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Instructions for companies

This is the template for submission of evidence to the National Institute for Health
and Care Excellence (NICE) as part of the single technology appraisal (STA)
process. Please note that the information requirements for submissions are
summarised in this template; full details of the requirements for pharmaceuticals and

devices are in the user guide.

This submission must not be longer than 150 pages, excluding appendices and the

pages covered by this template. If it is too long it will not be accepted.

Companies making evidence submissions to NICE should also refer to the NICE

health technology evaluation guidance development manual.

In this template any information that should be provided in an appendix is listed in

a box.

Highlighting in the template (excluding the contents list)

Square brackets and grey highlighting are used in this template to indicate text that
should be replaced with your own text or deleted. These are set up as form fields, so
to replace the prompt text in [grey highlighting] with your own text, click anywhere

within the highlighted text and type. Your text will overwrite the highlighted section.
To delete grey highlighted text, click anywhere within the text and press DELETE.

Grey highlighted text in the footer does not work as an automatic form field, but
serves the same purpose — as prompt text to show where you need to fill in relevant
details. Replace the text highlighted in [grey] in the header and footer with
appropriate text. (To change the header and footer, double click over the header or
footer text. Double click back in the main body text when you have finished.)
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Abbreviations

Abbreviation Definition

ABC Activated B-cell

ADA Anti-drug antibody

AE Adverse event

AESI Adverse events of special interest
AIC Akaike Information Criterion
ALDVMM Adjusted limited dependent variable mixture models
Allo-SCT Allogenic stem cell transplantation
ALT Alanine transaminase

aNHL Aggressive B-cell non-Hodgkin lymphoma
ASCT Autologous stem cell transplant

AST Aspartate transaminase

Axi-cel Axicabtagene ciloleucel

BIC Bayesian Information Criterion

BNF British National Formulary

BOR Best overall response

BR Bendamustine and rituximab

BSA Body surface area

BSH British Society of Haematology
CAR-T Chimeric antigen receptor T-cell

CDF Cancer Drugs Fund

Cl Confidence interval

CIT Chemoimmunotherapy

CNS Central nervous system

CR Complete response

CrCl Creatinine clearance

CRS Cytokine release syndrome

CSR Clinical study report

CT Computed tomography

CTLS Clinical tumour lysis syndrome

CXDX Cycle X Day X

DHAP Dexamethasone, cytarabine, cisplatin
DL Dose level

DLBCL Diffuse large B-cell ymphoma

DOCR Duration of complete response

DOR Duration of response

DSA Deterministic sensitivity analysis

EAG External Assessment Group

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group
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eMIT Electronic market information tool

EOT End of treatment

Epco Epcoritamab

ESHAP Etoposide, methylprednisolone, cytarabine, cisplatin
ESMO European Society for Medical Oncology
FACT-Lym The Functional Assessment of Cancer Therapy
FACT-LymS Functional Assessment of Cancer Therapy — Lymphoma Subscale
FAS Full analysis set

FDG Fluorodeoxyglucose

FISH Fluorescence in situ hybridisation

FL Follicular lymphoma

FL Gr 3B Follicular lymphoma grade 3B

GCB Germinal centre B-cell

GDP Gemcitabine, dexamethasone and cisplatin
GEP Gene expression profiling

GP General practitioner

HS Health state

HGBCL High-grade B-cell lymphoma

HR Hazard ratio

HRQoL Health-related quality of life

HSCT Hematopoietic stem cell transplantation

HTA Health Technology Appraisals

ICANS Immune effector cell-associated neurotoxicity syndrome
ICER Incremental cost-effectiveness ratio

ID Identification

IHC Immunohistochemistry

iNHL Indolent B-cell non-Hodgkin lymphoma

IPD Individual patient data

IPI International Prognostic Index

IRC Independent Review Committee

ITC Indirect treatment comparison

IVE Ifosfamide, etoposide and epirubicin

IWG International Working Group

KM Kaplan—Meier

LBCL Large B-cell ymphoma

LDH Lactate dehydrogenase

LLM Linear mixed models

LYG Life years gained

LYRIC Lymphoma Response to Immunomodulatory Therapy Criteria
MAIC Matching adjusted indirect comparisons

Max Maximum

MCL Mantle cell lymphoma
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MD Mean difference

MID Minimum important difference

Min minimum

MRD Minimal residual disease

mRES Modified response evaluable set

MRI Magnetic resonance imaging

MTD Maximum tolerated dose

MUGA Multigated acquisition

MZL Marginal zone lymphoma

NCI National Cancer Institute

NE Non evaluable

NHB Net health benefit

NHL Non-Hodgkin lymphoma

NHS National Health Service

NHSEI National Health Service England and National Health Service
Improvement

NICE National Institute for Health and Care Excellence

NR Not reached or not reported

ORR Overall response rate

ONS Office for National Statistics

(O] Overall survival

PAS Patient access scheme

PD Partial disease

PET Positron emission tomography

PFS Progression-free survival

PF Progression-free

PK Pharmacokinetic

PMBCL Primary mediastinal B-cell lymphoma

Pola + BR Polatuzumab vedotin with rituximab and bendamustine

Pola + BR/R Polatuzumab vedotin plus rituximab with or without bendamustine

Pola + R-CHP Polatuzumab vedotin and rituximab in combination with
cyclophosphamide, hydroxydaunorubicin and prednisone

PPS Post-progression survival

PRO Patient-reported outcome

PR Partial response

PSA Probabilistic sensitivity analysis

PSM Partitioned survival model

PSS Personal Social Services

PSSRU Personal Social Services Research Unit

PT Preferred term

QALY Quality-adjusted life year

R Rituximab

R-Gem Rituximab and gemcitabine
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R-GemOX Rituximab, gemcitabine and oxaliplatin

R/R Relapsed and/or refractory

R-CHOP Rituximab with cyclophosphamide, doxorubicin, vincristine and
prednisolone

RCT Randomised controlled trial

RES Response evaluable set

RP2D Recommended phase 2 dose

RWE Real-world evidence

SAE Serious adverse event

SAF Safety analysis set

SC Subcutaneous

SCT Stem cell transplant

SD Stable disease or standard deviation

SE Standard error

SLL Small lymphocytic lymphoma

SLR Systematic literature review

SmPC Summary of product characteristics

SOC System organ class

SPD Sum of the product of the diameters

TA Technology appraisal

TdT Terminal deoxynucleotidyl transferase

TEAE Treatment-emergent adverse events

TFL Transformed follicular lymphoma

ToT Time on treatment

TTCR Time to complete response

TTD Time to treatment discontinuation

TTNT Time to next treatment

TTR Time to response

UK United Kingdom

ULN Upper limit of normal

us United States

WHO World Health Organisation

X The dose level where the trigger (grade 2 non-haematological toxicity
etc.) is observed: switch from single patient cohort to three patient cohort

Y The highest investigated dose level

3L+ Third-line and beyond
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B.1 Decision problem, description of the technology and

clinical care pathway

Relapsed and/or refractory LBCL

Malignant lymphoma is a disease characterised by malignant transformation of the cells from
lymphoid tissue. Historically, lymphomas have been divided into Hodgkin lymphoma (HL) and
non-Hodgkin lymphoma (NHL). Large B-cell ymphoma (LBCL) represents almost 30% of all
cases of NHL and diffuse large B-cell lymphoma is the most common form of NHL. LBCL has
an estimated one-year prevalence of 4,310 cases in the United Kingdom (UK; based on data
from 31st December 2019) and 150,000 new cases per year worldwide." 2

Numerous subtypes of LBCL exist, with diffuse large B-cell ymphoma (DLBCL), high-grade
B-cell ymphoma (HGBCL), primary mediastinal B-cell ymphoma (PMBCL) and follicular
lymphoma Grade 3B (FL Gr 3B) all considered within this submission. The disease
characteristics and treatment pathways of each of these LBCL subtypes are all highly similar.

Overall, the outcomes for patients with relapsed and/or refractory (R/R) LBCL are poor and
there are few potentially curative treatment options for patients with R/R LBCL, especially at
third-line and beyond (3L+).3 In addition, patients with R/R LBCL experience poor health-
related quality of life (HRQoL) and disease burden is heavily linked to response and survival.*

Epcoritamab

Eicoritamab is anticiiated to be licenced for use in _

Epcoritamab is a humanised IgG1-bispecific antibody that binds to the T-cell antigen CD3 and
the B-cell antigen CD20, and represents the first and only subcutaneous treatment available
for adult patients with R/R LBCL after two or more lines of systemic therapy.®

The subcutaneous (SC) administration enables quick administration across different practice
settings when compared with intravenous (IV) administration, and greater flexibility and
convenience for both clinicians and patients when compared with currently available 1V
therapies.®

Current clinical pathway of care

The treatment pathway for most forms of LBCL, including PMBCL, HGBCL and FL Gr 3B, is
very similar to that for DLBCL.” 8

First-line treatment usually comprises chemotherapy and rituximab (R), with radiotherapy in
some cases.* ? However, in February 2023, the National Institute for Health and Care
Excellence (NICE) recommended polatuzumab with rituximab, cyclophosphamide,
doxorubicin and prednisolone (Pola + R-CHP) as a treatment option for untreated DLBCL.°

At second-line, treatment choice for R/R disease is primarily dependent on eligibility for
intensive therapies with the main treatment options being chemoimmunotherapy (CIT),
followed by consolidation with autologous stem cell transplant (ASCT).% !

Approximately 30% of patients will progress from second-line to third-line treatment.'? At 3L+
there is no universal standard of care that is accessible to a broad range of patients. Those
eligible for intensive therapies primarily receive chimeric antigen receptor T-cell (CAR-T)
therapy, namely axicabtagene ciloleucel, and for those ineligible for, or choose not to receive,
intensive therapies at third-line, a number of rituximab (R)-based chemotherapy combinations
are the primary treatment options, considering UK clinicians’ hesitancy to retreat with
polatuzumab, following the recommendation of Pola + R-CHP.3

Following relapse at third-line, treatment options are limited to CIT regimens and outcomes
are poor.*

For patients with R/R LBCL at 3L+, there remains a significant unmet need for tolerable,
effective and readily available treatments that drive deep and durable responses across the
patient population.
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B.1.1 Decision problem

The objective of this appraisal is to determine the clinical and cost-effectiveness of epcoritamab
in line with its anticipated marketing authorisation, for the treatment of || GcINzING

The submission covers the technology’s full marketing authorisation for this indication. The
decision problem addressed in this submission is compared to that specified in the final scope
issued by NICE in Table 1.

Company evidence submission template for epcoritamab for treating relapsed or refractory
large B-cell lymphoma after 2 or more systemic treatments [ID4045]

© AbbVie (2023). Ltd All rights reserved Page 15 of 171



Table 1: The decision problem

Final scope issued by NICE

Decision problem addressed in the

Rationale if different from the final

epcoritamab including but not limited to:
e Salvage chemotherapy with rituximab:

o DHAP (dexamethasone,
cytarabine, cisplatin)

o ESHAP (etoposide,
methylprednisolone, cytarabine,
cisplatin)

o GDP (gemcitabine,
dexamethasone, cisplatin)

o GEMOX (gemcitabine and

oxaliplatin)

o ICE (ifosfamide, carboplatin,
etoposide)

o IVE (ifosfamide, etoposide,
epirubicin)

e Pixantrone

e Pola + BR (only when stem cell
transplantation is not suitable)

e Axicabtagene ciloleucel for treating
refractory or relapsed DLBCL after 2
or more systemic therapies (subject to
NICE appraisal process)

submission include:
e R-based CIT

e CAR-T therapy (axicabtagene
ciloleucel)

company submission NICE scope
Population Adults with relapsed or refractory large B- N/A
cell lymphoma who have had 2 or more
systemic therapies
Intervention Epcoritamab Epcoritamab, administered via N/A
subcutaneous injection
Comparator(s) Established clinical management without The comparators considered in this The comparators considered within this

submission align with current UK clinical
practice.

Based on consultation with UK clinical
experts, pixantrone monotherapy is not
used in UK clinical practice due to a lack of
efficacy and high toxicity. This is supported
by the recent appraisal by NICE of
tafasitamab with lenalidomide [ID3795],in
which clinical experts and NHSEI
confirmed that pixantrone is not prescribed
due to a lack of efficacy and high toxicity.'
As such, pixantrone is not considered a
relevant comparator in this submission.

Tafasitamab with lenalidomide is not
recommended by NICE following its
appraisal and therefore is not yet routinely
used in UK clinical practice.'#As such, it is
not considered a relevant comparator in
this submission.

Pola + BR is recommended by NICE as a
treatment option for R/R DLBCL. However,
following the NICE recommendation of
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e Tafasitamab with lenalidomide (only
when stem cell transplantation is
unsuitable and subject to NICE
appraisal process)

Pola + R-CHP for untreated DLBCL in
February 2023, UK clinicians stated that
Pola + BR will no longer be used for the
maijority of patients who have previously
received polatuzumab as a component of
frontline treatment.% '3 As such, Pola + BR
is not considered a relevant comparator in
this submission but has been considered

in a scenario analysis for completeness.

Outcomes

The outcome measures to be
considered include:

e OS

e PFS

e Response rates

e Adverse effects of treatment
e HRQoL

e ToT

The outcome measures to be
considered include:

e OS
e PFS

e Response rates (including ORR, CR,
PR and DOR)

e Adverse effects of treatment

e HRQoL
e TTD
e TTNT

All outcomes requested in the final scope
are presented, with additional outcomes
that are important to demonstrate the
benefits of epcoritamab.

Abbreviations: CAR-T: chimeric antigen receptor T-cell; CIT: chemoimmunotherapy; CR: complete response; DLBCL: diffuse large B-cell ymphoma; DOR: duration of
response; FL Gr 3B: follicular lymphoma grade 3B; HGBCL: high-grade B-cell ymphoma; HRQoL: health-related quality of life; ID: identification; N/A: not applicable; NHS:
National Health Service; NHSEI: National Health Service England and National Health Service Improvement; NICE: National Institute for Health and Care Excellence; ORR;
overall response rate; OS: overall survival; PFS: progression-free survival; PMBCL: primary mediastinal B-cell ymphoma; Pola + BR: polatuzumab vedotin with rituximab and
bendamustine; Pola + R-CHP: polatuzumab vedotin and rituximab in combination with cyclophosphamide, hydroxydaunorubicin and prednisone; PR: partial response; R/R:
relapsed and/or refractory; ToT: time on treatment; TTD: time to treatment discontinuation; TTNT: time to next treatment; UK: United Kingdom.
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B.1.2 Description of the technology being evaluated

A summary of the mechanism of action, marketing authorisation status, costs and administration
requirements associated with epcoritamab are presented in Table 2. Please refer to Appendix C
for the summary of product characteristics and the United Kingdom (UK) public assessment

report.

Table 2: Technology being appraised

UK approved
name and brand
name

Epcoritamab ([ GGz

Mechanism of
action

Epcoritamab is a humanised 1gG1-bispecific antibody that binds to a specific
extracellular epitope of CD20 on B-cells and to CD3 on T cells. CD20 is an
antigen expressed on most human B-cell lymphomas. The activity of
epcoritamab is dependent upon simultaneous engagement of CD20-
expressing cancer cells and CD3-expressing endogenous T cells by
epcoritamab that induces specific T cell activation and T cell-mediated killing
of CD20-expressing cells, as epcoritamab does not have direct immune
effector mechanisms. This is a different mechanism of action to that of
chemotherapy or conventional CD-20 targeting monoclonal bispecific
antibodies, which can induce cytotoxicity through Fc-mediated effector
functions.®

Marketing
authorisation/C
E mark status

The marketing authorisation for epcoritamab is anticipated to be granted by
the

Indications and
any
restriction(s) as
described in the
SmPC

Eicoritamab is anticiiated to be licenced for use in -

Contraindications for epcoritamab include hypersensitivity to epcoritamab or
any of the following excipients:5

e Sodium acetate trihydrate
e Acetic acid

e Sorbitol

e Polysorbate 80

e Water for injections

Other restrictions also include pregnancy and lactation. Women of
childbearing age should be advised to use effective contraception during
treatment with epcoritamab and for at least six months after the last dose. The
effect of epcoritamab on male and female fertility is unknown.?

Method of
administration
and dosage

Epcoritamab is for SC injection only and should be administered by a licensed
healthcare professional preferably in the lower part of abdomen or the thigh.®

Epcoritamab should be administered according to the following dosing
schedule in 28-day cycles:®

Table 3: Dosing schedule for epcoritamab

Cycle 1 2and3 4-9 10+

Day of

1 8 15 22 1 8 15 22 1 15 1
cycle

Dose(mg)? | 0.16 | 0.8 | 48 | 48 | 48 | 48 | 48 | 48 | 48 | 48 | 48
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20.16 mg is a priming dose, 0.8 mg is an intermediate dose and 48 mg is a full dose.
Source: AbbVie, epcoritamab draft SmPC 2022.5

Change of injection site from left to right side or vice versa is recommended
especially during the weekly administration (Cycles 1-3).5

unacceptable toxicity occurs.®

Epcoritamab should be administered until disease progression or

or epcoritamab in NHS clinical practice.
investigations

Additional tests | No additional tests or investigations are required to determine eligibility for

average cost of

treatment o Basecase AR

o Base case B: -

List price and e Epcoritamab is available at a list price of _

a course of e Average cost of a course of treatment with epcoritamab (PAS price):

scheme with the PAS applied is

Patient access A simple PAS is in place for epcoritamab. The proposed epcoritamab price

Abbreviations: DLBCL: diffuse large B-cell ymphoma; FL Gr 3B: follicular lymphoma grade 3B; HGBCL: high-
grade-B-cell ymphoma; LBCL: large B-cell ymphoma; NHS: National Health Service; PAS: patient access
scheme; PMBCL: primary mediastinal B-cell ymphoma; SC: subcutaneous; SmPC: summary of product

characteristics; UK: United Kingdom.
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B.1.3 Health condition and position of the technology in the

treatment pathway

B.1.3.1 Disease overview and prognosis

Large B-cell ymphoma

Malignant lymphoma is a disease characterised by malignant transformation of the cells from
lymphoid tissue, which can originate from B-cells, T-cells or NK cells. In more than 90% of cases,
lymphoma originates in B-cells.' Historically, lymphomas have been divided into Hodgkin
lymphoma (HL) and non-Hodgkin lymphoma (NHL), based on the presence (or absence) of
Reed-Sternberg lymphocytes (which are present in HL but absent in NHL).'® NHL represent
approximately 90% of all malignant lymphomas.'”

LBCL is the most common form of NHL, representing almost 30% of all cases of NHL with
approximately 150,000 new cases per year worldwide.' 2 In the UK, there are an estimated 8.3
cases of LBCL diagnosed per 100,000 people each year (based on diagnoses between 2010
and 2019), and LBCL has an estimated one-year prevalence of 4,310 cases in the UK (based on
data from 31st December 2019).2'8 LBCL is characterised by proliferation of atypical irregular
large B-cells that can have a distinct growth pattern; this is usually a diffuse infiltration of a lymph
node or tissue outside a lymph node (extra-nodal), or the large cells may form a follicular
(nodular) growth pattern.'® Therefore, numerous subtypes of LBCL exist. The diagnosis of LBCL
is based on the investigation of tumour material, often a whole lymph node or, less commonly, a
core needle biopsy of a lymph node.'® The prognosis of these malignancies is dependent on a
number of factors, including the type of lymphoma and the stage of the disease. The subtypes of
LBCL included within this submission are discussed further in subsequent paragraphs.

The population of interest in this submission is R/R LBCL following two or more lines of systemic
therapy. The term relapsed refers to disease that returns following a period of remission,
oftendefined as disease that recurs at least six months after completion of therapy. Refractory
refers to disease that does not respond to treatment, or the response does not last long; it is
typically defined as progression either during therapy or within six months of completion of
therapy.?® 2! In addition, LBCL can be either de novo or transformed; transformed disease occurs
when low-grade lymphoma develops into a different type of lymphoma, commonly DLBCL.??

DLBCL

DLBCL is the most common subtypes of LBCL, accounting for approximately 90% of LBCL
cases in the UK; the estimated incidence of DLBCL in the UK is 7.4 per 100,000 individuals
(based on diagnoses between 2010 and 2019) and the estimated one-year prevalence of DLBCL
is 4,000 cases (based on UK data from 315t December 2019).2 '8 Further, it affects slightly more
men than women and it typically affects older adults, with a peak incidence in people aged 65-74
years.?

DLBCL is characterised by an aggressive clinical course with heterogeneity in clinical,
pathological and molecular presentation; this can result in varying prognosis for different
patients.?* It is generally composed of large neoplastic B lymphoid cells that express CD19,
CD20, CD22, CD79a (pan B-cell antigens).” ?° In most cases, the causes of DLBCL are
unknown.® However, occasionally, it is associated with autoimmune conditions (e.g., rheumatoid
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arthritis and systemic lupus erythematosus), infections (human immunodeficiency virus, human
T-cell leukaemia, Epstein-Barr virus), and prior organ transplantation. 7

HGBCL

The World Health Organisation (WHO) classification 2016 recognises some aggressive
lymphomas as separate entities, such as HGBCL."'® This is because <10% of DLBCL cases
express MYC (a regulator gene that modulates cell proliferation, differentiation, survival, and
metabolism) rearrangements. 26-28 In approximately half of these cases a BLC2 and/or BCL6
rearrangement is noted. 26-28 These are referred to as double-hit lymphomas (when
rearrangements involve MYC and either BCL2 or BCL6) and triple-hit lymphomas (if all 3
rearrangements are observed), or collectively as HGBCL.?° Approximately 5% of DLBCLs have
rearrangements of the MYC and BCL2 and/or BCL6 genes and are thus called HGBCL.?” Based
on WHO’s updated 2022 classification, DLBCL tumours expressing terminal deoxynucleotidyl
transferase (TdT) are also classified as HGBCL.3°

Due to these rearrangements, HGBCL has some distinct pathobiological features compared with
DLBCL, and it is associated with poorer prognosis and increased risk of central nervous system
involvement.?8 Despite this, HGBCL is commonly treated following the same clinical pathway of
care as DLBCL (Section B.1.3.4).7 3

PMBCL

PMBCL is another (relatively rare [2—4% of NHL cases]) subtype of LBCL, that mainly affects
young adults (25-40 years) and women.” 32 In the UK, the estimated incidence of PMBCL is 0.2
cases per 100,000 individuals and the estimated one-year prevalence is approximately 120
cases, constituting ~3% of all LBCL cases.? Similarly to DLBCL, CD19/20 are expressed in
PMBCL.3 However, PMBCL has a distinct phenotype compared with DLBCL due to CD30,
CD23, PDL1, PDL2 expression, as well as a unique gene expression profiling signature.’
Further, PMBCL primarily develops within the mediastinal area. As such, a majority of the
symptoms associated with PMBCL arise due to pressure of the lymphoma on the chest. 32 This
results in symptoms such as cough, tachypnoea, superior vena caval obstruction, vein
thrombosis, chest pain, or dysphagia.*? PMBCL follows a similar clinical pathway of care to
DLBCL (Section B.1.3.4).34

FL Gr 3B

Lastly, follicular lymphoma (FL) is the most common type of low-grade NHL.3® It accounts for
approximately 22% of all NHLs and roughly 2,200 people are diagnosed with the disease each
year in the UK.3% 38 FLL. may be graded according to the number of large cells (cetroblasts) seen
under a miscrope.3® FL Gr 3B is a subtype of FL, defined by the presence of follicles exclusively
comprised of centroblasts (activated B-cell that is enlarged), which is associated with a much
poorer prognosis, when compared with other forms of FL.3” 38 FL can be characterised as either
Grade 1/2 and Grade 3A, or Grade 3B (Gr 3B) depending on the proportion of centroblasts
present; FL Gr 3B has been defined as FL with more than 15% centroblast per high resolution
field present as solid sheets, whilst FL1/2 have a less extensive centroblast component and a
predominance of centrocytes.?” * The molecular characteristics of FL Gr 3B are highly similar to
DLBCL."

The estimated one-year prevalence of FL in the UK is approximately 2,430 cases.? It is estimated
that approximately 80-90% of FL are FL 1/2 and approximately 5-10% of FL cases are FL Gr

Company evidence submission template for epcoritamab for treating relapsed or refractory
large B-cell ymphoma after 2 or more systemic treatments [ID4045]

© AbbVie (2023). Ltd All rights reserved Page 21 of 171



3B. In addition, approximately 50% of FL Gr 3B cases coexist with either lower-grade FL or
DLBCL.?* FL Gr 3B is more prevalent in females than males, at a ratio of approximately 1.7:1.37

Although distinct from DLBCL, as FL Gr 3B originates from FL, many aspects of FL Gr 3B are
reminiscent of de novo DLBCL, including clinical presentation.3”-4? As such, treatment of FL Gr
3B typically follows the same treatment pathway as that of DLBCL (Section B.1.3.4) and it has
been suggested that FL Gr 3B may be a follicular growing variant of DLBCL. Symptoms of FL Gr
3B commonly include swelling in the neck, armpit or groin due to lymphoma cells building up in
the lymph nodes.*!

A summary of the key subtypes of LBCL is provided in Table 4.

Table 4: Overview of different subtypes of LBCL

Subtype | Diagnosis Clinical features and outcomes
DLBCL e Diffuse proliferation of medium or e Median age: 65-70 years
large lymphoid B-cells e Nodal presentation most common
e Expresses CD19, CD20, CD22, o 30-40% of cases are primary
CD79a, PAXS5, and surface or extranodal

cytoplasmic immunoglobulin «  Prognosis varies

HGBCL e Variable morphology e Frequently aggressive clinical
e Includes DLBCL presentation
o Blastoid features; MYC and BCL2 e Higher risk of CNS involvement
and/or BCL6 rearrangements e Poor prognosis
e DLBCL tumours expressing TdT
PMBCL e Putative thymic B-cell origin e Most common in young adults and
e Medium-to-large B-cells, frequently females
with sclerosis e Primarily develops within the
e Expresses CD30, CD23, PDL1, mediastinal region, with local
PDL2 invasion
e Unique GEP signature e Can involve other nodal or

extranodal sites (kidney and liver)

e Frequent 9p21 amplification ) ]
e Prognosis varies

e Genomic alterations of CIITA

FL Gr 3B e Lack CD10 expression e Clinical presentation resembles
e Lower probability of BCL2 DLBCL
expression e More common in females than
e Increased TP53 expression males
e Features resemble DLBCL e Poor prognosis, when compared to

other forms of FL

Abbreviations: CNS: central nervous system; DLBCL: diffuse large B-cell ymphoma; FL: follicular lymphoma;
FL Gr 3B: follicular ymphoma grade 3B; GEP: gene expression profiling; HGBCL: high-grade B-cell ymphoma;
LBCL: large B-cell lymphoma; PMBCL: primary mediastinal B-cell ymphoma; TdT: terminal deoxynucleotidyl
transferase.

Sources: Salaverria et al , 2011;37 Sehn et al, 2021;" Falini et al, 2023.3°

Data on LBCL as a whole and the rarer subtypes of LBCL, including PMBCL, HGBCL and FL Gr
3B, are limited. As such, due to limited data across the rarer subtypes of LBCL, the following
sections primarily focus on DLBCL, with supplementary info on the other subtypes where
available. Given that the disease characteristics and treatment pathways of the other subtypes of
LBCL, including PMBCL, HGBCL and FL Gr 3B, are highly similar to DLBCL, the following
information on prognosis and disease burden is considered generalisable to all subtypes of
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LBCL.?8 3236 This was supported by feedback from UK clinical experts who stated that prognosis
at relapse is highly similar between LBCL subtypes.'”

Prognosis for patients with LBCL

For patients with DLBCL specifically, outcomes differ between treatment stage; the five-year
survival rates are around 65—-70% for stage 1 and 2 disease, dropping to 50% for advanced
stages 3 and 4.3 %2 Although many patients are cured at first-line with 6-8 cycles of R-CHOP
(rituximab with cyclophosphamide, doxorubicin, vincristine and prednisolone) CIT, approximately
10-15% have primary refractory disease and a further 20-30% relapse.® Similarly, recent data
on patients receiving Pola + R-CHP at first-line shows that 76.7% of patients are expected to
remain progression-free after 24 months.3

Following relapse at first-line, the primary treatment option is chemotherapy re-induction
consolidated with high-dose chemotherapy and stem cell transplant (SCT). However, of patients
who relapse at first-line and receive chemotherapy in combination with SCT, approximately 50%
of patients will experience a subsequent relapse .*% In the NICE technology appraisal (TA) of
polatuzumab vedotin with bendamustine plus rituximab (Pola + BR) [TA649], a patient expert
estimated that the median overall survival (OS) for patients with R/R DLBCL is less than 1 year.4
In addition, patients with R/R DLBCL who are not candidates for intensive therapies have a
particularly poor prognosis; approximately only 50% of these patients survive longer than six to
12 months.*3

In the real-world setting, OS and progression-free survival (PFS) for patients with R/R DLBCL
have been demonstrated to be short.3* A real-world study by Northend et al. (2022) provides
data on the survival of patients with R/R DLBCL in the UK specifically, following treatment with
Pola + BR after one or more prior therapies. In this study, median OS was 8.2 months (95% CI:
5.9, 14.3) and median PFS was 4.8 months (95% ClI: 3.7, 9.3).# In this real-world study, the
median number of prior lines of therapy was two (range: 1-6), however 33.8% of patients had
only received one prior line of therapy. As the decision problem for this submission focuses on
patients with R/R LBCL who have received two or more prior lines of therapy, outcomes in the
population of interest (i.e. the 3L+) are likely to be poorer than those observed in this real-world
study. For this reason, and due to recent changes with Pola + BR now only being used in a
minority of patients in the third-line and beyond setting, this real-world study cannot be used
directly to inform efficacy estimates for current clinical practice in the 3L+ setting in the UK, but
provide useful context to the wider LBCL population.

Considering the other subtypes of LBCL, PMBCL (like DLBCL) was historically treated with R-
CHOP, often with consolidation radiotherapy.3? With improving supportive care patients with
PMBCL now have a 5-year survival rate exceeding 70%.46 Data on patients with R/R PMBCL
after two or more lines of systemic therapy specifically is limited; however the available data
demonstrates that prognosis of patients with R/R PMBCL not responding to CIT is poor.46

The lymphomas included within the term HGBCL are among the most clinically aggressive types
of LBCL. They are characterised by high-risk clinical features at presentation, often have a poor
response to standard therapy, and they are associated with higher central nervous system
infiltration. These factors can lead to an increased risk of relapse and a worse prognosis when
compared to other B-cell lymphomas.4’
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There are limited data on the prognosis of patients with FL Gr 3B specifically. For patients with
FL, median survival ranges from 8 to 15 years with 5-year survival outcomes ranging from 53%
to 91%.%¢ Based on the data available, prognosis of patients with FL Gr 3B is considerably worse
than the prognosis of patients with other forms of FL.3” Further, histological transformation of FL
to DLBCL is generally associated with shortened survival, with a median OS of less than two
years.36

Overall, the outcomes for patients with R/R LBCL are poor and there are few potentially curative
treatment options for patients with R/R LBCL, especially after two or more prior therapies.?

B.1.3.2 Symptoms and health-related quality of life

Disease burden of LBCL

Patients with LBCL typically present with swollen lymph nodes in the neck, armpit or groin, but a
mass of malignant lymphoma can occur in any region or tissue; in the case of PMBCL, the
swollen lymph nodes occur in the area behind the breastbone and between the lungs
(mediastinum). Patients with LBCL may experience a range of symptoms, such as fever, night
sweats and unexplained weight loss (collectively known as ‘B symptoms’), fatigue, pain and
severe itching.*® A range of other symptoms can be experienced depending on the organs and
tissues that are affected by the disease. Given the range of symptoms experienced, LBCL can
have a substantial, detrimental impact on patients HRQoL.* For patients with DLBCL specifically,
health status and functioning have been shown to be negatively impacted when compared with
the general population and patients who report symptoms exhibit significantly lower HRQoL
when compared with patients who do not report symptoms from the disease.* Furthermore,
patients with DLBCL are subsequently more prone to infections and hospital admissions which
can negatively affect HRQoL.*

In addition to the burden of the disease itself, current treatments for LBCL are associated with a
number of adverse events (AEs). The side effects of chemotherapy such as infection, anaemia,
nausea and vomiting, fatigue, mouth ulcers and bowel changes impart a substantial humanistic
burden on patients with LBCL.*° Several later-line treatments for R/R LBCL, are also associated
with frequent toxicity, including sepsis and mucositis, and severe AEs, including cytokine release
syndrome and neurotoxicity; these can require frequent and/or prolonged stays in hospital.>® In
addition, all currently available third-line treatments for R/R LBCL require an IV infusion, which
can have long infusion times and result in capacity issues in hospitals.5" 2 Furthermore, this
mode of administration is expected to negatively impact patients’ HRQoL; a study conducted in
patients with R/R DLBCL or FL demonstrated that the majority of patients prefer SC treatment
when compared with IV treatment.>® Therefore, an effective SC treatment for R/R LBCL would be
expected to help alleviate some of the burden associated with the disease.

Not only do patients experience the AEs associated with treatment, the manufacturing process of
CAR-T therapies, including axi-cel, means that patients cannot receive treatment with CAR-T
therapies immediately. According to UK clinical experts, patients in the UK wait approximately
seven weeks from being approved for treatment with axi-cel to receiving the infusion. In patients
with rapidly progressing disease, this represents an additional source of disease burden and
patients may experience rapid deterioration in their health whilst waiting for the treatment ' An
effective therapy that is readily available in hospital pharmacies is expected to be welcomed by
patients and health care professionals.
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There are limited data on HRQoL of patients with R/R LBCL specifically; however, these patients
would be expected to experience a similar or worse HRQoL when compared with those at
diagnosis or receiving first-line treatment. Patients who achieve a complete response (CR) after
first-line treatment have demonstrated significant improvements in HRQoL compared with non-
responders.5 However, the cycle of remission and relapse when having successive treatments
imparts a substantial psychological and physical burden on people with the disease, potentially
due to uncertainties around the prognosis of their disease and fears of relapse.® During an
advisory board conducted by AbbVie in July 2022 that focused on DLBCL, clinical experts
agreed that the disease burden of DLBCL was heavily linked to response and survival; if a
patient is responding well to therapy, then the burden of disease is lessened.* However, patients
who relapse or become refractory to later lines of treatment experience poor HRQoL.* This is
supported by studies identified in an economic systematic literature review (SLR; Appendix G),
which demonstrated that HRQoL in patients with R/R LBCL generally improves on all
subdomains measured when responding to active treatment.

Economic burden of LBCL

Data on the economic burden of R/R LBCL are limited. However, available data from the US
demonstrate that patients who do not respond to first-line therapy and are not eligible for SCTs
have substantial health care resource utilisation and associated costs, especially during the first
12 months following initiation of treatment, due to the requirement for hospitalisations, skilled
nursing and long-term care facilities.?

This is further supported by clinical expert opinion gathered during an advisory board conducted
by AbbVie in July 2022 where UK clinicians highlighted how patients who receive CAR-T therapy
may require a live-in carer for four weeks post-infusion and are not able to drive for eight weeks.*
The disease also results in absenteeism especially as many patients cannot work whilst on
treatment.* Furthermore, as highlighted in the NICE appraisal of axi-cel as a treatment for
DLBCL following one prior therapy [ID1684], a special tariff is paid in UK clinical practice when
CAR-T therapies are administered in the UK; therefore, in addition to the high costs associated
with the acquisition of CAR-T therapies, their administration represent a substantial economic
burden on the UK National Health Service (NHS).%® Also, UK clinical experts highlighted that it is
now common practice for patients to receive bridging therapy between apheresis and CAR-T
infusion, which adds an additional cost onto the long wait times for patients.'”

Furthermore, CAR-T therapy is associated with issues surrounding accessibility due to there
being a limited number of centres that can deliver CAR-T therapy.%® As a result, some patients
have to travel long distances to access CAR-T therapy and this can impart a substantial
economic burden on patients and/or their family/carers.

Moreover, a study conducted by Moertl et al. (2022) which looked at the economic burden of
third-line treatment for R/R DLBCL versus fourth-line and beyond treatment demonstrated that
the economic burden of treatment increases as patients move from third-line treatment to fourth-
line and beyond.

B.1.3.3 Epcoritamab

Epcoritamab is a humanised IgG1-bispecific antibody that binds to the T-cell antigen CD3 and
the B-cell antigen CD20.° The activity of epcoritamab requires simultaneous engagement of
CD20-expressing cancer cells and CD3-expressing endogenous T-cells; this induces specific
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T-cell activation and T-cell-mediated killing of CD20-expressing cancer cells.> A diagram
presenting the mechanism of action of epcoritamab is presented in Figure 1.

Targeting of CD20-expressing cells with CD20-specific monoclonal antibodies has been shown
to be a robust and highly successfully mechanism for the treatment of B-cell malignancies.®”
However, the epcoritamab mechanism of action differs when compared with that of conventional
CD20-targeting monoclonal antibodies (such as obinutuzumab and rituximab) which can induce
cytotoxicity through Fc-mediated effector functions such as antibody-dependent cellular
cytotoxicity, antibody-dependent cell-mediated phagocytosis, and complement-dependent
cytotoxicity and, in some cases, programmed cell death.?! Instead, epcoritamab requires binding
to both T-cells and malignant B-cells to initiate cell death. Furthermore, epcoritamab binds to a
distinct epitope when compared with conventional CD20-specific monoclonal antibodies,
demonstrating in vitro anti-tumour activity in the presence of excess levels of CD20 antibody.57-5

Epcoritamab is the first and only SC treatment available for adult patients with R/R LBCL after
two or more prior lines of systemic therapy. The SC administration enables quick administration
across different practice settings when compared with currently available 1V therapies.® This
allows for greater flexibility and convenience for both clinicians and patients, and decreased
healthcare resource use. In addition, epcoritamab is a readily available treatment option; as
such, once it is decided that a patient should receive treatment with epcoritamab, this allows
access to the treatment almost immediately.

Figure 1: Mechanism of action of epcoritamab

e
“og' Epcoritamab % TCR/CD3 P49~ CD20

»
<4 .
s Cytokines
2% complex e

® Granzyme r Perforin & Fas _/‘ FasL

Source: AbbVie Oncology®®

B.1.3.4 Clinical pathway of care

Current treatment pathway

The treatment pathway for most forms of LBCL, including PMBCL, HGBCL and FL Gr 3B, is
similar to that for DLBCL,; this was confirmed by UK clinicians during an advisory board

conducted by AbbVie and during subsequent validation interviews with UK clinical experts.”: 8 13
17
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Guidelines for the treatment of DLBCL, and other forms of LBCL, are available from a number of
sources including NICE Clinical Pathway NG52, the British Society of Haematology (BSH) and
the European Society for Medical Oncology (ESMO).% ''-81 Furthermore, there are a number of
treatments currently recommended by NICE for patients with R/R DLBCL and other subtypes of
LBCL. For example, Pola + BR is recommended for the treatment of R/R DLBCL in patients who
are ineligible for SCT and pixantrone monotherapy is recommended for treating multiple R/R
aggressive NHL B-cell ymphomas.*4 62 In addition, in January 2023, NICE recommended axi-cel
for routine commissioning for treating R/R DLBCL and PMBCL after two or more systemic
therapies; tisagenlecleucel is also recommended for the treatment of R/R DLBCL after two or
more systemic therapies within the Cancer Drugs Fund (CDF).3 3

Although recommended by NICE, UK clinicians stated that pixantrone monotherapy is rarely
used in UK clinical practice to treat R/R LBCL due to limited efficacy and high toxicity and this
was supported by clinical experts during the NICE appraisal of tafasitamab with lenalidomide.™
As such, in line with the rational outlined in Table 1, pixantrone monotherapy is not considered a
relevant comparator in this submission.

The current treatment pathway for patients with DLBCL in UK clinical practice and the proposed
positioning of epcoritamab within this pathway is presented in Figure 2.

In this submission, due to differing clinical pathways of care and differing levels of patient fitness,
economic analyses are presented separately for two separate patient populations, as supported
by feedback from UK clinical experts:

e Base case analysis A: Patients who are ineligible for, or choose not to receive, intensive
therapies

e Base case analysis B: Patients who are eligible to receive intensive therapies
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Figure 2: Current clinical pathway of patients with LBCL in the UK, including the proposed positioning of epcoritamab
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Ineligible for intensive
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naive®
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Proposed positioning of epcoritamab

a Feedback from clinical experts indicated that patients would receive Pola + R-CHP at the first-line; ® With the introduction of Pola-R-CHP as a first-line treatment for DLBCL,
the proportion of newly diagnosed patients entering the treatment pathway who receive Pola + BR in the second or third-line is expected to fall below 20% over the next 12
months and to as low as 5% in 24 months. Based on market share estimates included in the budget impact analysis alongside this submission, the market share of Pola + BR
is anticipated to fall to [} in five years; ¢ Clinical experts stated that allo-SCT has minimal use at third-line in UK clinical practice.

Abbreviations: Allo-SCT: allogenic stem cell transplantation; ASCT: autologous stem cell transplant; axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell;
CIT: chemoimmunotherapy; DLBCL: diffuse large B-cell ymphoma; Pola + BR: polatuzumab vedotin in combination with bendamustine plus rituximab; Pola + R-CHP:
polatuzumab vedotin and rituximab in combination with cyclophosphamide, hydroxydaunorubicin and prednisone; R: rituximab; R-CHOP: rituximab in combination with
cyclophosphamide, hydroxydaunorubicin, vincristine and prednisone; UK: United Kingdom.

Source: AbbVie Advisory Board, 2022;* AbbVie Medical Advisory Board, 2023.13
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First-line treatment of LBCL

First-line treatment usually comprises chemotherapy with R, which may be consolidated with
radiotherapy; the most common combination of drugs used at first-line is 6-8 cycles R-CHOP.4 9
The exact treatment regimen used (i.e. the number of cycles of R-CHOP and whether
radiotherapy is used) depends on a number of factors, including the stage of the disease,
whether the disease is bulky or non-bulky and the level of response to initial treatment with R-
CHOP."" Relevant guidelines state that R-CHOP is the primary first-line treatment option.
Patients who are ineligible for this treatment may also receive R-mini-CHOP, which consists of a
reduced dose of R-CHOP."" In those with cardiac comorbidities, doxorubicin may be substituted
with gemcitabine or etoposide.

However, since the publication of these guidelines, Pola + R-CHP was recommended by NICE
for untreated DLBCL in February 2023 [TA874]."° Following an advisory board organised by
AbbVie, which took place in February 2023 after the NICE recommendation of Pola + R-CHP
was published, UK clinical and economic experts stated that the recommendation of Pola + R-
CHP as a treatment for first-line DLBCL is expected to change the treatment pathway for later
lines of treatment as patients would not be retreated with polatuzumab.3

Second-line treatment of R/R LBCL

At second-line, treatment choice for R/R disease is primarily dependent on eligibility for intensive
therapies. NICE CG52 recommends that patients with R/R DLBCL who have received one prior
line of therapy and who are fit enough to tolerate intensive therapy should be offered treatment
with CIT, followed by consolidation with autologous stem cell transplantation (ASCT), if deemed
eligible.®

For those ineligible for intensive therapies such as ASCT at second-line or CAR-T therapy at
third-line, R-based CIT, such as rituximab, gemcitabine and oxaliplatin (R-GemOX), was the
most common treatment option, until Pola + BR received a positive recommendation from NICE
in September 2020; since this recommendation, Pola + BR became the primary treatment
choice.* %4 However following the NICE recommendation of Pola + R-CHP for untreated DLBCL,
Pola + BR is anticipated to now be used in only a minority of patients at second-line who have
not previously been treated with polatuzumab.'® 7 Moreover, UK clinical experts highlighted that
Pola + BR is not used for patients who might be expected to receive treatment with CAR-T
therapy at later lines, due to the adverse impact of bendamustine on T-cell number and function
which could increase the risk of a poor response to CAR-T therapy.'”

Third-line and beyond treatment of R/R LBCL

Despite the curative intent of some treatments at second-line, approximately 30% of patients will
progress from second-line to third-line treatment.'? At 3L+, there is no universal standard of care
that is accessible to a broad range of patients. As with earlier lines of therapy, treatment at 3L+ is
largely dependent on eligibility for intensive therapies, and whether patients wish to receive
intensive therapies.

Those eligible for intensive therapies mainly receive CAR-T therapy, primarily axi-cel.
Tisagenlecleucel is an alternative CAR-T therapy for the treatment of R/R LBCL, however it is
currently recommended by NICE on the CDF so is not available under routine commissioning in
UK clinical practice.”- 83 Alternatively, for patients who experience relapse following ASCT, further
CIT followed by alloSCT may be considered.® However, clinical experts consulted as part of an
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advisory board which took place in July 2022 stated that alloSCT has minimal use at third-line in
UK clinical practice.* As such, for patients who are eligible for intensive therapies, the primary
treatment option currently, and relevant comparator for epcoritamab, is axi-cel.

Despite the availability of CAR-T therapies at third-line, approximately 26% of patients with R/R
LBCL who are approved for treatment with CAR-T therapy by the National CAR-T Clinical Panel
do not receive it.%* For all patients eligible for treatment with CAR-T therapy (i.e. including both
patients who are not approved for treatment with CAR-T therapy and those who do not wish to
receive it), this figure is likely to be higher.5* For those ineligible for, or choose not to receive,
intensive therapies at third-line, the primary treatment options are a number of R-based CIT
combinations, such as R-GemOx and R-Gem. During an advisory board conducted by AbbVie in
July 2022, UK clinicians stated that BR is rarely used in UK clinical practice.*

In addition, treatment guidelines state that Pola + BR remains a treatment option for patients who
are ineligible for, or choose not to receive, intensive therapy at third-line. However, based on
feedback from UK clinicians during an advisory board conducted in February 2023 and validation
interviews, Pola + BR is anticipated to no longer be used as a primary treatment option at third-
line following the recommendation of Pola + R-CHP at first-line, as patients would not be
retreated with polatuzumab.'® 7 For the minority of patients who are ineligible to receive
intensive therapies and are polatuzumab-naive, Pola + BR would remain a treatment option at
third-line. However, UK clinicians stated that they would now expect less than 5% of patients with
R/R LBCL at third-line to receive Pola + BR."® As such, Pola + BR is not considered to be a
relevant comparator for epcoritamab in this submission.

Following relapse at third-line, treatment options are therefore limited to R-based CIT regimens
only and outcomes are poor. However, there is no consensus on specific regimens used and the
benefit of continuation of treatment is often carefully considered in such a heavily pre-treated
population; at fourth-line, many patients will have relapsed following, or be refractory to, R-based
CIT.# Although pixantrone monotherapy is recommended by NICE for treating multiple R/R
aggressive NH B-cell lymphomas, UK clinical experts stated that it is rarely used in clinical
practice due to a lack of efficacy and toxicity.

Unmet need

Despite a number of treatment options for patients with LBCL at first-line, approximately 10—-15%
of patients have primary refractory disease and a further 20-30% will experience relapse.®
Despite advances in treatment for R/R LBCL in the 3L+, such as the development of CAR-T
therapies, there is no standard of care that is accessible for a broad range of patients. As such,
OS and PFS for patients with R/R LBCL have been demonstrated to be poor in the real-world
setting. Furthermore, CAR-T therapies are associated with waiting times (approximately 7 weeks
from approval by the National CAR-T Clinical Panel to re-infusion) due to manufacturing and
preparation of the therapy, as well as issues associated with accessibility due to requiring
support from carers and there being a limited number of centres that can deliver CAR-T
therapy.®® As a result, some patients have to travel long distances to access CAR-T therapy; this
can impart a substantial economic burden on patients and/or their family/carers and drive
inequity in access to CAR-T therapy. For patients with R/R LBCL at third-line and beyond, there
remains a significant unmet need for tolerable, effective and readily available treatments that
drive deep and durable responses across the patient population.
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Epcoritamab is the first and only SC bispecific antibody for the treatment of R/R LBCL at third-
line and beyond, which enables rapid administration across practice settings, and greater
flexibility and convenience for both clinicians and patients compared with existing IV therapies.
Moreover, epcoritamab is a readily available treatment option, allowing administration almost
immediately for patients with rapidly progressing disease; feedback from UK clinical experts
highlighted this as an important benefit associated with epcoritamab. Epcoritamab adds a novel
mechanism of action to the existing R/R LBCL treatment landscape and it has demonstrated
clinically meaningful efficacy in a heavily pre-treated population, alongside a manageable safety
profile. Data from EPCORE™ NHL-1 demonstrated that epcoritamab is well tolerated whilst
driving deep and durable responses in challenging-to-treat, highly refractory patients with R/R
LBCL making it a potential core therapy for patients with LBCL (Section B.2).

Comparators

Epcoritamab is anticipated to be licensed for the treatment of ||| GcGcNGEEE
S

I 5 ~s described above, at third-line, patients typically receive axi-cel or R-based
CIT. Following relapse at third-line, clinicians are limited to R-based CIT. As such, the
comparators for epcoritamab in this submission are axi-cel and R-based CIT.

B.1.4 Equality considerations

It is not anticipated that the provision (or non-provision) of epcoritamab within its licensed
indication would exclude from consideration any people protected by equality legislation, lead to
a recommendation that has a different impact on people protected by equality legislation than on
the wider population, or lead to recommendations that have an adverse impact on people with a
particular disability or disabilities.
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B.2 Clinical effectiveness

An SLR identified one trial (EPCORE™ NHL-1) for epcoritamab in the relevant patient
population as defined by the NICE scope

e The efficacy and safety evidence base to support the use of epcoritamab in patients with R/R
LBCL after two or more lines of systemic therapy comes from EPCORE™ NHL-1: a phase
1/2, open-label, dose-escalation and expansion trial of epcoritamab as a treatment for R/R
LBCL in adult patients.

e The primary endpoint in EPCORE™ NHL-1 was overall response rate (ORR) based on an
Independent Review Committee (IRC) assessment determined by Lugano criteria.

e Secondary outcomes included duration of response (DOR) and PFS based on IRC
assessment, as determined by Lugano criteria, as well as OS, time to next treatment (TTNT),
HRQoL and safety (treatment-emergent AEs [TEAES]).

e The results of the EPCORE™ NHL-1 study are aligned with the decision problem specified in
the NICE scope. The patient population in EPCORE™ NHL-1 was considered by clinicians to
be reflective of patients with R/R LBCL in UK clinical practice and the results of the trial are
directly relevant to UK clinical practice.*0

Results of EPCORE™ NHL-1 demonstrate that epcoritamab drives clinically meaningful,
deep and durable responses in patients with R/R LBCL after two or more systemic
therapies

e The cohort of patients included in the EPCORE™ NHL-1 trial represents a heavily pre-treated
population with a median number of three prior lines of therapy (range [min, max]: 2, 11), in
which effective treatment options are currently limited.

o Intotal, 46 (29.3%) and 50 (31.8%) patients received two or three prior lines of therapy,
respectively. 61 (38.9%) patients received 4 or more prior lines of therapy.

e All efficacy results are reported based on the data cut-off, unless otherwise stated,
with a median duration of study follow-up of months.
e The ORR in patients with DLBCL (N=139) was | GTccNGEEEEEE i
and [l achieving best response of CR and partial response (PR), respectively.

Overall, results throughout the trial were consistent for patients with other LBCL subtypes and
all patients with LBCL.

e For patients with DLBCL, the median DOR was _ and

median PFS was || N b2s<d on IRC assessment determined by Lugano
criteria.

o Among patients in CR, median PFS was | | | | \V<dian PFS was |
among patients in PR when compared with non-responders ([ 5GcCcNGEEE
]

versus

e Median OS amonﬁ patients with DLBCL was | ||| GEGEEEEE =c median TTNT

was

e Based on the - data cut-off, whilst on treatment, there were _ in

the total Functional Assessment of Cancer Therapy-Lymphoma (FACT-Lym) score and the
Functional Assessment of Cancer Therapy-Lymphoma Subscale (FACT-LymS) from C1D1 to
CaD1.

The matching adjusted indirect comparisons (MAICs) support the evidence from
EPCORE™ NHL-1 that epcoritamab is clinically beneficial for patients with R/R LBCL

e The results of the MAICs demonstrate that epcoritamab is associated with a
versus R-based CIT with regards to OS hazard ratio (HR) (
, difference in CR rate (_) and difference

in ORR ( Jk

e For the comparison of epcoritamab versus axi-cel, the results of the MAIC demonstrate that
M treatment benefit for patients receiving epcoritamab
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ORR for epcoritamab versus axi-cel, with the difference in CR rate of
and a difference in ORR of

versus axi-cel in terms of the OS HR and PFS HR
] was also observed for CR rate and

Epcoritamab has been demonstrated to be tolerable, with a manageable AE profile
e AEs were generally manageable with appropriate monitoring and mitigation measures
including dose delays and/or supportive care. Data on AEs are reported from the ||
data cut-off of EPCORE™ NHL-1.

o _ with LBCL had experienced at least one TEAE. Of these, - -

experienced TEAEs considered related to epcoritamab by the investigator.

e A total of F with LBCL experienced - or higher TEAEs and -
ad

- or higher TEAEs considered related to epcoritamab by the investigator.

e Serious TEAEs were reported in with LBCL and were considered related to
epcoritamab by the investigator in

e Atotal of experienced a TEAE leading to treatment discontinuation and l
had a TEAE leading to dose delay/interruption.

o Fatal TEAEs were reported in _ with LBCL; was considered

related to eﬁcoritamab bi the investiiator, which was

Of the patients with LBCL that had 21 CRS event (_), most events were -
and _ respectively). Events of CTLS were reported in

with LBCL. Further details on AESI are provided in Section B.2.9.5.
The overall safety profile of epcoritamab is considered manageable and acceptable in
this R/R LBCL patient population with limited and predominantly CIT-based treatment
options.
Epcoritamab is the first and only SC treatment available for patients with R/R LBCL after
two or more lines of therapy, adding a novel mechanism of action to the existing
treatment pathway

e Epcoritamab is expected to provide a significant benefit to patients with deep and durable

treatment effects and offering an advantage that is clinically meaningful to patients and
clinicians when compared with currently available therapies.

e |t represents a treatment option that would be available to a broad range of patients, for
underserved subtypes of LBCL and regardless of eligibility for intensive therapies. The
introduction of epcoritamab would be expected to enhance equity to access as it will not be
limited by manufacturing times and specialist delivery centres.

B.2.1 Identification and selection of relevant studies

A systematic literature review (SLR) was conducted to identify relevant clinical evidence from
randomised controlled trials (RCTs) on the efficacy and safety of epcoritamab or any other
pharmacological intervention for the treatment of adult patients with R/R LBCL after two or more
lines of systemic therapies. A total of 322 publications were eligible for inclusion based on the
pre-specified criteria, of which 119 publications were relevant for reporting as they presented
clinical evidence in the 23 line LBCL or DLBCL population (220 patients) in a European,
Northern American or global perspective.

Full details of the SLR search strategy, study selection process and results can be found in .

B.2.2 List of relevant clinical effectiveness evidence

The clinical SLR identified one clinical trial for epcoritamab in patients with LBCL. EPCORE™
NHL-1 (NCT03625037) provides the clinical evidence for the efficacy of epcoritamab as a
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treatment for adult patients with R/R LBCL after two or more lines of systemic therapy.?!
EPCORE™ NHL-1 is a phase 1/2, open-label, dose-escalation and expansion trial of
epcoritamab as a treatment for relapsed, progressive or refractory LBCL in adult patients. This is
in line with the target population for this submission. Data from EPCORE™ NHL-1 are provided
in the following sections and the clinical study report (CSR) located in the reference pack
accompanying this submission 2" 65 66

A further trial for epcoritamab is ongoing. EPCORE™ DLBCL-1 (NCT04628494) is a phase 3
clinical trial evaluating the comparative efficacy of epcoritamab versus Investigators’ choice of
BR or R-GemOx in patients with LBCL who are ineligible for or have failed high-dose therapy
followed by ASCT.®" This trial is ongoing and results from the trial are not yet available. As such,
EPCORE™ DLBCL-1 is not considered within this submission.

Table 5: Clinical effectiveness evidence

Study

EPCORE™ NHL-1 (NCT03625037)

Study design

A phase 1/2, open-label, multicentre trial including a Dose
Escalation Part and an Expansion Part.

Population

Adult patients with relapsed, progressive, or refractory b-cell
lymphoma.

The Expansion Part of the trial was initiated with parallel enrolment
in three cohorts of patients, including patients with aNHL (i.e.,
LBCL), iNHL, and MCL.

This submission considers the aNHL (i.e., LBCL, including DLBCL,
PMBCL, HGBCL and FL Gr 3B) cohort of the Expansion Part of the
trial only.

Intervention(s)

Epcoritamab, administered via subcutaneous injection

used in model

Comparator(s) N/A

Indicate if study supports | Yes Indicate if study Yes
application for marketing used in the

authorisation economic model
Rationale if study not N/A

Reported outcomes
specified in the decision
problem

Primary endpoint: ORR determined by Lugano criteria as
assessed by IRC

Secondary endpoints:
e Response rates
o ORR (including CR, BOR, SD, PD)
DOR determined by Lugano criteria as assessed by IRC
e PFS determined by Lugano criteria as assessed by IRC
e ToT
e OS
e AEs
e Patient-reported outcomes (FACT-Lym and EQ-5D-3L)

All other reported
outcomes

e TTNT
e DOCR, TTCR, TTR determined by Lugano criteria as
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assessed by IRC
e Rate of MRD negativity

Abbreviations: aNHL: aggressive B-cell non-Hodgkin lymphoma; AE: adverse event; BOR; best overall
response; CR: complete response; DLBCL: diffuse large B-cell ymphoma; DOCR: duration of complete
response; DOR: duration of response; EQ-5D-3L: EuroQoL-5 diminesions-3 levels; FACT-Lym: Functional
Assessment of Cancer Therapy-Lymphoma; FL Gr 3B: follicular lymphoma grade 3B; HGBCL: high-grade-B-cell
lymphoma; iNHL: indolent B-cell non-Hodgkin lymphoma; IRC: Independent Review Committee; LBCL: large B-
cell ymphoma; MCL: mantle cell ymphoma; MRD: minimal residual disease; N/A: not applicable; ORR: overall
response rate; OS: overall survival; PD: partial disease; PFS: progression-free survival; PMBCL: primary
mediastinal B-cell ymphoma; SD: stable disease; ToT: time on treatment; TTCR: time to complete response;
TTNT: time to next (anti-lymphoma) therapy; TTR: time to response.

Source: AbbVie, epcoritamab draft SmPC 2022;5 AbbVie, EPCORE™ NHL-1 CSR, I

B.2.3 Summary of methodology of the relevant clinical

effectiveness evidence

B.2.3.1 Trial design and methodology

The clinical evidence base for epcoritamab as a treatment for adult patients with R/R LBCL after
two or more lines of systemic therapy is provided by EPCORE™ NHL-1. A summary of the trial
design is illustrated in Figure 3 and an overview of the trial methodology is presented in Table 6.

The trial consisted of two parts:

e The Dose Escalation Part enrolled patients from Denmark, the Netherlands, the UK and Spain.
Patients received priming and intermediate doses of epcoritamab followed by full doses
administered in 28-day cycles. Each subsequent cohort involved escalation of the priming,
intermediate or full dose (0.0128-60 mg)®&8

o Results from the Dose Escalation Part of the trial were used to determine the
epcoritamab recommended phase 2 dose (RP2D) regimen. This consisted of: 0.16 mg
(Cycle 1 Day 1A [C1D1]), an intermediate dose of 0.8 mg (C1D8), and a full dose of
48 mg (C1D15, C1D22). The full dose of 48 mg was used for all administrations
thereafter (Cycle 2 and 3: Day 1, 8, 15, and 22; Cycle 6-9: Day 1 and 15; Cycle 10+
[until progression or unacceptable toxicity]: Day 1).

e The Expansion Part to evaluate the clinical efficacy and safety of epcoritamab in patients with
R/R LBCL at RP2D

The Expansion Part of the trial was initiated with parallel enrolment in three cohorts of patients
with distinct B-cell ymphoma subtypes who were treated with the RP2D of epcoritamab:
aggressive NHL (aNHL) (i.e., LBCL), indolent B-cell non-Hodgkin lymphoma (iNHL), or mantle
cell ymphoma (MCL).

Data from the aNHL cohort from the Expansion Part of the EPCORE™ NHL-1 trial are presented
in this submission, as this represents the population that is consistent with the decision problem
and the anticipated licensed indication for epcoritamab of relevance to this submission. Results
from the other cohorts are not relevant to and therefore not considered within this submission.
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Figure 3: EPCORE™ NHL-1 trial design
|

| Dose Escalation Part I }— Expansion Part —]
| Accelerated Titration  [—| Standard Titration | | 2-StageDesign |
: aNHL
One non-hematologic =128 to 158
toxicity grade >2 or CRS
grade >2
DL, - DL, iNHL
~3 to ~9 subjects > MTD/RP2D n=128to 158
DL, DL, MCL
Ly 1y Ly .
1 to ~3 subjects At least 3 subjects n=100

DL, to DL,
1 to ~3 subjects

Abbreviations: aNHL: aggressive non-Hodgkin lymphoma subtypes; CRS: cytokine release syndrome; DL: dose
level; iINHL: indolent non-Hodgkin lymphoma subtypes; MCL: mantle cell lymphoma; MTD: maximum tolerated
dose; RP2D: recommended phase 2 dose; X: the dose level where the trigger (grade 2 non-haematological
toxicity etc.) is observed: switch from single patient cohort to three patient cohort; Y: the highest investigated
dose level.

Source: Figure 9-1 AbbVie, EPCORE™ NHL-1 CSR, 2022.2!

An overview of the trial methodology, including the key eligibility criteria for EPCORE™ NHL-1 is
provided in Table 6. The full eligibility criteria are presented in Appendix M.
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Table 6: Summary of trial methodology

Trial name EPCORE™ NHL-1 (NCT03625037) — aNHL cohort
International, multicentre trial with |l sites across : Australia ), South Korea ), United
Teieh States ( ), Netherlands , Spain ), Denmark
). German , United Kingdom ( ), Poland (| ), Singapore (( ),
Canada ( , and ltaly (| ).

Trial design A phase 1/2, open-label, dose escalation and expansion trial

Inclusion criteria:

=18 years

ECOG performance status of 0, 1, or 2

e CD20+ mature B-cell neoplasm according to WHO classification?

Measurable disease, defined as:

o CT/MRI scan with at least one measurable lesion and an FDG-PET scan that demonstrated positive lesion(s) (for FDG-
avid lymphomas only)

o DLBCL diagnosis including patients diagnosed with DH or TH DLBCL, with MYC and BCL2 and/or BCL6 rearrangements,
or other LBCL (including PMBCL, HGBCL, or FL Gr 3B)
Relapsed or refractory diseaseP
Previous treatment with =2 lines of systemic antineoplastic therapy including at least one anti-CD20 mAb-containing
therapy.

Eligibility criteria for

participants o Have failed prior ASCT or be ineligible for ASCT due to age, ECOG performance status, comorbidities, and/or insufficient
response to prior treatment
Exclusion criteria:
e Known primary CNS lymphoma or known CNS involvement or a past or current malignancy other than inclusion diagnosis
e ASTor ALT >3 x ULN
e Total bilirubin >1.5 x ULN (unless bilirubin rise is due to Gilbert’s syndrome or of non-hepatic origin)
e CrCl <45 mL/min
e Clinically significant cardiac disease, chronic ongoing infectious diseases, diseases or treatments resulting in
immunosuppression or seizure disorders requiring therapy
e CAR T-cell therapy within 30 days or an ASCT within 100 days prior to first dose of epcoritamab, or any prior allogeneic
HSCT or solid organ transplantation
Trial drugs and Epcoritamab, administered as a SC injection.
method of

administration
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The epcoritamab dosing regimen consisted of an initial priming dose of 0.16 mg (C1D1), an intermediate dose of 0.8 mg (C1D8), and
a full dose of 48 mg at C1D15, C1D22. The full dose of 48 mg is used for all administrations thereafter (Cycle 2 and 3: Day 1, 8, 15,
and 22; Cycle 4-9: Day 1 and 15; Cycle 10+ [until progression or unacceptable toxicity]: Day 1).

Patients were hospitalised for at least 24 hours after the first full dose of epcoritamab. This planned hospitalisation was not reported
as an SAE.

Concomitant medications were allowed to provide adequate care and were given as clinically indicated, except for anti-lymphoma
therapy. All concomitant medications were recorded except for vitamins or nutrient supplements.

Permitted concomitant medications: Prohibited concomitant medications:
e Supportive care for treatment of CRS¢ e Any anti-lymphoma therapy (e.g., chemotherapy,
Permitted and e Hydration and prophylactic treatment with a uric acid lowering radiotherapy, or experimental therapy©)
disallowed agent for patients with increased risk of CTLS e Corticosteroid that exceeded a total daily dose of
concomitant o Supportive therapy, including rasburicase, was 10 mg of prednisolone or equivalent administered
medication allowed if CTLS occurred for more than ten days (unless for the management

of AEs)e
e Vaccination with live or live attenuated vaccines

e Prophylactic antibiotic, antiviral, and antifungal therapies

e Growth factors for neutropenia such as granulocyte colony
stimulating factor

e Local palliative radiotherapy on non-target lesions

Primary outcome Overall response rate determined by Lugano criteria as assessed by IRC

¢ DOR, CR,DOCR, PFS, TTR, and TTCR determined by Lugano criteria as assessed by IRC
e ORR, DOR, CR, DOCR, PFS, TTR and TTCR determined by LYRIC as assessed by IRC'

e OSand TTNT

Key secondary e Rate of MRD negativity

outcomes e Safetys

e PK parameters

e ADAs to epcoritamabf

e FACT-Lym
Duration of study and For each patient, the treatment period continued until disease progression unless the patient fulfilled one of the discontinuation
follow-up criteria. The trial will run for a maximum of five years after the last patient’s first dose.
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aWorld Health Organization (WHO) classification 2016 or WHO classification 2008 based on representative pathology report; ® Relapsed disease was defined as disease that had
recurred 26 months after completion of therapy; ¢ Local palliative radiotherapy on non-target lesions was allowed; ¢ This included infusion of saline, systemic glucocorticosteroids,
antihistamines, antipyretics, support for blood pressure (vasopressin, vasopressors), support for low-flow and high-flow oxygen and positive pressure ventilation and/or mAbs against
IL-6R (e.g., intravenous administration of tocilizumab); © Excluding corticosteroids given as prophylactic corticosteroid administration pre- and post-epcoritamab administration or
concomitant medication for CRS; f Outcomes not presented within this submission; 9 AEs, laboratory parameters [biochemistry, haematology including immunophenotyping for absolute
T-cell and B-cell counts as well as T-cell activation and exhaustion markers], hospitalisations, and cytokine measures.

Abbreviations: ADA: anti-drug antibody (i.e., anti-epcoritamab antibody); AE: adverse events; ALT: alanine transaminase; ASCT: autologous stem cell transplantation; AST: aspartate
transaminase; CAR: chimeric antigen receptor; CNS: central nervous system; CXDX: Cycle X Day X; CR: complete response; CrCl: creatinine clearance; CRS: cytokine release
syndrome; CT: computed tomography; CTLS: clinical tumour lysis syndrome; DH: double-hit; DLBCL: diffuse large B-cell ymphoma; DOCR: duration of complete response; DOR:
duration of response; ECOG: Eastern Cooperative Oncology Group; FACT-Lym: Functional Assessment of Cancer Therapy — Lymphoma; FDG: fluorodeoxyglucose; FL Gr 3B:
follicular lymphoma grade 3B; HGBCL: high grade B-cell ymphoma; HSCT: hematopoietic stem cell transplantation; IRC: Independent Review Committee; LBCL: large B-cell
lymphoma; LYRIC: Lymphoma Response to Immunomodulatory Therapy Criteria; MRD: minimal residual disease; MRI: magnetic resonance imaging; ORR: overall response rate; OS:
overall survival; PET: positron emission tomography; PFS: progression-free survival;, PK: pharmacokinetic; PMBCL: primary mediastinal B-cell ymphoma; SAE: serious adverse event;
SC: subcutaneous; TH: triple-hit; TTCR: time to complete response; TTNT: time to next treatment; TTR: time to response; ULN: upper limit of normal; WHO: World Health
Organization.

Source: AbbVie, EPCORE™ NHL-1 CSR, Jan 2022.2
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B.2.3.2 Patient characteristics

Demographic characteristics

The demographic characteristics for the full analysis set (FAS) in the EPCORE™ NHL-1 trial
aNHL cohort are summarised in Table 7 below. As highlighted in Table 6, a high proportion of
patients enrolled in the EPCORE™ NHL-1 trial were from European countries ([ Gz T

with [l from the UK.

More than half of patients with LBCL (94 [59.9%] patients) were male. The median age was 64.0
years (range: 20, 83), with 48 (30.6%) patients aged 65 to <75 years, and 29 (18.5%) patients
aged =75 years. More than half of patients with LBCL were white (96 [61.1%] patients), and 30
(19.1%) patients were Asian. Race was not reported in ] of patients due to country specific
data protection laws and was reported as “other” in - of patients. Most patients had a baseline
ECOG performance status of 0 (74 [47.1%] patients) or 1 (78 [49.7%] patients) (a status of 0, 1,
or 2 was required for inclusion). Median body weight of patients with LBCL at baseline was

(range [min, max]: | Gz

Most patients with LBCL (approximately [Jl|) had normal or mildly impaired renal function at trial
entry based on creatine clearance; [l patients had moderately impaired renal function and
I had severely impaired renal function. Most patients (approximately [Jf) had normal
hepatic function or mild dysfunction; || | | | QB had moderate dysfunction and ||l had
severe dysfunction.

Demographic characteristics were similar in patients with DLBCL specifically, with [ | male
patients, median age of [l (range [min, max]: | ). I white patients, and | R
Asian patients. Demographic characteristics differed slightly in patients with other subtypes, with
a lower proportion of male patients ([ fl)) and a lower median age (Jjij years [range {min,
max}: ). However, all other characteristics were generally similar.

Table 7: Key demographic characteristics

aNHL Cohort (N=157)
Number of treated patients, n (%) Other
DLBCL subtypes? LBCL
(N=139) (N=18) (N=157)
Age (years)
Median (range: min, max) ‘ ] ‘ s ‘ 64.0 (20, 83)
Age category (years)
<65 years I I 80 (51.0%)
65 to <75 years e e 48 (30.6%)
>75 years e e 29 (18.5%)
Sex (at birth)
Male e e 94 (59.9%)
Female e e 63 (40.1%)
Race
White e ] 96 (61.1%)
Asian e e 30 (19.1%)
Other I I I

Company evidence submission template for epcoritamab for treating relapsed or refractory
large B-cell lymphoma after 2 or more systemic treatments [ID4045]

© AbbVie (2023). Ltd All rights reserved Page 40 of 171



aNHL Cohort (N=157)
Number of treated patients, n (%) Other
DLBCL subtypes? LBCL
(N=139) (N=18) (N=157)

Not reported® I I I
Ethnic origins

Hispanic or Latino - - -

Not Hispanic or Latino - - -
Weight (kg) at baseline

Median (range: min, max) | I T
ECOG performance status

0 ] I 74 (47.1%)

1 I I 78 (49.7%)

2 I I 5 (3.2%)
Baseline renal function (CrCl, mL/min)

Normal (=90) - - -

Mildly impaired (60—<90) ] I I

Moderately impaired (30—<60) - - -

Severe impaired (15—<30) - - -

Missing - - -
Baseline hepatic function per NCI criteria

Normal I I I

Mild dysfunction I ] I

Moderate dysfunction ] I I

Severe dysfunction - - -

Missing - - -

aQther includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL; ® Not
reported in non-US countries; ¢ Baseline renal function calculated based on estimate creatine clearance using the
Cockcroft Gault method.

Abbreviations: aNHL: aggressive B-cell non-Hodgkin lymphoma; CrCl: creatinine clearance; DLBCL.: diffuse
large B-cell lymphoma; ECOG: Eastern Cooperative Oncology Group; FL Gr 3B: follicular lymphoma grade 3;
HGBCL: high-grade B-cell ymphoma; LBCL: large B-cell lymphoma; max: maximum; min: minimum; NCI:
National Cancer Institute; PMBCL: primary mediastinal B-cell lymphoma; US: United States.

Source: Table 14.1.1.2 AbbVie, EPCORE™ NHL-1 CSR, Jan 2022;2' Thieblemont 2022.5°

Baseline disease characteristics

The baseline disease characteristics for the full analysis set in the EPCORE™ NHL-1 trial aNHL
cohort are summarised in Table 8 below.

Most patients (139 [88.5%] patients) had DLBCL histology at trial entry. In total, 97 (69.8%)
patients with DLBCL had de novo disease, 40 (28.8%) patients had transformed disease and
two (1.4%) patients had unknown DLBCL type. As outlined in Section B.1.3.1, transformed
disease is disease that originated from a low-grade lymphoma and becomes a different type of
lymphoma, most commonly DLBCL. Patients with other LBCL subtypes included nine (5.7%)
patients with HGBCL, five (3.2%) patients with FL Gr 3B and four (2.5%) patients with PMBCL.
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For patients with DLBCL, the cell origin classification per local laboratory was most commonly
germinal centre B-cell (65 [46.8%] patients). [l of patients with DLBCL (I )
had IPI 23 at trial entry. At trial entry, |l with DLBCL had local laboratory results to assess
genetic rearrangements. Of these, |l had MYC, BCL2, and/or BCL6 rearrangements,
classified as HGBCL with MYC and BCL2 and/or BCL6 rearrangements according to WHO 2016

criteria.’®

An additional, retrospective fluorescence in situ hybridisation (FISH) analysis was performed at a
central laboratory on available diagnostic baseline tumour tissue sections to minimise selection
bias. Based on central laboratory FISH analysis of screening tumour tissue available from |
patients enrolled as having DLBCL, |} ]I had tumours with MYC, BCL2, and/or BCL6
rearrangements and thus classified as HGBCL with MYC and BCLZ2 and/or BCL6
rearrangements according to the WHO 2016 criteria.® In addition, || B with DLBCL, who
had no screening tumour tissue available for central laboratory FISH analysis, had been
identified as having MYC and BCL2 and/or BCL6 rearrangements (i.e., DH or TH lymphoma)

based on local laboratory results at trial entry.

Table 8: Baseline disease characteristics (FAS)

aNHL Cohort
Number of treated patients, n (%) Other
DLBCL Subtypes? LBCL
(N=139) (N=18) (N=157)
Disease type at trial entry
DLBCL 139 (100%) 0 (0.0%) 139 (88.5%)
HGBCL 0 (0.0%) 9 (50.0%) 9 (5.7%)
PMBCL 0 (0.0%) 4 (22.2%) 4 (2.5%)
FL Gr 3B 0 (0.0%) 5(27.8%) 5(3.2%)
DLBCL type
De novo 97 (69.8%) N/A 97 (61.8%)
Transformed 40 (28.8%) N/A 40 (25.5%)
Disease type at initial diagnosis
FL N |
MZL N [
SLL H ____
Other . -
Unknown [ | e
Not applicable - -
DLBCL cell of origin classification per local laboratory®
GCB 65 (46.8%) e 65 (41.4%)
ABC/non-GCB 56 (40.3%) e 56 (35.7%)
Unknown 18 (12.9%) e 18 (11.5%)
Not applicable 0 (0.0%) e 18 (11.5%)
MYC and BCL2 and/or BCL6 rearrangements per local laboratory
Number evaluated [ | | [ |
Double-hit lymphoma [ | | [ |
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aNHL Cohort

Number of treated patients, n (%) Other
DLBCL Subtypes? LBCL
(N=139) (N=18) (N=157)
Triple-hit lymphoma I I I
Other [ | | [ |
MYC and BCL2 and/or BCL6 rearrangements per central laboratory FISH analysis
Number evaluated . . l
Double-hit lymphoma e e e
Triple-hit lymphoma - - -
Other I I I
Ann Arbor stage at Screening
I N I I
IE N I I
I I I I
IE ____ | [
i I I I
E ____ [ [
s ____ | [
\ I I I
IPI (at study entry)
0-2 I e 55 (35.0%)
>3 I e 82 (52.2%)
Unknown ] e 2 (1.3%)
Not applicable e e 18 (11.5%)
Presence of constitutional symptoms e ]
Night sweats [ ]
Weight loss (>10% over last 6 months) ] e
Fever ] e
Extreme fatigue ] e

a Other includes 9 patients with HGBCL, 5 patients with FL Gr 3B and 4 patients with PMBCL; b Patients who had
results from local laboratory analysis collected as medical history; ¢ Time from diagnosis of disease recorded at
time of trial entry; @ Time from diagnosis of disease recorded at time of study entry.
Abbreviations: ABC: activated B-cell; aNHL: aggressive B-cell non-Hodgkin lymphoma; DLBCL: diffuse large B-
cell ymphoma; FAS: full analysis set; FISH: fluorescence in situ hybridisation; FL: follicular ymphoma; FL Gr 3B:
follicular lymphoma grade 3B; GCB: germinal centre B-cell; HGBCL: high-grade B-cell lymphoma;

IPI: International Prognostic Index; LBCL: large B-cell lymphoma; max: maximum; min: minimum; MZL: marginal
zone lymphoma; PMBCL: primary mediastinal large B-cell ymphoma; SLL: small lymphocytic lymphoma.
Source: Table 14.1.1.3 and Table 14.1.1.3.1 AbbVie, EPCORE™ NHL-1 CSR, Jan 2022;2' Thieblemont 2022.5°

Prior medications and procedures

An overview of the prior cancer therapies received by patients in the EPCORE™ NHL-1 trial is
shown in Table 9. As required by the protocol, all patients had R/R disease and had previously
received at least two lines of systemic anti-lymphoma therapy, including at least one anti CD20
monoclonal antibody-containing therapy. Patients must have also failed prior ASCT or been
ineligible for ASCT. For patients who are ineligible for ASCT, ineligibility must have been due to
age, ECOG performance status, comorbidities, and/or insufficient response to prior treatment.
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The median number of prior lines of anti-lymphoma therapy was 3.0 (range [min, max]: 2, 11),

with | having received three prior lines of therapy and | having
received =4 prior lines of therapy. The median time from the end of the last-line anti-lymphoma
therapy to the first dose of epcoritamab in patients with LBCL was || GTcCGGGEE
)}

Over half of the patients (96 [61.1%] patients) with LBCL had primary refractory disease and
119 (75.8%) patients were refractory to =2 consecutive prior lines of anti-lymphoma therapy.
Most patients (130 [82.8%]) were refractory to the last line of systemic antineoplastic therapy.
Overall, 61 (38.9%) patients with LBCL had received prior CAR-T cell therapy and, of these,
46 (75.4%) patients were refractory to CAR T-cell therapy (defined as disease that either
progressed during therapy or progressed <6 months after completion of therapy).

A total of 31 (19.7%) patients with LBCL had a prior ASCT and ||l had received a prior
allogeneic HSCT. Of the 31 (19.7%) patients with LBCL who had prior ASCT, more than half of
those patients (18 of 31 patients) relapsed within 12 months of ASCT treatment.

Thus, the population of patients enrolled in the aNHL expansion cohort represents a heavily pre-
treated, highly refractory, high-risk LBCL patient population.

Table 9: Prior anticancer therapies (FAS)

Number of treated patients, n (%) aNHL Cohort
Other

DLBCL Subtypes? LBCL

(N=139) (N=18) (N=157)
Prior radiotherapy - - -
Prior stem cell transplant - - -
ASCT e e 31 (19.7%)
Patient relapsed <12 months after ASCT I [ I
Allogeneic SCT e e e
Prior systemic therapy received
Anti-CD20 | | L
Anti-CD19 e e e
Alkylating-containing Agents - - -
Anthracyclines [ ] e 154 (98.1%)
Nucleotide _ - _
Topo inhibitor - - _
PI3K inhibitor e e e
BCL2 inhibitor ] e e
PolyV | | |
CAR-T I [ 61 (38.9%)
Other | N |
Median number (min, max) of prior lines ] I 3.0 (2, 11)
of anti-lymphoma therapy
1 | ____ ____

I I

2 46 (29.3%)
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Number of treated patients, n (%) aNHL Cohort
Other

DLBCL Subtypes? LBCL

(N=139) (N=18) (N=157)
3 [ [ 50 (31.8%)
24 I | 61(38.9%)
Median time (min, max) from end of last-line I ] 2.4 (0, 153)
anti-lymphoma therapy to first dose of
epcoritamab (months)
Patients with primary refractory disease® I I 96 (61.1%)
Patients refractory to =2 consecutive lines of ] I 119 (75.8%)
prior anti-lymphoma therapy¢
Last-line systemic antineoplastic therapy
Refractory® [ e 130 (82.8%)
No response I |
Relapsed within six months after therapy I [
completion
Relapsed¢ I I

a Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL; ° Patient
was considered primary refractory if the patient is refractory to frontline anti-lymphoma therapy; ¢ Patient was
considered refractory if the patient experienced disease progression or stable disease as best response or
disease progression within six months after therapy completion; ¢ Patient was considered relapsed if the patient
experienced disease progression >6 months after last treatment.

Abbreviations: aNHL: aggressive B-cell non-Hodgkin lymphoma; ASCT: autologous stem cell transplantation;
CAR-T: chimeric antigen receptor T-cells; DLBC: diffuse large B-cell ymphoma; FAS: full analysis set; FL Gr 3B:
follicular lymphoma grade 3B; HGBCL: high-grade B-cell lymphoma; LBCL: large B-cell lymphoma;

max: maximum; min: minimum; PMBCL: primary mediastinal B-cell lymphoma; SCT: stem cell transplantation.
Source: Table 14.1.1.6.1 AbbVie, EPCORE™ NHL-1 CSR, Jan 2022; 2' Thieblemont 2022.55

Clinician opinion on patient characteristics

During an AbbVie-organised advisory board held in July 2022, UK clinical experts provided
feedback on the generalisability of the EPCORE™ NHL-1 trial population to UK clinical practice.
Generally, UK clinical experts stated that the baseline characteristics of patients in the
EPCORE™ NHL-1 trial were aligned with those of patients in UK clinical practice. The clinicians
however noted that the proportion of patients who had failed CAR-T therapy was higher than
expected in UK clinical practice.* Clinical experts highlighted that treating LBCL after patients
have received CAR-T therapy is challenging; therefore the higher proportion of patients post-
CAR-T in the EPCORE™ NHL-1 trial would be expected to bias against epcoritamab in terms of
reduced survival outcomes, compared with patients in UK clinical practice.*

The clinicians also highlighted that a high number of patients in the EPCORE™ NHL-1 trial had
refractory disease compared with UK clinical practice, in which patients are more often seen with
relapsing disease. This was also proposed to bias against epcoritamab in the trial, compared
with UK clinical practice, as clinical outcomes for patients with relapsing disease are typically
worse than for patients with refractory disease.* Despite the above differences, overall, the
clinicians considered the population included in the study to be reflective of patients with R/R
LBCL in UK clinical practice.*
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B.2.3.3 Patient disposition
Full CONSORT diagrams of the population flow for the trial can be found in Appendix D.

As of the | data cut-off, a total of |l were screened and 157 patients received at
least one dose of epcoritamab in the aNHL expansion cohort. Of the ||l who were
enrolled but not treated with epcoritamab, the primary reason for not being treated was due to
ineligibility; this was the reason for not being treated in || I, whilst the remaining | I
was due to an otherwise uncategorised reason (| G / tot= of

157 patients with LBCL, including 139 patients with DLBCL and 18 patients with other LBCL
subtypes (nine patients with HGBCL, five patients with FL Gr 3B, and four patients with PMBCL)
were treated with the RP2D.

As of the |l data cut-off, |l \ith LBCL remained on epcoritamab treatment. A
total of ||| | | B \ith LBCL had discontinued epcoritamab treatment at the time of the
data cut-off. The most frequent primary reasons for treatment discontinuation were disease
progression (GGG 2 AEs (GGG -o- B, th< decision to
proceed with transplant was the primary reason for treatment discontinuation; the option to
proceed with transplant following treatment with epcoritamab is an important clinical benefit.
Lastly, a total of || | | | | QJEEEE ith LBCL permanently discontinued the trial. The most
common reason for trial discontinuation was death (|| GGG

Considering patients with DLBCL specifically, as of the ||l data cut-off, | G ith
DLBCL remained on epcoritamab treatment. A total of ||| | | | | QU with DLBCL had

discontinued epcoritamab treatment at the time of the data cut-off. The most frequent primary
reasons for treatment discontinuation were disease progression ([ [ [GGGEGzG6@BB). Acs @

B -d the decision to proceed with transplant (|G A total of | EGN

I vith DLBCL permanently discontinued the trial. The most common reason for trial

discontinuation was death ([ | GG .

Table 10: Disposition of patients (FAS; ] data cut-off)

Number of Treated Patients, n (%) aNHL Cohort
Other
DLBCL Subtypes? LBCL
(N=139) (N=18) (N=157)
Ongoing study treatment e ] [
Discontinued study treatment e [ ] [
Primary reason for treatment
discontinuation
Progressive disease® I I I
Clinical progression - - -
Disease progression according to e e ]
response criteria
AE I I I
Death I I I
Withdrawal by patient e e e
Decision to proceed with transplant e e e
Othere I I I
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Number of Treated Patients, n (%) aNHL Cohort
Other
DLBCL Subtypes? LBCL
(N=18) (N=157)
Patients remain on trial - -
Discontinued from trial e ]
Death I N
Lost to follow up e e
Patient withdrew consent from trial e e

a Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with primary mediastinal
B-cell lymphoma (PMBCL); ® Progressive disease includes both clinical progression and documented
radiographic disease progression; © discontinued treatment following a partial response on epcoritamab
to proceed to CAR-T therapy.

Abbreviations: AE: adverse event; aNHL: aggressive B-cell non-Hodgkin lymphoma; CAR-T: chimeric antigen
receptor T-cells; DLBCL: diffuse large B-cell ymphoma; FAS: full analysis set; FL Gr 3B: follicular lymphoma
grade 3B; HGBCL: high-grade B-cell ymphoma; LBCL: large B-cell ymphoma; PMBCL: primary mediastinal B-
cell lymphoma.

Source: Table 14.1.1.1.1 EPCORE™ NHL-1, 2022.%"

B.2.4 Statistical analysis and definition of study groups in the

relevant clinical effectiveness evidence

B.2.4.1 Trial populations

A total of 157 patients, including 139 with DLBCL and 18 with other LBCL subtypes, were
included in the aNHL cohort and treated with the RP2D of epcoritamab.

As per the statistical analysis plan, all analyses for the aNHL cohort were conducted for the
overall aNHL population (i.e. LBCL), the DLBCL group and other subtypes. The DLBCL group
includes patients with DLBCL (de novo or transformed from all indolent subtypes) and double-hit
or triple-hit DLBCL (classified in WHO 2016 as HGBCL with MYC and BCL2 or BCL6
translocations). Other subtypes include patients with PMBCL, HGBCL (neither double-hit or
triple-hit; based on WHO 2016 classification) and FL Gr 3B.

The definitions used for the analysis sets in the trial that were used for the analysis outcomes
presented in this submission are presented in Table 11. All efficacy analyses were performed on
the FAS (N=157). The FAS of the aNHL expansion cohort included 157 patients who received at
least one dose of epcoritamab. All safety analyses were performed on the safety analysis set
(SAF), which was identical to the FAS.

Table 11: Analysis sets used for the outcomes in EPCORE™ NHL-1 (aNHL cohort)

Analysis Set Definition

FAS All patients who received at least one dose of epcoritamab. All efficacy analyses
were performed on the FAS (N=157)

SAF All patients who received at least one dose of epcoritamab (same as FAS;
N=157).

MRD-evaluable | All patients who had at least one baseline or on-treatment MRD sample and

set were either MRD positive or not evaluated at baseline ()
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PRO-evaluable | All patients in the FAS with a baseline and at least one postbaseline PRO score
set ()

a A patient was considered having measurable disease at baseline based on investigator assessment if baseline
CT or MRI scan was indicative of disease involvement of two or more lesions/nodes with a long axis >1.5 cm and
short axis >1.0 cm, or one lesion/node with a long axis >2.0 cm and short axis 21.0 cm.

Abbreviations: aNHL: aggressive B-cell non-Hodgkin lymphoma; CT: computed tomography; FAS: full analysis
set; MRD: minimal residual disease; MRI: magnetic resonance imaging; PRO: patient-reported outcome; SAF:
safety analysis set.

Source: AbbVie, EPCORE™ NHL-1 CSR, Jan 2022. 21

B.2.4.2 Statistical analyses

The statistical analyses used in EPCORE™ NHL-1, alongside sample size calculations and
methods for handling missing data, are presented in Table 12.

Table 12: Summary of statistical analyses in EPCORE™ NHL-1

Hypothesis e The expansion part of the trial was carried out in two stages. In the aNHL
objective cohort, 28 patients with DLBCL were enrolled in Stage 1. If the futility
criteria were met no further expansion would have continued:

o Null hypothesis: Ho: ORR is at most 35% (i.e. no more than seven
responders out of 25 response evaluable patients with up to 12 weeks
of follow up)

o Alternative hypothesis: Hi: ORR is at least 50%

e As the futility criteria were not met, an additional 100 patients with DLBCL
were enrolled to Stage 2, along with up to 30 patients with other types of

aNHL (HGBCL, PMBCL and FL Gr 3B); Up to 158 patients were to be
enrolled in total.

e No formal statistical hypotheses were formulated for Stage 2 of the trial

Statistical e For categorical or ordinal variables, frequencies and percentages of

analysis patients in each category were displayed in contingency tables. The
denominator was determined by the analysis set used for the summary.
Percentages provided in the contingency tables were rounded to the first
decimal place. Non-zero percentages less than 0.1 were displayed as
<0.1".

e For continuous variables, descriptive statistics included number of non-
missing values (n), mean, standard deviation, median, minimum and
maximum values. In addition, 25th percentile and 75th percentile may also
have been provided.

e Time to event variables were analysed using KM estimates (median time,
first and third quartiles) with the number and percentage of patients with
event or censoring reported. If specified, 95% confidence intervals were
provided using Brookmeyer and Crowley method with log-log
transformation. Landmark event-free rates may also have been presented
together with the 95% confidence intervals.

¢ All main efficacy analyses were based on FAS, with sensitivity analyses for
primary analysis in the PP, RES and mRES populations.

e Unless stated otherwise, all analyses for aNHL were performed for the
DLBCL group, other subtypes, and the overall aNHL population.

Sample size, e Assuming a non-evaluable rate of 10%, a sample size of | I in the
power DLBCL group was estimated to provide approximately 90% power to detect
calculation the alternative hypothesis of at least 50% ORR while ensuring a 2-sided
significance level of 0.05 using one-sample exact binomial test under the
null hypothesis of at most 35% ORR. The probability of futility at the end of
Stage 1 was approximately 30% under the null hypothesis and 2.1% under
the alternative hypothesis.
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Data

Primary endpoint analysis:

management, | /RC-assessed ORR determined by Lugano criteria
Pa_‘t'e"t e ORR is defined as the proportion of patients who achieved BOR of
withdrawals

complete response or partial response. As per the statistical analysis plan,
the primary analysis was conducted approximately nine months after the
last patient’s first dose of epcoritamab.

ORR, disease control rate (BOR of stable disease and better) and the
corresponding 95% CI are provided for the DLBCL, other subtypes and the
overall aNHL cohort.

Secondary endpoint analyses:
Time to response and duration of response

TTR and DOR were derived for patients who achieved BOR of PR or CR.
TTR is defined as the time from Day 1 of Cycle 1 to first documentation of
objective tumour response (PR or better). DOR is defined as the time from
the first documentation of response (CR or PR) to the date of PD or death,
whichever occurs earlier. Date of PD is defined as the earliest date of
documented progression after which there is no more PR or CR
assessment.

DOR was estimated using the KM product-limit method and displayed
graphically. Median, first and third quantile along with two-sided 95% CI
were computed based on log-log transformation.

Complete response rate, time to complete response and duration of
complete response

CR rate is defined as the proportion of patients with BOR of CR. Duration of
complete response (DoCR) is defined as the time from the first
documentation of CR to the date of PD or death, whichever occurs earlier.
DoCR was derived for patients reaching CR. CR rate analyses were
performed in a similar manner as ORR, and DoCR analyses were
conducted using similar methods for DOR in the FAS.

Time to CR (TTCR) is defined as the time from Day 1 of Cycle 1 to first
documentation of objective tumour response of CR. TTCR was derived for
those patients who achieve the best of response of CR.

Progression-free survival

PFS is defined as the time from Day 1 of Cycle 1 to the date of PD or death
due to any cause, whichever occurs earlier. Date of PD is defined as the
earliest date of documented progression after which there is no more PR or
CR assessment. PFS was derived for all patients and analysed using
similar methods as DOR. The duration of disease follow-up, defined as the
time between Day 1 of Cycle 1 to the date of PD or death due to any cause,
whichever occurs earlier, was calculated based on reverse Kaplan-Meier
method.

Two definitions of PFS were included in the statistical analysis plan; results
in this submission are presented for the primary definition. The primary
definition of PFS accounts for subsequent anti-lymphoma therapy and
censor PFS at the last evaluable tumour assessment on or prior to the date
of subsequent anti-lymphoma therapy. The subsequent anti-lymphoma
therapies for PFS censoring in general consist of systemic anti-lymphoma
therapy, and curative intent radiotherapy on one and only target lesion.

Overall survival

OS is defined as the time from Day 1 of Cycle 1 to death from any cause. If
a patient is not known to have died, then OS was censored at the latest
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date the patient was known to be alive. Survival status was assessed at
least every three months after last administration of epcoritamab until the
patient died or withdrew from the trial. OS was derived for all patients and
analysed in the FAS using similar methods as DOR.

Abbreviations: aNHL: advanced non-Hodgkin’s lymphoma; BOR: best overall response; CR: complete
response; DLBCL,; diffuse large B-cell ymphoma; DoCR: duration of complete response; DOR: duration of
response; FAS: full analysis set; FL Gr 3B: follicular lymphoma grade 3B; HGBCL: high-grade diffuse large B-cell
lymphoma; KM: Kaplan—Meier; mRES: modified response evaluable set; ORR: overall response rate; OS: overall
survival; PD: progressed disease; PFS: progression-free survival; PMBCL: primary mediastinal B-cell lymphoma;
PP: per protocol; PR: partial response; RES: response evaluable set; TTR: time to response.
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B.2.5 Critical appraisal of the relevant clinical effectiveness evidence

A summary of the quality assessment conducted for all clinical trials included in the SLR is presented in Appendix D. A summary of the quality assessment

conducted for EPCORE™ NHL-1 is provided in Table 13.

Table 13: Quality assessment conducted for EPCORE™ NHL-1

Author year

Genmab/AbbVie CSR, 2022

Trial acronym

EPCORE NHL-1

What is the study design of this study?

Single-arm trial

Can the study results be generalised to routine practice?

Was the study a prospective study or a retrospective study? Prospective
In case of a case-control study, were the groups similar at the outset of the study in terms of prognostic N/A
factors?
Was the intervention used appropriately? Yes
Were the outcome measures in the study reliable? Yes
Were the outcome measures in the study valid? Yes
Was the statistical analysis conducted appropriately in the study? Yes
Was the quality of reporting appropriate in the study? Yes
Yes

Abbreviations: CSR: clinical study report; RCT: randomised controlled trial.
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B.2.6 Clinical effectiveness results of the relevant studies

e The following section presents results from the - data cut-off of EPCORE™ NHL-1.
Median duration of study follow-up was months.

e The cohort of patients included in the EPCORE™ NHL-1 trial represents a heavily pre-treated
population with a median number of three prior lines of therapy (range [min, max]: 2, 11), in
which effective treatment options are currently limited.

o Inthe overall cohort, 50 (31.8%) patients received 3 prior lines of therapy and 61
(38.9%) patients received 4 prior lines of therapy.

I -0 received prior CAR-T cell therapy and of these, | EGzG

I ' <rc refractory to CAR-T.

e Based on the - data cut-off, the ORR in patients with DLBCL (N=139) was [ GGz
I ith achieving best response of CR and PR,
respectively. Overall, results were consistent for patients with other LBCL subtypes and all
patients with LBCL.

e For patients with DLBCL, the median DOR, based on IRC assessment determined by Lugano

criteria, was _ The estimated percentage of
atients remaining in response at three, six and nine months was - (95% CiI: h
i (95% CI: h and | (95% CI: B rcspectively.

e Median PFS was based on IRC assessment determined by Lugano
criteria.

o Among patients in CR, median PFS was || GTGTcGcG_

o Among patients in PR, median PFS was longer when compared with non-

responders (N \-rsus 1.2 months [N

e Median 0S among patients with DLBCL was | | | | I =1d median TTNT
was *

e Based on the January 2022 data cut-off, whilst on treatment, there were marked HRQoL
improvements in the patient reported symptoms across all six symptoms of the FACT-Lym
questionnaire from Cycle 2 to Cycle 13.

(e]

In the EPCORE™ NHL-1 trial, results were assessed by IRC assessment, per the Lugano
criteria, as well as by investigator assessment, per the Lugano criteria. IRC-assessed and
investigator-assessed results were generally consistent. Investigator-assessed results for ORR
and PFS are presented in Appendix M to demonstrate the consistency between IRC-assessment
and Investigator-assessment. All results are presented from the ||l data cut-off.

Efficacy assessments were conducted as scheduled imaging assessments during Weeks 6, 12,
18, 24, 36, 48, and then every 24 weeks thereafter, including physical examination (including
constitutional symptoms), ECOG performance status, MRD status, and other procedures as
necessary. All efficacy assessments were conducted throughout the trial until disease
progression or withdrawal of consent from trial participation occurred. Response assessments
according to the imaging assessment were performed by the investigators at the site to make
decisions for continuation of treatment.

As outlined in Section B.2.8, efficacy data from the DLBCL cohort are used to inform the
comparative efficacy analyses to reduce heterogeneity between the EPCORE™ NHL-1 trial and
comparator trials. The trial results in this section therefore focus on the DLBCL population from
the aNHL cohort of EPCORE™ NHL-1. However, results were consistent with the full LBCL and
other subtypes (i.e. non-DLBCL) populations; the LBCL and other subtype data are provided in
Appendix M.
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B.2.6.1 Overview of the clinical effectiveness results

A summary of the key clinical outcomes from the EPCORE™ NHL-1 trial for the FAS population
aNHL patients are shown in Table 14.

Table 14: Overview of key clinical effectiveness results from EPCORE™ NHL-1 (FAS; [}

Il data cut-off)

Outcome

DLBCL
(N=139)

Other Subtypes
(N=18)2

LBCL
(N=157)

ORR (IRC, Lugano criteria)?

(95% Clyo

CR (IRC, Lugano criteria)

(95% Cl)°

DOR (months) all responders (IRC, Lugano criteria)

Number of responders

Min, max¢

Median (95% Cl)d

PFS (months) (IRC, Lugano criteria)

Number of events

Min, Maxe¢

Median (95% Cl)°

OS (months)

Number of events

Number of censored

Min, max¢

Median (95% CI)¢

TTNT (months)

Number of events®

Number of censored

Min, Max¢

Median (95% Cl)e¢

a Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL; ® Based on
the Clopper and Pearson method; ¢ Symbol ‘+’ indicates a censored value; ¢ Based on Kaplan—Meier estimate; ©
Event is defined as administration of subsequent anti-lymphoma therapy with curative intent or death due to

disease progression.

Abbreviations: Cl: confidence interval; CR: complete response rate; DLBCL: diffuse large B-cell lymphoma;
DOR: duration of response; FAS: full analysis set; FL Gr 3B: follicular ymphoma grade 3B; HGBCL: high-grade
B-cell lymphoma; IRC: independent review committee; LBCL: large B-cell ymphoma; Max: maximum; Min:
minimum; NR: not reached; ORR: overall response rate; OS: overall survival; PFS: progression-free survival;
PMBCL: primary mediastinal B-cell ymphoma; TTNT: time to next treatment.
Source: Table 14.2.1.1.1; Table 14.2.1.7.1; Table 14.2.1.12.1, Table 14.2.1.17, and Table 14.2.1.18 AbbVie,
EPCORE™ NHL-1 Data Tables, [ >

B.2.6.2 Primary endpoint

ORR based on IRC assessment, Lugano Criteria (FAS)

The ORR in patients with DLBCL (N=139) was ||} (. °©5% c: IR it~ Iz

and | 2chieving best response of CR and PR, respectively, as shown in Table 15.
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Overall, results were consistent for patients with other LBCL subtypes and patients with DLBCL
(Appendix N).

Table 15: ORR and BOR based on IRC Assessment, Lugano Criteria (FAS; [l data
cut-off)

DLBCL (N=139)

ORR?

(95% Cl)p
CR rate

(95% CI)p
BOR

CR

PR

SD

PD

NE

8 CR+PR. Includes - who had a PR or CR after an assessment of PD or indeterminate response (i.e.,
pseudo progression); ® Based on the Clopper and Pearson method.

Abbreviations: BOR: best overall response; Cl: confidence interval; CR: complete response; DLBCL.: diffuse
large B-cell lymphoma; FAS: full analysis set; IRC: independent review committee; NE: non evaluable; ORR:
overall response rate; PD: partial disease; PR: partial response; SD: stable disease.

Source: Table 14.2.1.1.1 AbbVie, EPCORE™ NHL-1 Data Tables, |JJJ>

A waterfall plot of best reduction in sum of the product of the diameters by IRC assessment
determined by Lugano criteria is provided for patients with DLBCL in Figure 4. The same figure
for the LBCL population is presented in Appendix M.

Figure 4: Waterfall plot of best reduction in SPD based on IRC assessment per Lugano
Criteria (FAS; [l data cut-off)

Stars indicate that there is an increase of more than 100% in sum of product perpendicular diameters.
Abbreviations: FAS: full analysis set; IRC: Independent Review Committee; SPD: Sum of Product Perpendicular
Diameter.

Source: Figure 14.2.1.8.1 EPCORE™ NHL-1, 2022.2"
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B.2.6.3 Secondary endpoints

DOR based on IRC assessment, Lugano Criteria (FAS)

In patients with DLBCL who had achieved PR or CR (JJli}), the median DOR was | (95%
Cl: ). The estimated percentage of patients remaining in response at three, six, and

nine months was [l (95% C!: | ). Bl °5% C: ). =< Il ©5% C!: ).

respectively. In patients with DLBCL who had achieved CR (JJl}), the median DOR was |||}
Il The estimated percentage of patients remaining in response at three, six, and nine months

was [l 95% CI: D). B °5% C!: IR, and I (95% CI: ). respectively.

These results are shown in Table 16 and a Kaplan—Meier (KM) plot of DOR for DLBCL, LBCL
and other subtypes is shown in Figure 5.

It is important to note that most CRs were achieved by the first or second assessment; however,
nine patients converted from a PR to a CR at or after the Week 36 tumour assessment (range
[min, max]: 32.3—48.1 weeks), eight of these patients had ongoing responses, thereby
suggesting added clinical benefit with continuous treatment of epcoritamab in a subset of
patients.5°

DOR among patients with LBCL and other subtypes of LBCL were consistent with that of patients
with DLBCL. The data for all LBCL subtypes are provided in Appendix M.

Table 16: DOR based on IRC assessment, Lugano Criteria (FAS; il data cut-off)
DLBCL (N=139)

All responders (PR or CR)
Number of responders

Number of events

Number of censored
DOR (months)

Min, max?@

25% quartile (95% CI)P

Median (95% CI)°

75% quartile (95% CI)b
Estimate percentage of patients remaining in response (95% CI)b

3-month

6-month

9-month
CR
Number of patients with CR

Number of events

Number of censored
DOR (months)

Min, max?@

25% quartile (95% CI)°

Median (95% CI)°

75% quartile (95% CI)b
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DLBCL (N=139)
Estimate percentage of patients remaining in response (95% CI)P

3-month

6-month

9-month

a Symbol ‘+' indicates a censored value; ® Based on Kaplan—Meier estimate

Abbreviations: CI: confidence interval; CR: complete response; DLBCL: diffuse large B-cell lymphoma; DOR:
duration of response; FAS: full analysis set; IRC: independent review committee; max: maximum; min: minimum;
NR: not reached; PR: partial response.

Source: Table 14.2.1.7.1 AbbVie, EPCORE™ NHL-1 Data Tables, [ >

Figure 5: KM plot of DOR based on IRC assessment, Lugano Criteria (FAS; [l data
cut-off)

Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL.
Abbreviations: Cl: confidence interval; DLBCL.: diffuse large B-cell ymphoma; FAS: full analysis set; FL Gr 3B:
follicular lymphoma grade 3B; HGBCL: high-grade B-cell lymphoma; IRC: independent review committee; KM:
Kaplan—Meier; LBCL: large B-cell ymphoma; NR: not reached; PMBCL: primary mediastinal B-cell lymphoma.
Source: Figure 14.2.1.9.1 AbbVie, EPCORE™ NHL-1, 2022.%"

PFS based on IRC assessment, Lugano Criteria (FAS)

PFS was defined as the time from C1D1 to date of disease progression or death due to any
cause, whichever occurred earlier. Among patients with DLBCL, || patients experienced a
PFS event (disease progression or death) as assessed by IRC. The median PFS was || |l
B e ostimated percentage of patients remaining progression-free at six and nine

months was ] and [l respectively.

Based on the |l data cut-off, for patients with DLBCL, among patients in CR, median PFS

as . /ong patients in PR, median PFS was [JJJl] when compared with
non-responders (I N - s NG

The PFS based on IRC assessment (Lugano criteria) are presented in Table 17 and a KM plot of
PFS based on IRC assessment for patients with DLBCL, LBCL and other subtypes is presented
in Figure 6. The PFS data for all LBCL subtypes are provided in Appendix M.
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Table 17: PFS based on IRC assessment Lugano Criteria (FAS; [l data cut-off)
DLBCL (N=139)

Number of events

Number of censored
PFS (months)
Min, Max?
25% quartile (95% CI)°
Median (95% CI)°
75% quartile (95% CI)°
Estimated percentage of patients remaining progression-free (95% Cl)°

6-month

9-month
12-month

a Symbol ‘+’ indicates a censored value; ® Based on Kaplan—Meier estimate.

Abbreviations: Cl: confidence interval; DLBCL.: diffuse large B-cell ymphoma; FAS: full analysis set;

IRC: independent review committee; LBCL.: large B-cell lymphoma; Max: maximum; Min: minimum; NR: not
reached; PFS: progression-free survival.

Source: Table 14.2.1.12.1 EPCORE™ NHL-1 CSR, 2022.2

Figure 6: KM plot of PFS based on IRC assessment, Lugano Criteria (FAS; [l data
cut-off)

Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL.

Abbreviations: Cl: confidence interval; DLBCL: diffuse large B-cell ymphoma; FAS: full analysis set; FL Gr 3B:
follicular lymphoma grade 3B; HGBCL: high-grade B-cell lymphoma; IRC: independent review committee; KM:
Kaplan—Meier; LBCL: large B-cell ymphoma; PMBCL: primary mediastinal B-cell lymphoma.

Source: Figure 14.2.1.12.1 AbbVie, EPCORE™ NHL-1 Data Tables, [ J]->"
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Figure 7: KM plot of PFS based on IRC assessment, Lugano Criteria, by BOR (FAS; [}
data cut-off)

Abbreviations: BOR: best overall response; Cl: confidence interval; CR: complete response; DLBCL.: diffuse
large B-cell lymphoma; FAS: full analysis set; IRC: independent review committee; KM: Kaplan—Meier; LBCL.:
large B-cell ymphoma; PR: partial response.

Source: Figure 14.2.1.12.11 AbbVie, EPCORE™ NHL-1 Data Tables, | >

0S (FAS)

OS was defined as the time from C1D1 to death from any cause. If a patient was not known to
have died, then OS was censored at the latest date the patient was known to be alive. Among

patients with DLBCL, [ | | I had died and | << still alive. After a
median follow up of |l median 0S was | 95% C!: ). The estimated

percentage of patients with DLBCL who remained alive at 6, 9, and 12 months was - -

and [, respectively. This is shown below in Table 18 and a KM plot of OS for DLBCL, LBCL
and other subtypes is shown in Figure 8. The data for LBCL and other subtypes are provided in
Appendix N.

Table 18: OS (FAS; |l data cut-off)

DLBCL
(N=139)

Number of events

Number of censored
OS (months)

Min, max?@
25% quartile (95% CI)b
Median (95% CI)°

]
]
]
I
I
75% quartile (95% CI)° I
]
]
]

Estimated percentage of patients remaining alive (95% CI)®

6-month

9-month

12-month

Company evidence submission template for epcoritamab for treating relapsed or refractory
large B-cell lymphoma after 2 or more systemic treatments [ID4045]

© AbbVie (2023). Ltd All rights reserved Page 58 of 171



DLBCL

(N=139)
15-month I
18-month _

a Symbol ‘+" indicates a censored value; ® Based on Kaplan—Meier estimate.

Abbreviations: Cl: confidence interval; DLBCL: diffuse large B-cell ymphoma; FAS: full analysis set; Max:
maximum; Min: minimum; NR: not reached; OS: overall survival.

Source: Table 14.2.1.17 AbbVie, EPCORE™ NHL-1 Data Tables, | >

Figure 8: KM plot of OS (FAS; [l data cut-off)

Other includes nine patients with HGBCL, five patients with FL Gr 3B and four patients with PMBCL.
Abbreviations: Cl: confidence interval; DLBCL.: diffuse large B-cell ymphoma; FAS: full analysis set; FL Gr 3B:
follicular lymphoma grade 3B; HGBCL.: high-grade B-cell lymphoma; KM: Kaplan—Meier; LBCL: large B-cell
lymphoma; OS: overall survival; PMBCL: primary mediastinal B-cell ymphoma; NR: not reached.

Source: Figure 14.2.1.13.1 AbbVie, EPCORE™ NHL-1 Data Tables, | >

TTNT (FAS)

TTNT was defined as the time from C1D1 to first recorded administration of subsequent anti-
lymphoma therapy with curative intent or death, whichever occurred earlier. Patient death due to
disease progression was considered an event. Death due to other reasons was censored at the
death date. The subsequent anti-lymphoma therapies for TTNT events in general consisted of
systemic anti-lymphoma therapy, and curative intent radiotherapy for one and only target lesion.
The exception is censoring patient without disease progression while receiving subsequent stem
cell transplant after responding to epcoritamab to be consistent with the intent to measure
duration of clinical benefit using TTNT. Patients alive and without initiation of subsequent anti-
lymphoma therapy were censored at the last known alive date.

Among patients with DLBCL (l}), | IEEGzgN <xperienced a TTNT event (of which [}
events were due to receiving subsequent anti-lymphoma therapy and ] events were due to

death) and | \vcre censored. Median TTNT was | 95% C: ). The

estimated percentage of patients not initiating subsequent therapy at three, six, nine, and
12 months was ||l I}, Bl and Il respectively. This is shown below in Table 19. The
TTNT data for LBCL and other subtypes are provided in Appendix M.
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Table 19: TTNT (FAS; [l data cut-off)

DLBCL
(N=139)

Number of events?

Number of censored

TTNT (months)

Min, Max®

25% quartile (95% Cl)°

Median (95% ClI)°

75% quartile (95% CI)°

Estimated percentage of patients not initiating next line of therapy (95% CI)®

3-month

6-month

9-month

12-month

15-month

a Event is defined as administration of subsequent anti-lymphoma therapy with curative intent or death due to
disease progression; ® Symbol ‘+’ indicates a censored value; ¢ Based on Kaplan—Meier estimate.
Abbreviations: Cl: confidence interval; DLBCL: diffuse large B-cell lymphoma; FAS: full analysis set; Max:
maximum; Min: minimum; NR: not reached; TTNT: time to next anti-lymphoma therapy.
Source: Table 14.2.1.18 AbbVie, EPCORE™ NHL-1 Data Tables, “.21

B.2.6.4 Patient reported outcomes

FACT-Lym

FACT-Lym is a fully validated quality of life questionnaire applicable for patients with lymphoma
which includes a module that assesses specific concerns of patients with lymphoma. The
Lymphoma Subscale (LymS) module consists of 15 statements for patients to respond to on an
identical 5-point scale. An overview of the results of the FACT-Lym total score and the FACT-
LymS are provided in Table 20.

All the statements included in the FACT-Lym questionnaire are provided in Appendix M. Six
questions from the FACT-Lym (P2 [body pain], BRM3 [fever], ES3 [night sweats], GP1 [lack of
energy], BMT6 [tires easily], and C2 [weight loss]) were considered relevant to key symptoms of
lymphoma and as such, were secondary endpoints of the EPCORE™ NHL-1 trial.

While on treatment, there were marked improvements in the patient reported symptoms across
all six symptoms of the FACT-Lym (body pain, fever, night sweats, lack of energy, tires easily,
and weight loss) from Cycle 2 to Cycle 13. The results for the whole LBCL population and other
LBCL subtypes are provided in Appendix M.
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Table 20: Mean scores for FACT-Lym total score and FACT-LymS while on treatment (FAS

— DLBCL population [N=139]; data cut-off)
i DA Sample size FACT-Lym total FACT-LymS, mean
score, mean (Sd) (SD)
C1D1 H I |
C3D1 || I |
Change from baseline B I ]
C5D1 [ | I I
Change from baseline B I ]
C7D1 | I |
Change from baseline B I ]
CoD1 || I |
Change from baseline [ ] I ]

Abbreviations: CXDX: Cycle X Day X; DLBCL: diffuse large B-cell ymphoma; FACT-Lym: Functional
Assessment of Cancer Therapy-Lymphoma; FACT-LymS: Functional Assessment of Cancer Therapy-Lymphoma
Subscale; FAS: full analysis set; SD: standard deviation.
Source: EPCORE™ NHL-1 Data Tables, | JI->

EQ-5D-3L results

Changes in HRQoL as evaluated by EuroQoL-5 dimensions-3 levels (EQ-5D-3L) were included
as an exploratory endpoint in EPCORE™ NHL-1.

Based on the Il data cut-off, for patients with DLBCL, consistent and steady improvements
in patient-reported quality of life were observed as reflected by improvements in mean (standard
deviation) EQ-5D-3L health utility scores from ||| (I N=l) at baseline to ||} (IR
N=J]) at COD1. The mean changes are presented below in Table 21 and graphically in Figure 9.
Similar improvements were observed in the LBCL cohort (Appendix M).

Table 21: Mean scores for EQ-5D-3L health utility score while on treatment (FAS — DLBCL
population [N=139]; |l data cut-off)

Time point Sample size Health utility score, mean
(SD)
C1D1 || I
C3D1 | |
Change from baseline [ | [
C5D1 | I
Change from baseline [ | [
C7D1 | I
Change from baseline [ | [
CoD1 i |
Change from baseline [ | [

Abbreviations: CXDX: Cycle X Day X; DLBCL: diffuse large B-cell ymphoma; EQ-5D-3L: EuroQoL-5
diminesions-3 levels; FAS: full analysis set; SD: standard deviation.
Source: EPCORE™ NHL-1 Data Tables, | N>
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Figure 9: Mean change from baseline in EQ-5D-3L Health Utility Score (PRO-evaluable Set
- DLBCL population [N=139]; [l data cut-off)

Horizontal reference line indicates ; Other includes nine patients with HGBCL, five patients with FL Gr 3B
and four patients with PMBCL.

Abbreviations: CXDX: Cycle X Day X; DLBCL.: diffuse large B-cell ymphoma; EQ-5D-3L: EuroQoL-5
dimensions-3 levels; FL Gr 3B: follicular lymphoma grade 3B; HGBCL: high-grade B-cell ymphoma; LBCL: large
B-cell lymphoma; MID: minimum important difference; PMBCL: primary mediastinal B-cell ymphoma; PRO:
patient-reported outcome.

Source: Figure 14.2.3.5.5 EPCORE™ NHL-1 CSR, >

B.2.7 Subgroup analysis

For most pre-specified subgroups, the ORRs were generally consistent with the ORR of the
overall DLBCL population (Jll; 95% C!: | ) (Figure 10). Furthermore, for most
subgroups, the ORRs were generally consistent with the ORR of the overall LBCL population.
Key observations from the subgroup analysis of patients within the full LBCL population are
provided in Appendix M.

Of particular interest, in the DLBCL population, ORR was il in the no prior CAR-T subgroup

(N=H) versus the prior CAR-T subgroup (N={i) (IENEEEEEE versus I

). Although a numerical difference was observed, the 95% confidence intervals overlapped

and there was || | N NG cifference. Relatedly, in the subgroup of patients
refractory to prior CAR-T (N=Jl}), ORR was | N 252in, although a numerical

difference was observed, there was || GG diference.
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Figure 10: Forest plot of ORR in prespecified subgroups based on IRC assessment
determined by Lugano Criteria - DLBCL patients (FAS; |l data cut-off)

Abbreviations: ABC: activated B-cell; ADA: anti-drug antibody; ASCT: autologous stem cell transplantation;
CAR-T: Chimeric antigen receptor T-cell; Cl: confidence interval; DLBCL.: diffuse large B-cell ymphoma; ECOG:
Eastern Cooperative Oncology Group; FAS: full analysis set; GCB: germinal centre B-cell; IPI: International
Prognostic Index; IRC: independent review committee; ORR; overall resEonse rate.

Source: Figure 14.2.1.1.1 AbbVie, EPCORE™ NHL-1 Data Tables, 2
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B.2.8 Indirect and mixed treatment comparisons

e EPCORE™ NHL-1 is a single-arm trial and no head-to-head trials with available data
comparing epcoritamab to the relevant comparators were identified in the clinical SLR.
Therefore, an indirect treatment comparison (ITC), in the form of a matching-adjusted indirect
comparison (MAIC), was conducted to inform the relative efficacy estimates for epcoritamab
versus the relevant comparators for this appraisal: axi-cel and R-based CIT.

o The relative efficacy of epcoritamab versus Pola + BR is also determined for use in a
scenario analysis.

e In the MAIC informing base case analysis A (patients who are ineligible for, or choose not to
receive, intensive treatments; epcoritamab versus R-based CIT), the epcoritamab DLBCL, no
prior CAR-T population is adjusted to match the Sehn et al. population after two or more prior
lines of therapy and then compared to R-based CIT. This approach was taken following
feedback from UK clinical experts and to ensure that the adjusted population is most
reflective of the population of interest in this submission.

e In the MAIC informing base case analysis B (patients who are eligible for intensive therapy;
epcoritamab versus axi-cel), the epcoritamab DLBCL, no prior CAR-T, eligible for CAR-T
population is unadjusted to match the axi-cel population from ZUMA-1. This is a conservative
approach that biases against epcoritamab when compared with the adjusted results.

The results of the MAICs demonstrate that epcoritamab is associated vm
versus R-based CIT with regards to OS HR (

, difference in CR rate ( ) and difference in ORR
( ).
e For the comparison of epcoritamab versus axi-cel, the results of the MAIC demonstrate that
there is treatment benefit for patients receiving epcoritamab
versus axi-cel in terms of the OS HR and PFS HR
). was also observed for CR rate and

ORR for epcoritamab versus axi-cel, with the difference in CR rate of
i and a difference in ORR of

e Extensive supportive analyses have also been conducted to explore the uncertainty
associated with any assumptions used in the base case approaches, including using the
LBCL population from EPCORE™ NHL-1 to inform the epcoritamab efficacy data.

o Overall, the supportive analyses demonstrated that the efficacy estimates for
epcoritamab based on the DLBCL population are similar to those based on the LBCL
population, and the base case is biasing against the true efficacy of epcoritamab in R/R
LBCL in patients who have received two or more prior therapies.

EPCORE™ NHL-1 is a single-arm trial and no head-to-head trials with available data comparing
epcoritamab to the relevant comparators were identified in the clinical SLR. EPCORE™ DLBCL-
1, in which epcoritamab is compared with BR or R-GemOx was identified in the clinical SLR, but
as stated in Section B.2.2, this trial is ongoing and data are not yet available; as such,
EPCORE™ DLBCL-1 is not considered within this submission document.

Therefore, ITCs, in the form of a MAICs, were conducted to inform the relative efficacy estimates
for epcoritamab versus the relevant comparators for this appraisal: axi-cel and R-based CIT. The
relative efficacy of epcoritamab versus Pola + BR is also determined for use in a scenario
analysis. The following section provides an overview of the MAIC methodology and results.
Additional details are presented in Appendix N.
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B.2.8.1 Methods of the indirect treatment comparison

Choice of MAIC methodology

Due to the single-arm nature of the EPCORE™ NHL-1 trial, no network could be created
between EPCORE™ NHL-1 and comparator trials. Therefore, a network meta-analysis was not
deemed to be feasible. As a result, given the availability of individual patient data (IPD) for
epcoritamab and based on NICE TSD 18 guidance on population-adjusted indirect comparisons
based on propensity score reweighting methods, unanchored MAICs were conducted.?®

The unanchored MAIC methodology was preferred to simulated treatment comparisons (STCs)
(i.e. outcome regressions) due to small numbers of events available. Parametric or
semiparametric regression analyses rely on the number of events (not the number of patients) to
determine the degrees of freedom; the lower the number of events, the lower the number of
predictors that can be included in the model. In addition, MAICs produce marginal (population-
level) treatment effect estimates which is considered more appropriate for Health Technology
Appraisals (HTA), whereas STCs only produce conditional (patient-level) treatment effects.5°

Data sources

The ITC was conducted using IPD from the EPCORE™ NHL-1 trial ([l data cut-off) and
aggregated data from comparator studies. In this submission, economic analyses are presented
separately for two separate patient populations due to differing clinical pathways of care and
differing levels of patient fitness, as supported by feedback from UK clinical experts. As such,
MAICs are conducted with the separate base case populations in mind:

e Base case analysis A: Patients who are ineligible for, or choose not to receive, intensive
therapies

e Base case analysis B: Patients who are eligible to receive intensive therapies

As detailed in Appendix D, a clinical SLR was conducted to identify relevant clinical evidence for
patients initiating 3L+ therapies for R/R LBCL, including R/R DLBCL, in line with the expected
indication for epcoritamab. A total of 13,356 publications were identified and a total of 227 peer-
reviewed publications were deemed eligible for inclusion in the clinical SLR. An additional 80
relevant abstracts were identified through searches of conference proceedings, and three
additional publications were included from citation review. A total of 164 publications were
considered eligible for data extraction.

The clinical SLR identified a number of studies reporting survival and/or response outcomes of
R/R LBCL treatments, including evidence from HTA bodies and oncology conferences. RCT
evidence was prioritised for inclusion but in instances where the included study could not provide
appropriate information on the exact treatment line of interest or baseline characteristics to
enable the matching and adjustment, real-world evidence (RWE) that could serve these
purposes was considered (Appendix N).

Of the studies identified from the SLR, one study for each comparator of interest in the base case
(axi-cel and R-based CIT) and for scenario analyses (Pola + BR) was selected, along with other
observational sets where appropriate, for inclusion in the ITC based on the following additional
criteria:

e Included patients that had received two or more prior lines of therapy
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Reported key baseline patient characteristics

e Included a KM curve for OS and PFS that clearly displays the survival and progression events
or enough information to extract or estimate curves for the population of interest

o Reported outcomes that were similarly defined as in the EPCORE™ NHL-1 trial

If no appropriate data were available, the comparator population that was most representative of
the epcoritamab population was selected, using the above inclusion criteria, aligned with the

PICQOS criteria for the SLR (Appendix D).

The studies selected for inclusion in the ITC, based on the above criteria, are presented in Table

22.
Table 22: Comparator studies selected for inclusion in the ITC (base case and scenario
analyses)
Analysis Treatment Source Comparator
population(s) included
inITC
Base case R-based CIT SCHOLAR-1 (Neelapu et | No prior CAR-T therapy
analysis A al. [2021])7°
Base case Axi-cel ZUMA-1 (Locke et al. No prior CAR-T therapy
analysis [2019])"" and CAR-T eligible
B/Scenario population
analysis B.1
Scenario Pola + BR e EUnetHTA Two or more prior
analysis A.1 submission for Pola | therapies, no prior CAR-
+ BR® T therapy (PICO 1b
o Sehnetal (2019) | Subgroup)
and Sehn et al.
(2022) extension
study’2p
Scenario Pola + B/R Liebers et al. (2019) real- | Overall population
analysis world observation study
A2/A.3 (Liebers et al. [2019])"3

aData from the EUnetHTA submission for Pola + BR were used to inform baseline characteristics of the 3L+
population. ® Data from Sehn et al. (2019) and Sehn et al. (2022) were used to estimate 3L+ survival curves and
inform best response outcomes.
Abbreviations: axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; CIT:
chemoimmunotherapy; ITC: indirect treatment comparison; Pola + BR: polutuzumab vedotin with bendamustine
plus rituximab; Pola + B/R: polutuzumab vedotin plus rituximab with or without bendamustine; R: rituximab.

Summary

A summary of the key characteristics of the trials included in the ITC is presented in Table 23.
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Table 23: Summary of key characteristics of the studies included in the ITC

study; N=54

treatment

Trial Treatment Trial design Indication of study Main patient Median follow-up
selection criteria (months)
EPCORE™ NHL-1 Epcoritamab Phase 1/2, open-label | LBCL, including DLBCL | 2+ prior lines of [ |
trial; LBCL patients: treatment
N=157; DLBCL
patients: N=139
SCHOLAR-170 R-based CIT Observational RWE LBCL 1+ prior line of 5.4 months
study; N=340 treatment
ZUMA-171 Axi-cel Phase 1/2, open-label LBCL 2+ prior lines of 271
trial; N=101 treatment, ECOG PS
<2
Sehn et al. (2019); data | Pola + BR Phase 2, randomised, DLBCL 2+ prior lines of 22.3
also obtained from controlled trial; N=29 treatment (PICO 1b
Sehn et al. (2022) The extension cohort subgroup from
extension study and included an additional EUnetHTA submission)
PICO 1b subgroup of 102 patients treated
EUnetHTA submission with Pola + BR after 2+
for Pola + BR72.74.75 prior therapies
Liebers et al. (2019)73 Pola + BR/R Observation RWE LBCL 2+ prior lines of 7.5

Abbreviations: axi-cel: axicabtagene ciloleucel; CIT: chemoimmunotherapy; DLBCL.: diffuse large B-cell ymphoma; ECOG PS: Eastern Cooperative Oncology Group
performance status; ITC: indirect treatment comparison; LBCL: large B-cell ymphoma; Pola + BR: polutuzumab vedotin with bendamustine plus rituximab; Pola + BR/R:
polatuzumab vedotin plus rituximab with or without bendamustine; R: rituximab; RWE: real-world evidence.
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Methodology

Overview

The ITCs were conducted based on the following key methodology steps:

Using the comparator studies outlined above, published survival data were digitised

In order to make the comparator populations and the epcoritamab population more
comparable, patients with no prior CAR-T therapy from the epcoritamab population were
selected; EPCORE™ NHL-1 included patients who had previously received CAR-T therapy,
whereas Sehn et al. (2019), SCHOLAR-1 and ZUMA-1 did not include patients who had
previously received CAR-T therapy’®-7?

The populations were adjusted for imbalances in prognostic factors and effect modifiers using
IPD from EPCORE™ NHL-1 on epcoritamab and aggregate data on the comparators

Propensity score weights resulting from the adjustments were applied to estimate the
difference in ORR and complete response (CR) rate for epcoritamab versus comparators, and
weighted Cox proportional hazards models were used to estimate the PFS and OS HRs for
epcoritamab versus the comparators

The methodology of the ITCs is described in more detail in the following sections.

Endpoints of interest

Comparative efficacy data were derived for PFS, OS, ORR and CR using the following
estimates:

HR and 95% CI of PFS

HR and 95% CI of OS

KM survival curves

Mean difference (MD) and 95% CI for ORR
MD and 95% ClI for CR

Outcome definitions used in the trials were comparable across sources used. PFS and response
outcomes from EPCORE™ NHL-1 were based on IRC assessment, as IRC assessment is
typically considered to be more robust. As such, when available, IRC assessment was used for
comparators to ensure comparability of outcomes and to reduce the risk of bias. A summary of
the definitions for PFS and response used in the indirect comparisons for each treatment is
provided in Table 24.
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Table 24: Outcome definition for PFS and response for each treatment included in the ITC

Epcoritamab versus Outcome definition | Outcome definition for comparator
comparator treatment for epcoritamab?

R-based CIT IWG as per investigator

Pola + BR (EUnetHTA Modified IRC LuganoP

submission)™

Pola + B/R (Liebers et al.) IRC Lugano Investigator-assessed using CT/clinical
judgement; CT scans available in
75.9% of patients

Axi-cel IWG as per IRC

a Full definitions for PFS and response endpoints in EPCORE™ NHL-1 are reported in Section B.2.4.2 and
Section B.2.6. ? As the Pola + BR on two or more prior therapies population (PICO 1B) in EUnetHTA submission
did not report best response in that population, the estimate for best response among those on two or more prior
therapies (N=102) in the extension of the Sehn et al trial was used.”® This was deemed to be a justified
assumption for the analysis given that authors of the extension study concluded that “the baseline characteristics
in the extension cohort were similar to the [original] randomized pola+BR cohort”, which is where the PICO 1b
population was derived from in the EUnetHTA submission.

Abbreviations: axi-cel: axicabtagene ciloleucel; CIT: chemoimmunotherapy; CT: computed tomography; IRC:
independent review committee; ITC: indirect treatment comparison; IWG: International Working Group; Pola +
BR: polutuzumab vedotin with bendamustine plus rituximab; Pola + BR/R: polatuzumab vedotin plus rituximab
with or without bendamustine; PFS: progression-free survival; R: rituximab.

Statistical methods: Propensity score weighting

Unanchored indirect treatment comparisons, in the form of MAICs, were conducted for
epcoritamab versus the relevant comparators based on propensity score (PS) reweighting
methods. The MAICs were conducted in alignment with suggested best practice, as outlined in
NICE DSU TSD18.7¢

PS methods were used to mimic the effect of randomisation by creating a balance between two
treatment groups in respect to important baseline covariates. In the adjusted analyses, the
EPCORE™ NHL-1 trial data were reweighted to match the baseline characteristics of those
reported in the comparator trial.””- 78 As part of this process, each patient was given a weight
representing the inverse of the odds of being in the EPCORE™ NHL-1 trial versus being in the
comparator trial. This means that the patients who were less likely to be among the comparator
trial population (based on the reported baseline characteristics) were assigned less weight in the
analysis and vice versa. Whenever indicated, adjustment weights were truncated at 1% and 99%
of their distribution to reduce the occurrence of extreme weights, while still preserving the
resulting balance in adjusted baseline characteristics.”®

In these analyses, the epcoritamab population was reweighted to match the comparator trials. As
such, the effective sample size, Nesr, of the epcoritamab trials is reduced when compared to the
original sample size.

In unadjusted analyses, the epcoritamab data were compared to other treatments without an
adjustment of their baseline characteristics; each patient was given a weight of one and the data
were unchanged.

Statistical methods: Assessment of proportional hazards

In alignment with NICE DSU TSD 14, the proportional hazards (PH) assumption between the
treatment arms was tested for all of the MAICs conducted, using R. 8 8! As part of the
assessment of PH, three tests were carried out:
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e Visual inspection of the log-cumulative hazards against log-time: If the lines on the graph
are approximately parallel then it can be said that the PH assumption holds. Should the curves
not be parallel and show evidence of crossing then there is evidence that under this test that
proportionality does not hold.

e Visual inspection of the Schoenfeld residuals to examine the model fit: The Schoenfeld
residuals present the difference between the observed covariate and the expected value over
time. If PH holds then the plot of Schoenfeld residuals should be flat and centred around zero.

e The Grambsch and Therneau test (a chi-square test): This tests whether the slope is zero
between the Schoenfeld residuals and the survival time. If the p-value is significant (<0.05),
the null hypothesis of PH (i.e., the slope is zero) is rejected.

There is not one test which can assess whether proportional hazards holds and so the final
determination was based upon the conclusions from all the tests.

Statistical methods: HR for survival

For survival endpoints, the EPCORE™ NHL-1 data and the simulated patient-level outcomes
data for comparators were analysed using a weighted Cox model with robust standard errors
within the ‘survival’ package in R.82 The outcome of the survival ITCs were the HRs and 95% Cls
of epcoritamab relative to comparators. A HR <1 indicates lower risk of progression or death for
epcoritamab than for the comparator treatment.

Statistical methods: Percentage difference for response outcomes

For response comparisons, mean difference in response on the absolute scale was estimated
using weighted regression models with Gaussian distribution, implemented in the “survey”
package in R.83 The weighted regression models in effect modelled the difference between ORR
and CR rates between epcoritamab and comparators.

Weighted generalised regression models were implemented using the “survey” package in order
to calculate robust standard errors of the weighted mean estimates by accounting for clustering
on the patient ID level .24

Variables for adjustment

In alignment with NICE DSU TSD18, the effect modifiers and prognostic variables to be included
for adjustment were carefully considered. As outlined in NICE DSU TSD18, including too many
variables will reduce the effective sample size, negatively affecting the precision of the estimate
and failure to include relevant variables will result in biased estimates.

The selection of covariates to adjust for in the MAICs were identified based on published
literature (including peer-reviewed published ITCs and consideration of previous NICE
evaluations in the indication of interest), empirical testing of prognostic status in the EPCORE™
NHL-1 trial and input from UK clinical experts as to whether certain characteristics are important
to adjust for in a R/R LBCL population.’® 8% 86 Based on these sources, the following covariates
were identified as potential variables to adjust for in the analyses:

o Age
e Gender

e ECOG performance status
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e Histology

e [Pl score

e Disease stage

e Primary refractoriness

e Response to recent prior therapy
e Number of prior lines of treatment
e Prior ASCT

e Prior CAR-T therapy

To ensure all key variables were adjusted for, a validation exercise with UK clinical and health
economic experts was conducted. UK clinical experts stated that adjustment for IPI score was
not necessary if adjustment for disease stage is included, as disease stage contributes to IPI
score. Based on the validation exercise, the following covariates were identified as the most
relevant for adjustment:

e Age =65 years of age

e Gender

e DLBCL histology (including transformed FL) vs not DLBCL

e Primary refractoriness

e Refractory to =22 consecutive lines of therapy

o Refractory to last prior anti-CD20 agent

o Refractoriness to last treatment when information on last prior anti-CD20 or primary
refractoriness is not available

e Prior CAR-T therapy

e Prior ASCT

e Relapse within 12 months of autologous stem cell transplant
e ECOGPS>1

e Disease stage llI-IV

Within each MAIC, the availability of the above characteristics in the comparator studies guided
the final list of adjusted variables in that analysis.

In addition, due to variability in the number of prior lines of therapy in each trial, exact regimens
administered and corresponding sequence of administration, the number of prior lines of therapy
were not adjusted for. Refractory to last therapy was only adjusted for when comparator
information on primary refractoriness or prior anti-CD20 was missing. This approach was
followed to avoid multicollinearity with other variables of refractoriness that were included for
adjustment post clinical validation.
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B.2.8.2 Results of the indirect treatment comparison

Comparisons conducted
Patients ineligible for, or choose not to receive, intensive therapies: Base case analysis A

For the ITC informing base case analysis A (ineligible for intensive therapies), an approach was
taken that allows for one PFS and OS reference curve across multiple comparisons, thereby
allowing fully incremental cost-effectiveness analysis, if required. NICE have previously criticised
pairwise comparisons where each individual adjusted comparison leads to a change in the
reference survival curve, such as during ID3795, and this approach addresses that concern.™

In order to do so, UK clinical experts were consulted on which comparator population represents
the population that is generalisable to patients with R/R LBCL in the UK. After consultation with
UK clinical experts during an AbbVie-organised advisory board in July 2022, clinical experts
suggested that adjustment of the epcoritamab population to match the Sehn et al. 3L+ population
was appropriate, as the Sehn et al. 3L+ baseline characteristics are reflective of the comparator
populations in the decision problem: patients with R/R LBCL after two or more prior lines of
therapy in UK clinical practice.*

Therefore, in the ITC informing base case analysis A, the epcoritamab population was adjusted
to match the Sehn et al. 3L+ population and then compared to R-based CIT based on data from
SCHOLAR-1.70

The EPCORE™ NHL-1 trial included a population of heavily pre-treated patients, including those
who had received prior CAR-T therapies, as well as patients with different subtypes of LBCL
(including DLBCL, HGBCL, PMBCL and FL Gr 3B). In the Sehn et al. trial, ZUMA-1 trial and
SCHOLAR-1 dataset, no patients had received prior CAR-T therapy. Furthermore, in the Sehn et
al. trial, almost all patients had DLBCL rather than other subtypes of LBCL. In the overall
population (regardless of number of prior lines of therapy), only two patients (5%) had subtypes
other than DLBCL. However, for the subpopulation that have received two or more prior lines of
therapy, it is assumed that 100% of patients had DLBCL.

Therefore, following feedback from UK clinicians during an advisory board which took place in
July 2022, to reduce heterogeneity between the study populations, the DLBCL, no prior CAR-T
population from EPCORE™ NHL-1 was selected for inclusion in the ITC and adjusted to the
Sehn et al. 3L+ population in base case analysis A. This population is hereafter referred to as the
‘DLBCL population adjusted to Sehn et al. 3L+'.

As outlined in Section B.1.3, the clinical characteristics and disease pathways of DLBCL and
other subtypes of LBCL are largely similar; as such, the comparative efficacy evidence of
treatments for DLBCL provided by this ITC is considered to be generalisable to other subtypes of
LBCL. This is further supported by the pairwise comparisons of epcoritamab versus axi-cel and
Pola + BR in which the LBCL population from EPCORE™ NHL-1 was used (Appendix N). In
addition, as highlighted in Section B.2.6, | | I oifferences in ORR were
observed based on prior CAR-T experience, so results from the no prior CAR-T population are
expected to be generalisable to all patients.
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Patients eligible for intensive therapies: Base case analysis B and scenario analysis B.1

For the ITC informing base case analysis B (eligible for intensive therapies), the epcoritamab
population is unadjusted to match the axi-cel population from ZUMA-1. An analysis was
conducted in which the epcoritamab population was adjusted to match the ZUMA-1 population
(Section B.2.8.2), however the analysis using the unadjusted epcoritamab population produced
conservative results (i.e., results in favour of axi-cel) when compared to the adjusted analysis, so
was subsequently considered for use in the base case in order to maximise the sample size.
Furthermore, the baseline characteristics were deemed similar enough to use the unadjusted
epcoritamab population in this analysis.

As outlined above, in the ZUMA-1 trial, no patients had received prior CAR-T therapy. Therefore,
to reduce the heterogeneity between the EPCORE™ NHL-1 population and the ZUMA-1
population, and to align with the expected population in UK clinical practice, the no prior CAR-T,
CAR-T eligible population from EPCORE™ NHL-1 was selected for inclusion in the ITC informing
base case analysis B.

In line with the rationale outlined above, and the fact that 92.1% of patients in ZUMA-1 had
DLBCL, rather than other subtypes of LBCL, the DLBCL population from EPCORE™ NHL-1 was
also selected for inclusion in the ITC informing base case analysis B. A scenario analysis was
conducted whereby the LBCL population from EPCORE™ NHL-1 was included in the MAIC
(scenario analysis B.1).

Summary

A summary of the base case analyses and the supportive analysis also conducted is presented
in Table 25, including the epcoritamab populations used in the analyses. Results from the MAICs
informing the base case analyses and scenario analysis B.1 are presented in the following
section. Results from other supportive analyses informing scenario analyses are presented in
Appendix N.
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Table 25: Summary of the base case MAICs and the supportive MAICs conducted

Epcoritamab population

Epcoritamab versus comparator

Comparator population adjusted
to

Ineligible for, or choose not to receive, intensive therapy

Base case analysis A: Ineligible
for, or choose not to receive,
intensive therapy

DLBCL, no prior CAR-T therapy
(N

R-based CIT (SCHOLAR-1)

PICO 1b subgroup, EUnetHTA
submission (based on Sehn et al.
3L+)

Eligible for intensive therapy

Base case analysis B: Eligible for
intensive therapy

DLBCL, no prior CAR-T, CAR-T
eligible (N=]})

Axi-cel (ZUMA-1)

Unadjusted to match ZUMA-1P

Scenario analysis B.1: Eligible for
intensive therapy

LBCL, no prior CAR-T, CAR-T
eligible (N=Jlj)

Axi-cel (ZUMA-1)

Unadjusted to match ZUMA-1°

a@The comparisons of EPCORE™ NHL-1 versus Liebers et al. were unadjusted as the population in Liebers et al. was considered to be similar enough to the EPCORE™ NHL-
1 population to not require adjustment. The baseline characteristics of the epcoritamab population prior to and following adjustment are presented in Appendix N. ® The
comparisons of EPCORE™ NHL-1 versus ZUMA-1 were unadjusted as the unadjusted population maintains the full sample size, produces conservative results that bias
against epcoritamab, and the unadjusted populations were considered similar enough to not require adjustment.
Abbreviations: axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; CIT: chemoimmunotherapy; DLBCL: diffuse large B-cell lymphoma; LBCL: large B-
cell lymphoma; MAIC: matching adjusted indirect comparisons; Pola + BR; polatuzumab vedotin with bendamustine plus rituximab: Pola + BR/R: polatuzumab vedotin with
rituximab, with or without bendamustine; R: rituximab.
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Adjusted baseline characteristics

Patients ineligible for, or choose not to receive, intensive therapies: Base case analysis A

A total of |l were included from the EPCORE™ NHL-1 trial (DLBCL, no prior CAR-T
therapy population). As outlined above, this EPCORE™ NHL-1 population was adjusted to match
the decision problem and Sehn et al. 3L+ (based on synthetic survival data; see Section B.2.8.1
and Appendix N for more detail). An overview of the EPCORE™ NHL-1 baseline characteristics
prior to and after adjustment, alongside the baseline characteristics of the comparator
populations included in the analysis is presented in Table 26.

Table 26: Baseline characteristics for base case analysis A (epcoritamab DLBCL
population adjusted to Sehn et al. 3L+)

disease

Unadjusted | Epcoritamab Pola + BR R-based CIT,
epcoritamab | adjusted to 3L+, SCHOLAR-1
(N=l) Sehn et al. EUnetHTA (N=340)7°
3L+ (N*"=Jf})> | submission
(N=29)b72 74

Age

Median (years) N N 65 55

>65 years [ [ 51.7% 16.5%
Male e e 72.4% 67.9%
DLBCL (including TFL) e e Assumed -

100%

ECOG PS 0-1 (vs 2) [ e 89.3% 100.0%
Disease stage IlI-IV - - 86.2% 64.5%
IPI score 23 [ [ 55.2% 27.7%
Number of prior lines

2 lines of prior therapy - - 37.9% -

>3 lines of chemo and ASCT [ [ 62.1% 28.8%
Primary refractory - - - 37.1%
Refractory to 22 consecutive - - - 50.0%
lines of therapy
Refractory to second-line or - - - -
subsequent therapy
Refractory to last prior anti- - - 51.7% -
CD20 agents®
Refractory to last prior anti- - - 93.1% -
lymphoma therapy¢
Prior ASCT [ [ 34.5% -
Relapse within 12 months of - - - 21.8%
ASCT
SCT any time after refractory - 37.1%

Company evidence submission template for epcoritamab for treating relapsed or refractory
large B-cell lymphoma after 2 or more systemic treatments [ID4045]

© AbbVie (2023). Ltd All rights reserved

Page 75 of 171




a Population adjusted for bold highlighted values: age (=65 years), male, ECOG performance status, disease
stage, refractory to last prior anti-CD20 agents, and prior ASCT; ® Data from the EUnetHTA submission for Pola +
BR were used to inform baseline characteristics of the 3L+ population. Data from Sehn et al. (2019) and Sehn et
al. (2022) were used to estimate 3L+ survival curves and inform best response outcomes. ¢ Definition based on
Sehn et al. (2019): no response or progression or relapse within six months of last anti-lymphoma therapy end
date in patients whose last prior regimen contained anti-CD20; ¢ Definition based on Sehn et al. (2019): no
response or progression or relapse within six months of last anti-lymphoma therapy end date.

Abbreviations: ASCT: autologous stem cell transplant; CAR-T: chimeric antigen receptor T-cell; CIT:
chemoimmunotherapy; DLBCL: diffuse large B-cell ymphoma; ECOG PS: Eastern Cooperative Oncology Group
performance status; IPI: International Prognostic Index; Pola + BR: polatuzumab vedotin with bendamustine plus
rituximab; R: rituximab; SCT: stem cell transplant; TFL: transformed follicular lymphoma; 3L+: third-line and
beyond.

Patients eligible for intensive therapies: Base case analysis B

A total of ||l were included from the EPCORE™ NHL-1 trial (DLBCL, no prior CAR-T
therapy, eligible for CAR-T therapy population). An overview of the EPCORE™ NHL-1 baseline
characteristics prior to and after adjustment, alongside the baseline characteristics of the axi-cel
population included in the analysis is presented in Table 27. As outlined previously, the
unadjusted epcoritamab population was selected for use in the MAIC informing base case
analysis B.

Table 27: Baseline characteristics for the pairwise comparison of epcoritamab versus axi-
cel (epcoritamab DLBCL, CAR-T eligible — adjusted to match axi-cel)

Unadjusted Adjusted Axi-cel, ZUMA-1
epcoritamab epcoritamab (N=101)
(=l (Ner=l)®

Age

Median, years - - 58

265 years - - 23.8%
Male [ | [ ] 67.3%
DLBCL (including TFL) [ ] [ ] 92.1%
ECOG PS 0 or 1 (versus 2) N [ ] 100.0%
Disease stage IlI-IV [ | [ ] 85.1%
IPI score =3 [ | [ | 47.5%
Number of prior lines of treatment

>3 prior lines of treatment [ | [ | 69.3%
History of primary refractory [ | [ ] 25.7%
disease
History of resistance