Committee

An Independent Data Monitoring Committee (IDMC) consisting of external experts will
be established for ongoing review of safety events and efficacy to enable benefit/risk
determination, for all substudies of this master protocol, independent of the study team.
Additional details will be provided in an IDMC Charter.

Key recommendations of the IDMC will be documented and reported to regulatory
agencies if requested, all participating Principle Investigators (PIs) and if required,
Institutional Review Boards (IRBs)/Independent Ethics Committees (IECs) as
appropriate with impactful decisions communicated as priority.

6 PROTOCOL POPULATION

Prospective approval of protocol deviations relating to enrollment criteria for the purpose
of recruiting participants, also known as protocol waivers or exemptions, is not permitted.

The protocol will enroll participants with solid tumors to independent substudies.

Initially, the protocol will enroll participants with advanced (metastatic or unresectable)
synovial sarcoma (SS) or myxoid/round cell liposarcoma (MRCLS) (Substudies1 and 2).
Substudy 2 will be a registration substudy and will enroll participants with advanced
metastatic or unresectable sarcomas or MRCLS who have progressed following
anthracycline based chemotherapy.

Due to differences in entry criteria for the specific participant populations, all inclusion
and exclusion criteria and lifestyle considerations are presented in the specific substudies.

Eligibility Screening will take place in the following 3 steps:

e Target Expression Screening: A set of criteria permitting participants’ blood to be
screened for HLA status and archival (most recent preferred) or fresh tumor
biopsy samples to be screened for the expression of NY-ESO-1 and/or LAGE-1a.

e Leukapheresis Screening: Eligibility must be fulfilled prior to performing
leukapheresis procedure.

e Lymphodepletion and Treatment Eligibility Screening: To be fulfilled prior to
commencing lymphodepleting chemotherapy and administration of T cells.
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6.1 Screen Failures

Screen failures are defined as participants who consent to participate in the clinical
protocol but are not subsequently enrolled into a substudy. A minimal set of screen
failure information is required to ensure transparent reporting of screen failure
participants to meet the Consolidated Standards of Reporting Trials (CONSORT)
publishing requirements and to respond to queries from regulatory authorities. Minimal
information includes demography, screen failure details, eligibility criteria, and may also
include disease characteristics, prior lines of anti cancer treatment, performance status
and any serious adverse events (SAEs).

6.2 Rescreening

Individuals who do not meet the criteria for participation in a given substudy at any stage
(screen failure or withdrawal) may be rescreened for any applicable substudy upon
Sponsor agreement. Participants rescreened will be assigned a new participant number.

For each rescreened participant, the Sponsor will confirm the following on evaluation for
an applicable substudy:

e Participant has previously tested positive for protocol-specified HLA typing by a
validated test in a designated central laboratory;

e Participant’s tumor has previously been pathologically reviewed by a Sponsor
designated central laboratory with confirmed positive NY-ESO-1 and/or LAGE-
la antigen expression;

e Participant has previously completed Sponsor protocol-specified leukapheresis,
and cryopreserved T cells or manufactured product are available and within shelf-
life specifications.

6.3 Screening Under Other GSK Studies

Participants screened or enrolled in other GSK studies may be considered for enrollment
into this study, where it is IRB/IEC approved, on a case-by-case scenario following a
risk/benefit evaluation between the Investigator and Sponsor Medical Monitor (or
designee).

Where a participant was previously tested for HLA and/or antigen expression under a
different GSK-sponsored protocol, testing of HLA and/or antigen expression for 208467
may not be required dependent on the test platform(s) used and whether they meet the
208467 protocol requirements. If the Study 208467 testing requirements are not met,
repeat test(s) may be required. The repeat test(s) may be possible without requiring new
sample collection.

Other screening/baseline assessments or procedures (e.g., biopsy collection, imaging)
performed under a separate GSK-sponsored protocol may be accepted, in consultation
with the Sponsor. Additionally, if the NY-ESO-1 specific TCR engineered T cells are
already manufactured for these participants, leukapheresis and/or re-manufacture process
may not be necessary, in consultation with the Sponsor.
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7 STUDY INTERVENTION

Study intervention is defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according
to the study protocol.

Details of study interventions and guidelines, including dose, administration, and
concomitant medications are specified in each substudy.

In general, however, study intervention will follow the steps outlined in Section 5.1 and
in the intervention schema included there.

8 DISCONTINUATION OF STUDY INTERVENTION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

The guidelines and criteria below apply to all protocol participants except where
otherwise indicated in specific substudies.

8.1 Discontinuation of Study Intervention

As the T-cell intervention is administered as a single dose, there is no possibility of
discontinuation of study intervention. In the event of severe reactions during infusion,
the infusion may be interrupted. Please refer to the current Drug Product and Infusion
Manual for details of dose administration.. Please refer to Section 9.3 for safety
assessments and monitoring; Section 9.4 for reporting of adverse events; and Section 12.7
for supportive care guidance on T-cell infusion, CRS and other potential risks.

Infusion-related reactions Grade 3 or higher during infusion should be reported to
Sponsor promptly :

e GSK CGT Patient Supply Co-ordinator by e-mail (GSK.CELL@gsk.com) or by
phone +1-833-GSK-CELL (+1 833-475-2355) or +44 800-026-6295 (for
European countries);

e Medical Monitor or designee (contact information provided in SRM).

In participants with infusion-related reaction Grade <2, infusion may be restarted once
resolved to Grade <1. The bag of cells that was being infused prior to reaction, cannot be
used beyond 45 min after thawing. When restarting infusion, new previously unthawed
bag of cells needs to be used following Drug Product and Infusion Manual.

Should other agents be added in future either as monotherapy or combination therapy,
any additional details will be added via amendment to this core or via additional
substudies, as applicable.

8.2 Liver Chemistry Increased Monitoring Criteria

Liver chemistry increased monitoring criteria have been designed to assure participant
safety and evaluate liver event etiology.
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The following Level 1 and Level 2 monitoring are required for all participants.

Level 1 Monitoring

In the event that a participant develops elevations in liver function test (LFT) parameter
values as defined below, an increase to liver chemistry monitoring i.e., at weekly
intervals, will apply.

Liver Chemistry Monitoring Criteria Level 1

Criteria Actions

ALT 23x ULN and 21.5x baseline value but ¢ Notify the GSK Medical Monitor within 24 hours of learning
ALT <5x ULN and <2x baseline value and of the abnormality to discuss participant safety.
bilirubin <2xULN, without symptoms believed

to be related to liver injury, or hypersensitivity | Participant must return weekly for repeat liver chemistries

(ALT, AST, alkaline phosphatase, bilirubin) until they
resolve, stabilise or return to within baseline

o If, during monitoring, ALT increases to >5xULN and >2x
baseline value or remains 23x ULN and =1.5x baseline
value for 24 weeks, or if total bilirubin increases to 22xULN,
refer to Level 2 monitoring guidance below.

o If, after 4 weeks of monitoring, ALT <3xULN and bilirubin
<2xULN, monitor participants twice monthly until liver
chemistries normalize or return to within baseline.

ALT = alanine aminotransferase; ULN = upper limit of normal; AST = aspartate aminotransferase.

Level 2 Monitoring

In the event that the participant develops elevations in LFT parameters as defined below,
an increase to liver chemistry monitoring at more frequent intervals i.e. twice weekly,
will apply.

Liver Chemistry Monitoring Criteria Level 2

ALT Absolute Both ALT >5xULN and >2x baseline value

ALT Increase Both ALT >3xULN and =1.5x baseline value that persists for >4 weeks
Bilirubin*.2 ALT >3xULN and bilirubin >2xULN (>35% direct bilirubin)
INR2 ALT >3xULN and INR >1.5

ALT >3xULN and 1.5x baseline value associated with symptoms (new or worsening) believed to

ic3
Symptomatic® |\ "\ ted to liver injury or hypersensitivity

Required Actions and Follow-Up Assessments

Actions Follow-Up Assessments

e Report the event to GSK within 24 hours o \Viral hepatitis serology*

e  Complete the liver event CRF and complete o Obtain INR and recheck with each liver chemistry
an SAE data collection tool if the event also assessment until the transaminases values show
meets the criteria for an SAE? downward trend

e  Perform liver event follow-up assessments e Serum creatine phosphokinase (CPK) and lactate

dehydrogenase (LDH).
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Monitor the participant until liver chemistries Fractionate bilirubin, if total bilirubin >2xULN

resolve, stabilize, or return to within baseline

If possible, obtain peripheral blood for persistence of

(pre-gene therapy) genetically modified cells.

MONITORING: e Obtain complete blood count with differential to assess

For bilirubin or INR criteria: eosinophilia

e Repeat liver chemistries (include ALT, AST, e Record the appearance or worsening of clinical
alkaline phosphatase, bilirubin, INR) and symptoms of liver injury, or hypersensitivity, on the AE
perform liver event follow-up assessments report form
W'th'_n 24 hr§ . . - e Record use of concomitant medications on the

e Monitor participants twice weekly until liver concomitant medications report form including
chemistries resolve, stabilize or return to acetaminophen, herbal remedies, other over the counter
within baseline (pre-gene therapy) medications.

o Aspecialist or hepatology consultation is e Record alcohol use on the liver event alcohol intake
recommended case report form

For all other criteria: For bilirubin or INR criteria:

*  Repeatliver chemistries (include ALT, AST, e Anti-nuclear antibody, anti-smooth muscle antibody,
alkaline phosphatase, bilirubin, INR) and Type 1 anti-liver kidney microsomal antibodies, and
perform liver event follow-up assessments quantitative total immunoglobulin G (IgG) or gamma
within 24-72 hrs globulins.

e Monitor participants at least weekly until liver e Liverimaging (ultrasound, magnetic resonance, or
chemistries resolve, stabilize or return to computed tomography) and /or liver biopsy to evaluate
within baseline (pre-Gene Therapy) liver disease; complete Liver Imaging and/or Liver

Biopsy CRFs.

Serum bilirubin fractionation should be performed if testing is available. Additionally, if serum bilirubin fractionation
testing is unavailable, record presence of detectable urinary bilirubin on dipstick, indicating direct bilirubin
elevations and suggesting liver injury.

All events of ALT >3xULN and bilirubin >2xULN (>35% direct bilirubin) or ALT >3xULN and INR >1.5, which may
indicate severe liver injury (possible ‘Hy’s Law’), must be reported as an SAE (excluding studies of hepatic
impairment or cirrhosis); The INR threshold value stated will not apply to participants receiving anticoagulants.
New or worsening symptoms believed to be related to liver injury (such as fatigue, nausea, vomiting, right upper
quadrant pain or tenderness, or jaundice) or believed to be related to hypersensitivity (such as fever, rash or
eosinophilia).

Includes: Hepatitis A IgM antibody; Hepatitis B surface antigen (HbsAg) and Hepatitis B Core Antibody (IgM);
Hepatitis C RNA; Cytomegalovirus IgM antibody; Epstein-Barr viral capsid antigen IgM antibody (or if unavailable,
obtain heterophile antibody or monospot testing); Hepatitis E IgM antibody.

ALT = alanine aminotransferase; AST = aspartate aminotransferase; CPK = creatine phosphokinase; CRF = Case
Report Form; LDH = lactate dehydrogenase; INR = International normalized ratio; ULN = upper limit of normal.

8.2.1 Temporary Discontinuation

NY-ESO-1 specific (c259) T-cell intervention is administered as a single dose via IV
infusion. In the event of severe reactions associated with liver toxicities during infusion,
the infusion may be interrupted. Please refer to Section 8.1 for guidance on
discontinuation of intervention and restarting of infusion.

Should other agents be added in future either as monotherapy or combination therapy,
any additional details will be added via amendment to this core or via additional
substudies, as applicable.
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Participant Discontinuation/Withdrawal from the Study

A participant may withdraw from the substudy to which he/she is enrolled at any
time at his’/her own request or at the discretion of the Investigator for safety,
behavioral, compliance or administrative reasons. No further assessments will be
required, and the Investigator must document this in the site study records.

At the time of study withdrawal, if possible, participant will be asked to consent
to LTFU study.

If the participant withdraws consent for disclosure of future information, the
sponsor may retain and continue to use any data collected before such a
withdrawal of consent.

If a participant withdraws from the substudy to which he/she is enrolled after
providing study samples, GSK will retain those samples and any results generated
from testing prior to participant withdrawal, as described in the informed consent.
If the participant specifically requested destruction of their samples at the time of
withdrawal, the Investigator should notify GSK, and document this in the site
study records. Once notified, GSK will not perform any further testing, and will
destroy the sample.

A participant will be considered to have withdrawn from the substudy to which
he/she is enrolled if the participant has not died and is lost to follow-up
(Section 8.4).

Refer to the SoA in each substudy for data to be collected at the time of study
discontinuation and for any further evaluations that need to be completed.

Lost to Follow Up

A participant will be considered lost to follow-up if he or she repeatedly fails to return for
scheduled visits and is unable to be contacted by the study site.

The following actions must be taken if a participant fails to return to the clinic for a
required study visit:

The site must attempt to contact the participant and reschedule the missed visit as
soon as possible and counsel the participant on the importance of maintaining the
assigned visit schedule and ascertain whether the participant wishes to and/or
should continue in the substudy to which he/she is enrolled.

Before a participant is deemed lost to follow up, the Investigator or designee must
make every effort to regain contact with the participant (where possible, 3
telephone calls and, if necessary, a certified letter to the participant’s last known
mailing address or local equivalent methods). These contact attempts should be
documented in the participant’s medical record.

Should the participant continue to be unreachable, he/she will be considered to
have withdrawn from the substudy to which he/she is enrolled.

Discontinuation of specific sites or of the study as a whole are handled as part of
Section 12.1.
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8.5 Study Stopping and Pausing Rules

The study will pause enrollment and stop treatment for all participants if any of the
following events occur pending submission to Regulatory Agencies and review by
IDMC, IRBs/ECs, and the Sponsor:

e Any event of Guillain-Barré syndrome (GBS) as diagnosed by a neurologist
according to diagnostic guidance for GBS [Fokke, 2014].

e A case of documented symptomatic progressive cerebral edema confirmed by an
expert neurological examination and CT/MRI, that is not responding to treatment.

¢ A biologically functional positive Replication Competent Lentivirus (RCL) after
2 confirmed positive tests by PCR.

e Death directly attributed to lete-cel by the Investigator and IDMC.

Premature study termination may occur if:

e Sponsor, in consultation with IDMC, decides for any reason that participant safety
may be compromised by continuing the study.

e The Sponsor decides to discontinue the development of the intervention to be
used in this study.

It is expected that AEs will occur frequently in these patient populations based on
underlying advanced malignancies in the initial and future substudies and these AEs can
be SAEs. A review of individual significant safety events across all substudies in
conjunction with the cumulative review of safety data by the sponsor, IDMC, and
Investigators, will inform decisions for premature termination of individual substudies or
the entire study. SAEs that are related to the direct effects of T cell therapy may be
considered as stopping criteria, upon consultation with IDMC. Premature termination of
individual substudies or the entire clinical study may occur because of a regulatory
authority decision.

9 STUDY ASSESSMENTS AND PROCEDURES

Study assessments and procedures and their timings are summarized in the SoA tables
within each substudy.

Unless otherwise stated in a substudy and its SoA, the descriptions and guidelines in this
section and subsections will apply. Where there is a discrepancy between this core
protocol and the relevant substudy, the substudy should be followed.

Adherence to the substudy design requirements, including those specified in the SoA, is
essential and required for study conduct. Protocol waivers or exemptions are not allowed
except for immediate safety concerns.

Immediate safety concerns should be discussed with the Sponsor upon occurrence or
awareness to determine if the participant should continue or discontinue study treatment.
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All screening evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria. The Investigator will maintain a screening log to
record details of all participants screened and to confirm eligibility or record reasons for
screening failure, as applicable.

Informed consent must be signed by a participant before any study required procedures
are performed. However, procedures conducted as part of the routine clinical
management (e.g., imaging studies) and conducted prior to signing of the study informed
consent may be used for screening/baseline assessments provided the procedure fulfills
the protocol defined specifications and has been performed within the protocol indicated
timeframe.

If assessments are scheduled for the same nominal time, then the assessments should
occur in the following order:

1. 12-lead ECG

2. Vital signs

3. Blood draws

9.1 Efficacy Assessments
See individual substudies for any additional assessments.

9.1.1 Evaluation of Anti-Cancer Activity

Tumor assessments for response and progression will be evaluated according to
RECIST vl1.1 [Eisenhauer, 2009] and iRECIST (see Section 12.6):

e RECIST vl.1 will be used in the assessment of disease burden (target and non-
target lesions determination) at baseline and as the primary measure of tumor
response endpoints.

e RECIST will be used to aid in clinical decision making and for exploratory
evaluations.

See the SoA within each specific substudy for the schedule of assessments of anti-cancer
activity. Acceptable imaging modalities for this study include:

e Diagnostic-quality computed tomography (CT) scan with oral and/or IV iodinated
contrast of the chest and abdomen/pelvis (CT is the preferred modality for tumor
assessments). Extremities and/or skin lesions will be assessed if required.

e In cases where contrast enhanced CT is contraindicated, a Magnetic resonance
imaging (MRI) of the abdomen/pelvis (with and without gadolinium contrast),
and an MRI (with and without gadolinium contrast) or a non-contrast enhanced
CT of the chest is acceptable. The same imaging modality should be followed for
each subsequent assessment.

e MRI of the extremities per site standard of care, if clinically indicated;
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e Digital photographs of skin lesions including a ruler for estimating the size of the
lesion.

Tumor measurements for each participant should be performed by the same Investigator
or radiologist (to the extent that this is feasible).

To allow time for the immune response to become apparent and for potential transient
inflammatory reaction of the disease to the treatment (‘tumor flare’), response will not be
assessed before 4 weeks post infusion of NY-ESO-1-specific (c259) T-cells unless there
is unequivocal clinical evidence of deterioration. Response or progression is to be
confirmed by repeat imaging scan performed not earlier than 4 weeks and not later than 8
weeks after the criteria for response or progression was first met. For post-baseline
assessments, a window is permitted to allow for flexible scheduling as defined in the SoA
within each specific substudy.

Tumor images will be obtained and transmitted to a central imaging vendor for potential
central review. The process for tumor imaging and transmission to the central imaging
vendor are detailed in the Imaging Manual.

9.1.2 Long-Term Follow-up

Upon the end of the applicable substudy for each participant, participant will be entered
into a separate LTFU protocol (GSK study 208750) and will be monitored for up to
15 years post T-cell infusion.

9.2 Patient Reported Outcomes

Patient reported outcomes will be assessed as part of this protocol. Specifics regarding
which measures will be employed are outlined in the substudies.

9.3 Safety Assessments
9.3.1 Safety Review Team

An internal Safety Review Team (SRT) is in place, consisting of a cross functional team
of the appropriate disciplines required to ensure holistic evaluation of the safety profile of
the NY-ESO-1 specific (¢259) T-cell product under evaluation. The Safety review team
conducts systematic, periodic and documented reviews of available safety data from all
studies in the program and addresses the safety issues pertinent to the medicine.

9.3.2 Physical Examinations and Developmental Examinations

A complete physical examination will include, at a minimum, weight, and assessments of
the Skin, Cardiovascular, Respiratory, Gastrointestinal and Neurological systems. Height
will be assessed at timepoints indicated in the SoA for each substudy.

A dedicated physical examination will include assessments based on specific concerns of
the Investigator.
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Investigators should pay special attention to clinical signs related to previous serious
illnesses or tumor sites.

9.3.3 Additional Assessments for Pediatric Participants

For pediatric participants, height and weight will also be evaluated as a percentile vs
national growth charts (based on sex and age) and vs genetic height target (expected
height based on parental heights) and evaluation will be performed on whether growth is
normal or abnormal.

For pediatric participants, puberty assessments will be undertaken once a year until
puberty is completed. Puberty will be assessed by means of genital examination in the
physical examination, completion of the Tanner scale, general questioning of the
participant about their sexual activity, sexual potency (males) and menstrual cycles
(females).

Developmental examinations will also be performed once a year.
9.3.4 Lansky, Karnofsky, or ECOG Performance Status

The performance status will be assessed per Table 1 below:

Table 1 Performance status scale
Participant age Performance status scale to be used
(years) (Section 12.9)
<16 Lansky
=16and <18 Karnofsky
=18 ECOG

using Lansky (for participants <16 years of age) or Karnofsky (for participants >16 and
<18 years of age) or ECOG (for participants >18 years of age) scale (Section 12.9) at the
time points specified in the SoA in each substudy. Participants who become 16 or 18
years of age during the study should switch to the age-appropriate index at that time.

9.3.5 Vital Signs

Blood pressure, pulse measurements (rate and oximetry), respiratory rate, and body
temperature should be assessed per institutional standards. These will be assessed as per
the SOA Tables in Section 2 of each substudy and recorded in the eCRF. The same
methods should be used throughout the course of the substudy. Manual techniques will be
used only if an automated device is not available.

Where vital signs and blood collection for laboratory tests are performed on the same
day, vitals signs should be taken before blood collection.

On the day of T-cell infusion (Day 1), vital signs must be assessed pre-infusion, at

approximately 5, 15 and 30 minutes, and 1, 1.5, 2, and 4 hours after the infusion has
started. On the day of T-cell infusion (Day 1), pulse oximetry should be taken pre-

48 Core



TMF-14132897 CONFIDENTIAL
208467

infusion, and at approximately 5, 15 and 30 minutes, and 1, 1.5, 2, and 4 hours after the
infusion has started.

9.3.6 Cardiac Assessments
All cardiac assessments will be performed locally at the site.
The following assessments will be conducted in order to monitor participant safety:

An ECHO or MUGA scan is required to determine eligibility. Additional scans may be
performed as clinically indicated. NOTE: the same method of cardiac evaluation should
be used consistently for all follow-up scans.

Single or triplicate 12-lead ECG will be obtained using an ECG machine that
automatically calculates the heart rate and measures PR, QRS, QT, and QTc intervals.
The replicate ECG tracings should be obtained as closely as possible in succession. The
full set of triplicates should be completed in less than 4 minutes.

Serum troponin and NT-proBNP / BNP as markers for cardiac health will be assessed
prior to initiation of lymphodepletion.

Participants with clinically significant cardiovascular risk factors such as but not limited
to:

— prior cardiac insult (ie, prior myocardial infarct and prior coronary
revascularization)

— significant valvular disease

— low ejection fraction

— cardiomyopathy

— history of heart failure

— significant cardiac arrhythmias

— history of cardiac toxicity from prior therapies

— baseline tumor masses in close proximity to the cardiac muscle

e undergo evaluation by a cardiologist prior to lymphodepletion

e be monitored by inpatient continuous cardiac telemetry for a minimum of 3 days
post T-cell infusion and as long as deemed necessary by the Investigator.

In these participants with clinically significant cardiovascular risk factors, all reports of
cardiac events following T-cell infusion will be monitored through proactive
pharmacovigilance to determine causality. Supportive treatment for these participants
will be provided per standard clinical practice guidelines.
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9.3.7 Pulmonary Assessments

Participants with known lung metastases (active or previously treated with surgical
resection or radiotherapy) should be considered for pulmonary consultation prior to
lymphodepletion, which may include pulmonary function tests.

Participants deemed at high risk for pulmonary complications per the pulmonologist
should have closer post-infusion monitoring during the following periods:

— post T-cell infusion, for a minimum of 3 days and as long as deemed necessary by
the Investigator

— if CRS is suspected, for the first week and until symptoms are improving or an
alternative diagnosis is confirmed

and should include:
¢ Close monitoring of chest imaging, as clinically indicated
¢ Close monitoring of fluid balance
e Continuous cardiac telemetry monitoring.

Participants who have an airway that may be compromised should be assessed prior to
lymphodepletion, including considerations such as speech and swallow evaluation,
anaesthesia consultation, or consideration for closer post-infusion monitoring (as above)
in the event their airway may be compromised due to tumor inflammation, prior
surgery/radiation, decreased consciousness, infection or other cause.

9.3.8 Monitoring for Imnmune Effector Cell-Associated Neurotoxicity
Syndrome

Brain MRI (or CT Scan if MRI is not feasible) must be obtained for all participants as
part of leukapheresis eligibility screening. This should be repeated at baseline prior to
lymphodepletion if more than 4 months have elapsed since leukapheresis screening.
Brain MRI may be performed as clinically indicated thereafter.

Immune Effector Cell-Associated Encephalopathy (ICE) ICE (see Section 12.7.8 for
definition) must be measured immediately prior to T-cell infusion on the day of infusion,
and then according to each substudy SoA. Participants with known brain metastases (if
not excluded in the substudy) must be monitored at least twice per day for the first 5 days
following T-cell infusion. If a participant is found to have Immune Effector Cell-
Associated Neurotoxicity Syndrome (ICANS), the ICE neurological assessment tool
should be used at least twice per day until ICANS is resolved or stable and may be
measured at follow up visits if indicated.

For management of ICANS, refer to Section 12.7.8.
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9.3.9 Monitoring for Demyelinating Neuropathy and Other Neurological
Events

Obtain a neurological consultation for participants with Grade 2 or higher neurologic
events of a > 7 day duration. Participants who develop signs and symptoms consistent
with GBS must be evaluated by a neurologist according to diagnostic guidance for GBS
[Fokke, 2014] to provide expert recommendations to guide appropriate diagnostic
workup such as electromyography (EMG), lumbar puncture, infectious panel to guide
management and follow up (See Section 12.7.10).

Any additional monitoring requirements or modifications to these requirements as well as
any management guidelines will be addressed in the substudies.

9.3.10 Clinical Safety Laboratory Assessments
Refer to Section 12.2 for the list of clinical laboratory tests to be performed.

The Investigator must review the laboratory report, document this review, and record any
clinically relevant changes occurring during the study in the AE section of the CRF. The
laboratory reports must be filed with the source documents. Clinically significant
abnormal laboratory findings are those which are not associated with the underlying
disease, unless judged by the Investigator to be more severe than expected for the
participant's condition.

All abnormal laboratory values considered clinically significant occurring during
participation in the study or within 30 days after the last dose of study treatment should
be repeated until the values return to normal or baseline. If such values do not return to
normal/baseline within a period of time judged reasonable by the Investigator, the
etiology should be identified and the sponsor notified.

All protocol-required laboratory assessments, as defined in Section 12.2 must be
conducted in accordance with the laboratory manual and the SoA in each

substudy. Reference ranges for all safety parameters must be provided to the site by the
laboratory responsible for the assessments.

9.3.11Monitoring and Management of Replication-Competent Lentivirus
(RCL) using Vesicular Stomatitis Virus G protein (VSV-G)

Replication Competent Lentivirus (RCL) is a potential risk associated with the use of
lentiviral vectors; no RCL has ever been detected ex vivo or in vivo. The risk is derived
from the detection of Replication Competent Retrovirus (RCR) during the use of early y
retroviral vector packaging systems which were inadequately designed to avoid
recombination events between the vector and packaging components [Miller, 1990].
Updated v retroviral packaging systems have not been associated with RCR. However,
RCR/L must continue to be rigorously evaluated in vector and cell lots, and in
participants post infusion [FDA, 2020a; FDA, 2020b; FDA, 2010].

Regulatory Agencies and the gene therapy community have previously discussed
measures to be taken should an RCL be confirmed in a participant [FDA, 2020a; FDA,
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2020b; FDA, 2010]. However, because the probability and characteristics of an RCL are
unknown, no concrete plans have been put in place.

The following approaches have been discussed for participant management:
Provide targeted antiretroviral therapies based on genotyping of the RCL;

Intensive follow up of participant in consultation with FDA, and other Regulatory
Authorities, National Institute of Health, gene therapy experts, study Investigators, and
HIV physicians.

9.3.111 Testing for RCL in Clinical Studies

RCL will be monitored using a PCR-based assay that detects and measures copies of the
gene coding for the vector’s envelope protein, namely Vesicular Stomatitis Virus G
protein (VSV-Q) that is necessary for the assembly of pseudotyped infectious lentiviral
particles but absent from the vector’s backbone. RCL testing and monitoring will take
place on:

The lentiviral vector, whereby RCL testing will be performed on vector supernatant and
end of production (EOP) cells by or under the direction of the manufacturing facility
responsible for manufacturing and releasing the vector.

The T-cell product, whereby VSV-G qPCR testing will be carried out for release and
biological RCL testing will also be performed.

Participant’s PBMCs will be collected at timepoints indicated in the SoA within each
substudy. If no gene modified cells are detected for 2 consecutive assessments
post-infusion, and the participant is >2 years post infusion, RCL sample collection will
discontinue.

If VSV-G deoxyribonucleic acid (DNA) copies are detected at any time point in the first
year post-infusion, the safety monitoring protocol in Section 9.3.11.2 will be triggered.
Participant’s samples will continue to be tested for VSV-G DNA copies until VSV-G
DNA copies are not detected for 2 consecutive annual assessments.

NOTE: The participant will continue to be followed by the Investigator by phone call or
survey for up to 15 years post-infusion. If contact with the Investigator becomes no
longer feasible, follow up can be transitioned to a local physician, preferably an
oncologist.

9.3.11.2 Safety Monitoring Protocol

If a positive VSV-G DNA signal is obtained, the Investigator will be informed, and the
participant scheduled for a retest as soon as possible and no later than one month after the
initial positive result was reported to the Sponsor. A review by GSK’s SRT will take
place.

If the second test is positive, infusions for all participants receiving cells modified with
the same vector lot will be postponed. The participant with the confirmed positive
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VSV-G signal will be scheduled for leukapheresis and a biological RCL test will be
performed on the leukapheresis product. The biological RCL test assesses whether there

is active production of infectious viral particles from the leukapheresis product [Manilla,
2005].

If the biological RCL is positive, all NY-ESO-1 specific (c259) T-cell infusions will be
halted. An action plan will be discussed with FDA and other Regulatory Authorities and
experts as appropriate. Additional participants will not be treated until such time as a plan
is agreed upon.

9.3.12 Testing for Persistence of Transduced T cells and Insertional
Oncogenesis

Peripheral blood mononuclear cells (PBMC) samples will be collected for monitoring
persistence of gene modified cells. The samples will be tested using a DNA PCR-based
method to detect the presence of the Psi gene, which is part of the lentiviral vector used to
transduce T cells.

If no gene modified cells are detected for two consecutive assessments post infusion, and
the participant is >2 years post infusion (for example, negative persistence assessments at
year 4 and 4.5), monitoring will end including for other laboratory assessments such as
hematology and chemistry. The participant will continue to be followed by the
Investigator by phone call or survey for up to 15 years post-infusion. If contact with the
Investigator becomes no longer feasible, follow up can be transitioned to a local
physician, preferably an oncologist.

At the first instance of >1% of PBMC:s testing positive for the Psi gene at or after 1 year
post-infusion, the participant’s PBMCs will be evaluated for integration site analysis.
Integration site analysis assesses clonality and the possibility of insertional oncogenesis.
While insertional oncogenesis is a potential risk in T cells transduced with a lentiviral
vector, monitoring for it follows the recommendations set forth in the FDA and EMA
guidances [FDA, 2020a; FDA, 2020b; EMA, 2009].

e Ifthere is clonal dominance in the genetically modified T cell population (either
monoclonality or oligoclonality), persistence and integration site assessment will
be repeated within 3 months on a new sample. If the repeated analysis
demonstrates: 1) persistent monoclonality, 2) evidence of insertional oncogenesis;
OR 3) clonal expansion (an increase in percent predominance of a clone), there
will be a review by GSK’s SRT and Safety Governance Board to develop a
monitoring plan specific to the health care risk, and strategies to inform
participants, Investigators, FDA, and other regulators of the findings.

e If the integration site analysis indicates polyclonality of the genetically modified
T-cell population, then study and persistence monitoring will continue as
scheduled. Integration site assessment will only be repeated if there is a sudden
increase in persistence or if there any suspicion/report of potential hematological
malignancy.
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In all cases of SAE that occur after T cell infusion, a transgene copy (persistence) sample
must be obtained if feasible.

9.4 Adverse Events and Serious Adverse Events
The definitions of an AE or SAE can be found in Section 12.3.

The Investigator and any qualified designees are responsible for detecting, documenting,
and reporting events that meet the definition of an AE or SAE. The Investigator or
designee is responsible for following up AEs that are serious, considered related to the
study intervention or the study, or that caused the participant to discontinue the study
intervention or the study (see substudies).

In the absence of a clear alternative etiology (e.g., chemotherapy, concomitant
medications, disease progression, infections, etc.), AEs should be considered potentially
immune-related. Immune-related AEs may include diarrhea/colitis, rash, hepatitis, Graft
versus host disease (GVHD), cytokine release syndrome (CRS), secondary pancytopenia,
pneumonitis, endocrinopathies, nephritis, and any other manifestations that may indicate
an immune-related phenomenon.

Adverse events of special interest (AESIs) in this study are defined in Section 9.4.7.
AESIs will be reported to Sponsor (Medical Monitor or designee) within 24 hours via
e-mail (see SRM for further instructions).

Due to the nature of the treatment, participants are required to be followed for up to

15 years after treatment with genetically modified T cells according to FDA and EMA
guidances [FDA, 2020a; FDA, 2020b; EMA, 2009]. Certain events in this protocol are
identified as delayed AEs and should be marked as delayed AEs in the eCRF.

Delayed AEs are defined as those events that fall into one or more of the 6 categories
listed below and which occur either after disease progression or last Interventional Phase
visit, whichever occurs first. Delayed AEs will be collected as part of the LTFU phase of
the substudy or in the LTFU Study 208750, contingent upon formal transfer of participant
to Study 208750.

Delayed AEs will be collected until 5 years have elapsed from last T-cell infusion, or
until patient dies, withdraws consent or is deemed lost to follow-up. Delayed AEs will be
recorded in the CRF if reported by the patient or investigator between years 6-15. Any
AE collected on-study may also be indicated as a delayed AE by the Investigator at their
discretion.

The 6 categories for delayed AEs are:
e New malignancies
e New incidence or exacerbation of a pre-existing neurological disorder

e New incidence or exacerbation of a prior rheumatologic or other autoimmune
disorder

e New incidence of a hematologic disorder
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e New incidence of an infection (potentially related to gene modified cell therapy)

e Unanticipated illness or hospitalization deemed related to gene modified cell
therapy

If a participant is monitored in this protocol post disease progression (for example, in
Substudy 2), s/he will only be monitored for delayed AEs.

9.4.1 Time Period and Frequency for Collecting AE and SAE Information

Collection of AEs and SAE starts from time of signing the ICF for target expression
screening, and will be performed as follows:

e All SAEs will be collected from the start of leukapheresis until the end of study,
or through 90 days following T-cell infusion if the participant does NOT initiate
new anticancer therapy, or through 30 days following T-cell infusion if the
participant initiates new anticancer therapy, whichever is later.

e All AEs will be collected from the start of leukapheresis until 30 days following
cessation of interventional phase OR the end of study, whichever is later, at the
time points specified in the SoA in each substudy.

e Additionally, any SAEs or AEs assessed as related to study participation (e.g.,
study intervention, protocol-mandated procedures, invasive tests, or change in
existing therapy) or leading to early withdrawal will be collected in the AE
section of the CRF from the time a participant signs the informed consent for
target expression screening. All other relevant events that begin before the start
of leukapheresis but after obtaining informed consent will be recorded on the
Medical History/Current Medical Conditions section of the case report form
(CRF) not the AE section.

Figure 3 displays the AE/SAE collection time periods in relationship to the 4 phases of a
substudy intervention.
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Figure 3 Time Period for Collecting AE and SAE Information
Consent Initiation of
for Target Expression start of Lympho- T-cell End of
Screening Leukapheresis depletion Infusion Study

PART 1 - Screening FART i;::;?{;:zess'& PART 3 - Lymphodepletion, Treatment & Follow-Up DART[“:)"!,:'CEDR""‘

All SAEs will be collected from the start of Leukapheresis through:
= End of study, OR
= 90 days post T-cell infusion, if participant does NOT initiate new anticancer therapy OR
* 30 days post T-cell infusion, if participant initiates new anticancer therapy,
whichever is later.

All AEs will be collected from the start of leukapheresis until 30 days post:
= cessation of Interventional Phase, OR
* End of study,
whichever is later.

Additionally, any SAEs / AEs related to :
= study participation

(e.g., study intervention, protocol-mandated procedures, invasive tests, or change in existing therapy), OR
* leading to early withdrawal

will be collected from signature of consent for Target Expression Screening.

All SAEs will be recorded and reported to the sponsor or designee immediately and under
no circumstance should this exceed 24 hours, as indicated in Section 12.3. The
Investigator will submit any updated SAE data to the sponsor within 24 hours of it being
available.

e Events of special interest (AESIs) (Section 9.4.7) will be reported to the Sponsor
(Medical Monitor or designee) within 24 hours via e-mail (see SRM for further
instructions) AESIs should be communicated as soon as suspected, and any
confirmed diagnosis must be reported immediately.

e Events occurring after the participant enrolls onto the LTFU will be collected and
reported in the LTFU protocol database.

e Any SAE, including death, brought to the attention of an Investigator at any time
outside of the time period specified above must be reported immediately to the
Sponsor if the event is considered to be drug-related.

9.4.2 Method of Detecting AEs and SAEs

The method of recording, evaluating, and assessing causality of AEs and SAEs and the
procedures for completing and transmitting SAE reports are provided in Section 12.3.

Care will be taken not to introduce bias when detecting AE and/or SAE. Open-ended and
non-leading verbal questioning of the participant is the preferred method to inquire about
AE occurrence.

9.4.3 Follow-up of AEs and SAEs

After the initial AE/SAE report, the Investigator is required to proactively follow each
participant at subsequent visits/contacts. All SAEs, and non-serious AEs of special
interest (as defined in Section 9.4.7), will be followed until the event is resolved,
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stabilized, otherwise explained, or the participant is lost to follow-up (as defined in the
substudies). Further information on follow-up procedures is given in Section 12.3.

9.4.4 Regulatory Reporting Requirements for SAEs

Prompt notification by the Investigator to the sponsor of a SAE is essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of
a study intervention under clinical investigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and
other regulatory agencies about the safety of a study intervention under clinical
investigation. The sponsor will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, Institutional Review Boards
(IRB)/Independent Ethics Committees (IEC), and Investigators.

Investigator safety reports must be prepared for suspected unexpected serious adverse
reactions (SUSAR) according to local regulatory requirements and sponsor policy and
forwarded to Investigators as necessary.

An Investigator who receives an Investigator safety report describing a SAE or other
specific safety information (e.g., summary or listing of SAEs) from the sponsor will
review and then file it along with the Investigator’s Brochure and will notify the
IRB/IEC, if appropriate according to local requirements.

9.4.5 Pregnancy

Should female participant or female partner of male participant become pregnant, collect
details of pregnancy and report per guidelines in Section 12.4. Contraception period is
mandated from the start of study intervention and defined as followed in Table 2, based
on the study treatments received.

Table 2 Time Periods for Contraception Usage
Treatment Received Contraception to continue from start of study intervention through
longest of all intervals defined below based on all treatments received
Fludarabine 6 months after last dose of fludarabine
Cyclophosphamide Time after last dose of cyclophosphamide:

Females - 12 months

Males — 6 months

Lete-cel (GSK3377794) A minimum of 12 months after lete-cel T-cell infusion.

In the event that there is still evidence of persistence/gene modified cells in
the participant’s blood beyond 12 months, contraception to continue until
notification by Sponsor that lete-cel T cells are not detected in blood for 2
consecutive times.

The Sponsor will notify the site once the participants’ persistence is below the level of
detection for 2 consecutive times.
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Should female participant or female partner of male participant become pregnant, collect
details of pregnancy and report per guidelines in Section 12.4. Should a female partner of
a male participant be pregnant or become pregnant, collect details of pregnancy and
report per guidelines in Section 12.4.

The Investigator should inform GSK within 24 hours of learning of any pregnancy and
should follow the procedures outlined in Section 12.4.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered SAE.

If appropriate, the investigator should advise fertile male participants to consider
collecting and storing viable sperm prior to undergoing lymphodepletion given that
cyclophosphamide may result in partial (oligospermia) or total (azoospermia) sterility.

9.4.6 Cardiovascular Events and Death

For any cardiovascular events detailed in Section 12.3.3 and all deaths including those
attributed to progression of malignant disease, whether or not they are considered SAEs,
specific Cardiovascular (CV) and Death sections of the CRF will be required to be
completed. These sections include questions regarding cardiovascular (including sudden
cardiac death) and non-cardiovascular death.

The CV CRFs are presented as queries in response to reporting of certain CV Medical
dictionary for regulatory activities (MedDRA) terms. The CV information should be
recorded in the specific cardiovascular section of the CRF within one week of receipt of a
CV Event data query prompting its completion.

The Death CREF is provided immediately after the occurrence or outcome of death is
reported. Initial and follow-up reports regarding death must be completed within one
week of when the death is reported.

9.4.7 Adverse Events of Special Interest (AESIs)

Adverse events of special interest for this trial will be reported to Sponsor (Medical
Monitor or designee) within 24 hours via email (see SRM for further instructions). The
AESIs include but are not limited to:

e (ytokine release syndrome (CRS) [Note: Grade 3 or higher should be reported as
SAE within 24 hours]

e Graft vs host disease (GVHD) [Note: Grade 3 or higher should be reported as SAE
within 24 hours]

e Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS) Grade 1
persisting beyond 24 hrs or associated with concurrent CRS; or Grade 2 or higher

¢ Guillain Barré syndrome (GBS) including acute inflammatory demyelinating
polyneuropathy (AIDP) [Note: all cases must be reported as SAEs within 24
hours]
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e Pancytopenia/aplastic anemia if any of the below events occur:

— Occurs after the bone marrow reconstitution following the lymphodepletion
regimen

— Any Grade 3 or 4 cytopenia following lymphodepletion lasting more than
2 weeks with G-CSF support.

— Requiring transfusion support (e.g. platelets or RBC) lasting more than 2 weeks
following lymphodepletion

e Treatment-related inflammatory response at tumor site(s)

e Neutropenia Grade 4 lasting >28 days

9.5 Treatment of Overdose

NY-ESO-1 specific (¢259) T cells must be administered as a single-dose by trained
personnel at the investigational sites in this study. Infusion guidelines provided in the
Drug Product and Infusion Manual must be strictly followed, including premedication,
duration of infusion, and vital sign monitoring. In the event of an allergic reaction, the
infusion must be immediately stopped, and anti-histamine treatment initiated. Please
refer to Section 12.7 for further supportive care guidance. Acute mild respiratory distress
developing during or immediately after (within 48 hours) T-cell infusion can be managed
with supportive care, as detailed in Section 12.7.

Should any substudy of the protocol include agents other than NY-ESO-1 specific (c259)
T cells, any additional overdose considerations will be provided in the applicable
substudy.

9.6 Pharmacokinetics

Pharmacokinetics of T cells (also known as T-cell expansion or persistence) in the
peripheral blood will be measured in treated participants to evaluate the relationship
between T-cell expansion and response to IP. Persistence of T cells is also monitored as
a long-term safety measure.

Whole blood samples will be collected for measurement of transduced cell quantities;
samples will be processed to PBMC. DNA will be isolated from these PBMCs to
quantify the transduced cells using PCR of the Psi transgene as described in Section
9.3.12. Samples may be collected at additional time points during a substudy if warranted
and agreed upon between the Investigator and the Sponsor. Instructions for the collection
and handling of biological samples will be provided by the sponsor. The actual date and
time (24-hour clock time) of each sample will be recorded.

The following PK parameters will be computed, as data permit:
¢ Cmax: maximum concentration/T-cell expansion

e Tmax, time of Cmax
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e AUC(0-t), area under the concentration/T-cell expansion time curve from 0 to
time t.

Samples collected for analyses of transduced T cells in blood may also be used to
evaluate safety or efficacy aspects related to concerns arising during or after the study.

T-cell pharmacokinetics in the peripheral blood will be measured in the participants to
establish the relationship between persistence and response to NY-ESO-1 specific (c259)
T cells. Persistence is also monitored as a long-term safety measure. The following
methodology will be used to measure the cells:

¢ Quantitation of transduced cells by PCR of transgene from DNA extracted from
PBMC

9.7 Pharmacodynamics

Serum cytokine levels and other biomarkers measured for research purposes (see
Section 9.9) may be evaluated for pharmacodynamic relationships with
NY-ESO-1 specific (¢259) T-cell administration.

9.8 Genetics

Genetics research will be conducted on a genetics blood sample, plasma and tumor
samples collected in the study as indicated in Section 9.9. Consent for Leukapheresis and
Treatment encompasses consent for genetics research. See Section 12.5 for additional
information regarding genetic research. Details on processes for collection and shipment
and destruction of these samples can be found in the Study reference manual (SRM) or
Laboratory Manual.

9.9 Biomarkers

Collection of samples for biomarker research is also part of this study. Peripheral blood,
serum, plasma, and tumor are required for biomarker research and will be collected as
specified in the SoA within each substudy. These samples will be tested by the Sponsor
or Sponsor's designee.

Biomarkers will be assessed to monitor biological parameters that may influence
treatment outcome, including, but not limited to, immune cell phenotype, function, and
expansion of the engineered infused T cells, as well as evaluation of candidate predictive
biomarkers and their association with clinical response to treatment. Immune cell
phenotyping will be assessed in the apheresis material, manufactured product, and
post-infusion blood samples. Data from such studies will be correlated with clinical
outcome.

As new technologies and data emerge, other novel biomarker tests involving DNA, RNA,
or protein analysis relevant to the study objectives may be performed on consented blood,
serum, plasma, and tumor samples.
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If a participant has an AE, an additional biopsy (for example skin, GI tract, bone marrow,
tumor) or blood (serum, plasma and PBMC) samples may be requested with the objective
of gaining an understanding of the underlying etiology of the AE. For this purpose, the
biomarker research tests applied on blood, plasma, tumor biopsy, and serum may also be
performed on these samples.

Any consented samples collected may be used for research to develop methods, assays,
prognostics and/or companion diagnostics related to NY-ESO-1 specific (c259) T cells.

In addition, if consent for future research is obtained, leukapheresis product not utilized
for cell manufacture may be used for research to improve manufacturing processes and
analytical testing of adoptive T cell therapies.

With the participant’s consent, samples may be stored for a maximum of 15 years (or
according to local regulations) following the last participant’s last visit for the study to
enable further analysis of biomarkers in response to NY-ESO-1 specific (c259) T cells.

9.9.1 Tumor Biopsy

The efficacy of cancer immunotherapy is conditioned by the infiltration of tumors by
activated tumor-specific T cells, the expression of target antigen, and the antigen
processing machinery that enables surface expression of the antigenic epitope on the
tumor cell surface. All of these are necessary for the activity of NY-ESO-1 specific
(c259) T cells. The activity of these T cells will in turn be affected by an
immunosuppressive or immune-potentiating environment in the tumor (e.g., regulatory
T cells or helper T cells). Therefore, the direct evaluation of the presence of NY-ESO-1
specific (c259) T cells transduced cells, target antigen expression and processing
machinery, and the “immune landscape” inside the tumor is of great value for
understanding and optimizing cancer immunotherapy.

For this purpose, incisional, excisional, or core needle tumor biopsies are required. As
listed in the inclusion criteria for lymphodepetion and treatment under each substudy, a
biopsy collected prior to initiating lymphodepleting chemotherapy is mandatory. A newly
obtained tumor biopsy is highly desirable and preferred, but if it is not feasible to obtain a
fresh biopsy, archival tumor biopsy (FFPE block) taken after completion of the
participant’s last line of therapy may also be accepted. For participants who already
provided a fresh biopsy for antigen expression and did not receive any bridging or
standard of care intermediate anti-cancer therapy, the screening biopsy will be used for
baseline. In addition, tumor biopsies at Week 4 (at the expected time of an active
anti-tumor response by infused T cells) and at disease progression are also required.

Baseline and on-treatment tumor biopsies must be taken from non-target lesions. When
possible, the same lesion(s) should be biopsied at both baseline and subsequent time
points. The radiographic and/or clinical status of the biopsied lesion(s) should be
documented at each time (e.g. decreased, stable, increased size or activity).

Tumor biopsy research studies may include but are not limited to:

Tissue expression of the target antigen NY-ESO-1 and/or LAGE-1a
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e Infiltration of TCR engineered NY-ESO-1 specific (¢259) T cells
e PD-L1 status

e Presence of immune suppressive or potentiating cells (including Treg, Myeloid
Derived Suppressor Cells, M2 macrophages) and immune suppressive or
potentiating environment (including TGFp expression and signature)

e Protein analysis including immunohistochemistry or similar technologies to
measure immune cell infiltrate and functional biomarkers

e RNA analysis including RNAseq, Nanostring, or similar technologies to measure
immune cell infiltrate and signalling pathway biomarkers via gene expression
profile (genetic analysis)

e Deep gene sequencing to assess T cell clonality through TCR Vbeta and/or
Valpha sequencing (genetic analysis)

e Tissue analysis to determine the tumor mutational burden, evolution of tumor
mutation profile over the course of therapy, microsatellite instability and genetic
alterations by DNA sequencing (genetic analysis)

Additional details regarding tumor biopsy collection are provided in the SRM.
9.9.2 Liquid Biopsies (from circulating blood)

With an understanding on the limitations of collecting tumor biopsies which cannot
always be obtained safely, liquid biopsies (peripheral blood plasma) are commonly used
as surrogates to assess disease burden and response to the therapy. In addition to tumor
biopsies, liquid biopsies will be collected (see SoA Table 3 of each individual substudy).
These liquid biopsies may be used to extract circulating cell-free DNA (cfDNA),
circulating tumor DNA (ctDNA) and exosomes. Analyses may include but are not limited
to the following genetic research:

e Evaluation of expression of cancer testis antigens, including NY-ESO-1 and/or
LAGE-1a.

e Evaluation of the global tumor mutational burden and genetic profiling of tumor
specific genes (including NY-ESO-1 and/or LAGE-1a).

e Assessment and phenotyping of exosomes.

9.9.3 Cytokine Analyses

Serum is collected as specified in the SoA within each substudy. If cytokine release
syndrome (CRS) is suspected, serum for cytokine analysis should be collected every day
for the first week and approximately every other day thereafter until symptoms improve
or an alternative diagnosis is confirmed (See Section 12.7). Details regarding serum
collection are provided in the SRM.
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Cytokines, growth factors and soluble receptors including but not limited to IL-6, IFNy,
TNFa, IL-2Ra, IL-10, IL-13, IL-1B, IL-1Ra, IL-8, IL-12, IL-15, IL-2, and GM-CSF, may
be measured utilizing a multiplexed immuno-assay.

Measurement of the cytokine subset IL-18, IL-10, IL-6, TNFa, and IFNy is performed
under Good Clinical Laboratory Practice (GCLP) conditions. All other measurements are
exploratory.

9.9.4 Cell Phenotype and Functional Activity

A range of assays will be performed to elucidate the phenotype and activity of the cells
collected from the apheresis (starting material), and of the gene-modified T cells
(manufactured product) before and after infusion in the blood. The assays performed will
depend upon availability of sample and clinical/scientific significance. The following
assays may be included but are not limited to:

e Phenotype analysis for determination of T cell lineages by flow cytometry

¢ Quantitation of the activation status of immune subsets from PBMC by flow
cytometry

e Analysis of gene expression profile to reflect activity of the cells

e Histologic evaluation of tumor-immune cell environment by single or multiplexed
probe binding and microscopy.

NOTE: Analysis may not be limited to these assays; additional assays may be added as
they become available.

9.9.5 Immunogenicity Assessments

Serum samples for determination of anti- NY-ESO-1 specific (c259) T-cell antibodies
will be taken from all participants for anti-drug antibody (ADA) testing.

Serum samples will be tested for anti-NY-ESO-1 specific (c259) T-cell antibodies using a
validated assay and a tiered-testing scheme (e.g., screening, confirmation, and titer
assays). Briefly, all samples will be tested in a screening assay to identify potential
positives. Next, all potentially positive samples will be tested in a confirmation assay to
determine the specificity of the response. Finally, titer values will be determined of all
confirmed positive samples. For each participant, immunogenicity results (e.g., positive
or negative) and titer values will be reported. Other analyses (e.g., neutralizing antibody
assay) may be performed to further characterize anti-NY-ESO-1 specific (c259) T-cell
antibodies, if necessary.

All samples collected for detection of antibodies to study intervention(s) may also be
evaluated to enable interpretation of the antibody data.

9.9.6 RNA Transcriptome Research

Transcriptome studies may be conducted using RNA-seq, and/or alternative equivalent
technologies, which facilitates the simultaneous measurement of the relative abundances
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of thousands of ribonucleic acid (RNA) species resulting in a transcriptome profile for
each tumor biopsy sample. This will enable the evaluation of changes in transcriptome
profiles that may correlate with biological response relating to the action of the
NY-ESO-1 specific (¢259) T cells.

The same samples may also be used to confirm findings by application of alternative
technologies.

9.9.7 RNA Expression Research of a Subset of RNA Species

RNA expression studies may be conducted using quantitative reverse transcriptase
polymerase chain reaction (RT-qPCR), Nanostring, or other methods, which can facilitate
the simultaneous measurement of the relative abundances of RNA species resulting in an
RNA expression profile for each blood and tumor biopsy sample. The RNAs assayed
may be those involved with the pathogenesis of synovial sarcoma or myxoid/round cell
liposarcoma; or the action of NY-ESO-1 specific (c259) T cells. In addition, continuing
research may identify other proteins or regulatory RNAs that may be involved in the
response to NY-ESO-1 specific (c259) T cells. The RNAs that code for these proteins
and/or regulatory RNAs may also be studied. This will enable the evaluation of changes
in RNA expression profiles that may correlate with biological response relating to the
action of NY-ESO-1 specific (c259) T cells.

9.9.8 Genetic Blood Sample

A blood sample for DNA isolation will be collected from participants as specified in the
SoA within each substudy. Genetic analysis may be conducted on this sample to
investigate the relationship between genetic variants in the host and disease under study.
The association of candidate or genome-wide genetic variants may be explored with
efficiacy (ORR) and safety such as but not limited to cytokine release syndrome
frequency/severity/duration.

9.9.9 Request for Autopsy in case of Death Following Administration of
Gene Transfer Agents

In accordance with the FDA guidance [FDA, 2020a], all participants enrolled in this trial
are asked to consider an autopsy and autopsies will be requested of the families for all
participants who die during participation in studies after administration of gene transfer
agents. To assure compliance, guidelines for performing an autopsy are provided in the
SRM.

64 Core



TMF-14132897 CONFIDENTIAL
208467

10 STATISTICAL CONSIDERATIONS

For each substudy, the objective (unless otherwise stated in substudy) is to evaluate
whether NY-ESO-1 specific (¢259) T cells, alone or in combination with other agents,
improve the Overall Response Rate (ORR) over the standard of care for the specific
tumor type and the target population. Response assessment for most solid tumors will be
evaluated by RECIST v1.1 while all other tumors will use the appropriate established
response criteria.

The sample size for each substudy of the protocol is chosen to adequately characterize the
efficacy and safety data according to the objective of each substudy.

Definitions of populations for analyses and the statistical analyses for the
primary/secondary endpoint are found in the substudies.
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SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

12.1 Appendix 1: Regulatory, Ethical, and Study Oversight

1211

Considerations
Regulatory and Ethical Considerations

This study will be conducted in accordance with the protocol and with:

Consensus ethical principles derived from international guidelines including the
Declaration of Helsinki and Council for International Organizations of Medical
Sciences (CIOMS) International Ethical Guidelines

Applicable ICH Good Clinical Practice (GCP) Guidelines
Applicable laws and regulations

The protocol, protocol amendments, ICF, Investigator’s Brochure, and other
relevant documents (e.g., advertisements) must be submitted to an IRB/IEC by the
Investigator and reviewed and approved by the IRB/IEC before the study is
initiated.

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

The Investigator will be responsible for the following:

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

Notifying the IRB/IEC of SAE or other significant safety findings as required by
IRB/IEC procedures

Providing oversight of the conduct of the study at the site and adherence to
requirements of 21 CFR, ICH guidelines, the IRB/IEC, European regulation
536/2014 for clinical studies (if applicable), and all other applicable local
regulations

Reporting cases of suspected child abuse and/or neglect according to local
medical association (e.g., AAP) or health department guidelines.

12.1.2 Financial Disclosure

Investigators and sub-Investigators 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 authorities.
Investigators are responsible for providing information on financial interests during the
course of the study and for 1 year after completion of the study.
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12.1.3 Informed Consent Process

e The Investigator or his/her representative will explain the nature of the study to
the participant or his/her legally authorized representative and answer all
questions regarding the study.

e Participants must be informed that their participation is voluntary. Participants or
their legally authorized representative will be required to sign a statement of
informed consent that meets the requirements of 21 CFR 50, local regulations,
ICH guidelines, Health Insurance Portability and Accountability Act (HIPAA)
requirements, where applicable, and the IRB/IEC or study center.

e The medical record must include a statement that written informed consent was
obtained before the participant was enrolled in the study and the date the written
consent was obtained. The authorized person obtaining the informed consent must
also sign the ICF.

e For pediatric participants, the medical record must include a statement that legally
authorized representative (parent/guardian) consent and child/adolescent assent (if
deemed appropriate by local ethics review) was obtained before the participant
was enrolled in the study and the date the written consent was obtained. The
medical record should also describe how the clinical Investigator determined that
the person signing the ICF was the participant’s legally authorized representative
(parent/guardian). The authorized person obtaining the informed consent must
also sign the ICF.

e Participants and, if applicable, their legally authorized representative
(parent/guardian) must be re-consented to the most current version of the ICF(s)
during their participation in the study.

e Minor participants must be re-consented if they reach the age of majority during
the course of the study, in order to continue participating.

e A copy of the ICF(s) must be provided to the participant or the participant’s
legally authorized representative.

e Participants who are rescreened are required to sign a new ICF.

e The ICF may contain a separate section that addresses the use of remaining
mandatory samples for optional exploratory research in accordance with SOP-
GSKF-410. The Investigator or authorized designee will explain to each
participant the objectives of the exploratory research. Participants will be told that
they are free to refuse to participate and may withdraw their consent at any time
and for any reason during the storage period. A separate signature will be required
to document a participant’s agreement to allow any remaining specimens to be
used for exploratory research. Participants who decline to participate will not
provide this separate signature.

12.1.4 Data Protection

e Participants will be assigned a unique identifier by the sponsor. Any participant
records or datasets that are transferred to the sponsor will contain the identifier
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only; participant names or any information which would make the participant
identifiable will not be transferred.

The participant must be informed that his/her 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.

The participant must be informed that his/her medical records may be examined
by Clinical Quality Assurance auditors or other authorized personnel appointed by
the sponsor, by appropriate IRB/IEC members, and by inspectors from regulatory
authorities.

12.1.5 Publication Policy

The results of this study may be published or presented at scientific meetings. If
this is foreseen, the Investigator agrees to submit all manuscripts or abstracts to
the sponsor before submission. This allows the sponsor to protect proprietary
information and to provide comments.

The sponsor will comply with the requirements for publication of study results. In
accordance with standard editorial and ethical practice, the sponsor will generally
support publication of multicenter studies only in their entirety and not as
individual site data. In this case, a coordinating Investigator will be designated by
mutual agreement.

Authorship will be determined by mutual agreement and in line with International
Committee of Medical Journal Editors authorship requirements.

12.1.6 Dissemination of Clinical Study Data

Where required by applicable regulatory requirements, an Investigator signatory
will be identified for the approval of the clinical study report. The Investigator
will be provided reasonable access to statistical tables, figures, and relevant
reports and will have the opportunity to review the complete study results at a
GSK site or other mutually-agreeable location.

GSK will also provide the Investigator with the full summary of the study results.
The Investigator is encouraged to share the summary results with the study
participants, as appropriate.

The procedures and timing for public disclosure of the protocol and results
summary and for development of a manuscript for publication for this study will
be in accordance with GSK Policy.

GSK intends to make anonymized participant-level data from this trial available
to external researchers for scientific analyses or to conduct further research that
can help advance medical science or improve patient care. This helps ensure the
data provided by trial participants are used to maximum effect in the creation of
knowledge and understanding.
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12.1.7 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 (e.g., laboratory
data). The Investigator is responsible for verifying that data entries are accurate
and correct by physically or electronically signing the CRF.

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

The Investigator must permit study-related monitoring, audits, IRB/IEC review,
and regulatory agency inspections and provide direct access to source data
documents.

Monitoring details describing strategy (e.g., risk-based initiatives in operations
and quality such as Risk Management and Mitigation Strategies and Analytical
Risk-Based Monitoring), methods, responsibilities and requirements, including
handling of noncompliance issues and monitoring techniques (central, remote, or
on-site monitoring) are provided in the Monitoring Plan.

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

The sponsor assumes accountability for actions delegated to other individuals
(e.g., Contract Research Organizations).

Study monitors will perform ongoing source data verification 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 in accordance with the
currently approved protocol and any other study agreements, ICH GCP, and all
applicable regulatory requirements.

Records and documents, including signed ICF, pertaining to the conduct of this
study must be retained by the Investigator for 25 years from the issue of the final
Clinical Study Report (CSR)/equivalent summary unless local regulations or
institutional 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.

12.1.8 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’s site.

Data reported on the CRF or entered in the eCRF that are transcribed from source
documents must be consistent with the source documents or the discrepancies
must be explained. The Investigator may need to request previous medical records
or transfer records, depending on the study. Also, current medical records must be
available.
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e Definition of what constitutes source data can be found in the Monitoring plan.

121.9 Study and Site Closure

GSK or its designee reserves the right to close the study site or terminate the study at any
time for any reason at the sole discretion of GSK. Study sites will be closed upon study
completion. A study site is considered closed when all required documents and study
supplies have been collected and a study-site closure visit has been performed.

The Investigator may initiate study-site closure at any time, provided there is reasonable
cause and sufficient notice is given in advance of the intended termination.

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

e Failure of the Investigator to comply with the protocol, the requirements of the
IRB/IEC or local health authorities, the sponsor’s procedures, or GCP guidelines

e Inadequate recruitment of participants by the Investigator

¢ Discontinuation of further study intervention development.

12.1.10 Remote Monitoring and Source Data Verification

208467 study requires close, ongoing monitoring of patient data to ensure treatments are
safe and tolerated by study participants. When onsite monitoring is not permissible due to
site/local restrictions (such as with epidemic and/or pandemic), remote monitoring may
be employed that ensures all of the following requirements are met:

e Monitoring plan and execution details [(remote source data monitoring (rSDV)
method and scope of activities]) are outlined in the Study Monitoring Plan

e Remote monitoring method to be 