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Abbreviations

ABC Activated B-cell

ABW Adjusted body weight

ADA Antidrug antibody

ADC Antibody-drug conjugate

AE Adverse events

AFT Accelerated failure time

AIC Akaike Information Criterion

ANC Absolute neutrophil count

ASCT Autologous stem cell transplantation
Allo-SCT Allogenic stem cell transplantation
BIC Bayesian Information Criterion

BNF British National Formulary

BMI Body mass index

BOR Best overall response

BR Bendamustine plus rituximab

BSA Body surface area

BSH British Society for Haematology

CAR T-cell Chimeric antigen receptor T cells
CCuU Critical care unit

CDF Cancer Drugs Fund

CEA Cost-effectiveness analysis

CEAC Cost-effectiveness acceptability curve
CEM Cost-effectiveness model

CEP Cost-effectiveness plane

Cl Confidence interval

CNS Central nervous system

COO Cell-of-origin

CR Complete response

CRR Complete response rate

CRS Cytokine release syndrome

CSR Clinical study report

CTCAE Common Terminology Criteria for Adverse Events
BCL B-cell ymphoma gene

DECC Dexamethasone, etoposide, chlorambucil, lomustine
DH Double hit

DHAP Cisplatin, cytarabine, dexamethasone
DLBCL Diffuse large B-cell ymphoma

DNA Deoxyribonucleic acid

DOR Duration of response

DSA Deterministic sensitivity analysis
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ABC Activated B-cell

DSU Decision Support Unit

EAG External Assessment Group

ECG Electrocardiograms

ECOG Eastern Cooperative Oncology Group
EMA European Medicines Agency

eMIT Electronic marketing information tool
EMR Electronic medical record

EOT End of treatment

EQ-5D EuroQol five dimension

ESMO European Society for Medical Oncology
ESS Effective sample size

EWB Emotional well-being

FACT-Lym Functional Assessment of Cancer Therapy - Lymphoma
FACT-G Functional Assessment of Cancer Therapy — General
FL Follicular lymphoma

FWB Functional well-being

GCB Germinal centre B-cell

GDP Cisplatin, gemcitabine, dexamethasone
GGT Gamma-glutamyl transferase

HGBL High-grade B-cell lymphoma

HMRN Haematological Malignancy Research Network
HR Hazard ratio

HRQoL Health-related quality of life

HSCT Haematopoietic stem cell transplantation
HSUV Health state utility value

HTA Health technology assessment

ICE Ifosfamide, carboplatin, etoposide
ICER Incremental cost-effectiveness ratio
ICU Intensive care unit

IPD Individual patient data

IPI International Prognostic Index

IQR Interquartile range

v intravenous

IVE Ifosfamide, epirubicin and etoposide
IWG International Working Group

KM Kaplan-Meier

LDH Lactate dehydrogenase

Lonca Loncastuximab tesirine

LY Life year

LymS Lymphoma subscale

MAIC Matching adjusted indirect comparison
MID Minimally important difference
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ABC Activated B-cell

MMAE Monomethyl auristatin

MYC Myelocytomatosis

NCCN National Comprehensive Cancer Network

NHL Non-Hodgkin lymphoma

NHS National Health Service

NICE National Institute for Health and Care Excellence
NMA Network meta-analysis

NOS Not otherwise specified

NR Not reported

OR Odds ratio

ORR Overall response rate

0S Overall survival

PAS Patient Access Scheme

PartSA Partitioned survival analysis

PBD Pyrrolobenzodiazepine

PD Progressed disease

PEPC Prednisone, etoposide, cyclophosphamide and procarbazine
PF Progression-free

PFS Progression-free survival

PH Proportional hazardsa

PK Pharmacokinetic

PMBCL Primary mediastinal B-cell ymphoma

Pola+BR Polatuzumab plus bendamustine plus rituximab
PR Partial response

PRISMA Preferred Reporting Items for Systematic Reviews and Meta-Analyses
PRO Patient reported outcomes

PS Performance status

PSA Probabilistic sensitivity analysis

PSM Partition survival model

PT Preferred term

PWB Physical well-being

Q3w Every 3 weeks

QALY Quality-adjusted life year

QoL Quality of life

R Rituximab

R-CHOP Rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone
R-CHP Rituximab, cyclophosphamide, doxorubicin and prednisolone
RDI Relative dose intensity

RFS Relapse-free survival

R-GemOx Rituximab with gemcitabine and oxaliplatin

R/R Relapsed or refractory

RWE Real-world evidence
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ABC Activated B-cell

SAE Serious adverse event

SCT Stem cell transplantation

SD Standard deviation

SE Standard error

SEER Surveillance, Epidemiology, and End Results
SLR Systematic literature review

SmPC Summary of product characteristics
SoC Standard of care

SOC System organ class

STA Single technology appraisal

SWB Social/family well-being

TA Technology appraisal

TEAE Treatment emergent adverse event
TH Triple hit

TiNHL Transformed indolent non-Hodgkin’s lymphoma
TOI Trial Outcome Index

TSD Technical Support Document

TTD Time-to-treatment discontinuation
TTO Time trade-off

UK United Kingdom

ULN Upper limit of normal

VAS Visual Analog Scale

VS versus

WHO World Health Organization

WTP Willingness-to-pay

2L Second-line

3L Third-line
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B.1.

Decision problem, description of the technology and clinical
care pathway

Summary of the health condition

Diffuse large B-cell lymphoma (DLBCL) and high-grade B-cell lymphoma (HGBL), with and
without myelocytomatosis (MYC) and B-cell ymphoma 2 (BCL2) and/or BCL6
rearrangements, are classified by the World Health Organization (WHO) as mature large B-
cell lymphomas are an aggressive form of non-Hodgkin’s lymphoma (1), primarily affecting
the elderly population, with a median age at diagnosis of 70 years (2)

Up to 40% of patients relapse or become refractory to initial treatment (3)

Relapse/refractory (R/R) DLBCL is difficult to treat, and prognosis is particularly poor for
patients with R/R DLBCL after two or more lines of systemic treatment, with a median
overall survival (OS) ranging from only four to 10 months (4-6)

Summary of the treatment pathway and the position of loncastuximab tesirine

The current recommendation for first-line therapy is chemoimmunotherapy with R-CHOP
(rituximab, cyclophosphamide, doxorubicin, vincristine, prednisone) (7-10). Polatuzumab
vedotin with rituximab, cyclophosphamide, doxorubicin and prednisolone (R-CHP) has
recently been recommended by NICE for untreated DLBCL in adults if they have an
International Prognostic Index (IP1) score of 2 to 5 (11).

Treatment for patients with R/R DLBCL involves an intensive second-line
chemoimmunotherapy regimen and patients who demonstrate chemosensitivity and
respond to second-line chemoimmunotherapy may proceed to autologous stem cell
transplant (ASCT) (12, 13)

These is no clear standard of care (SoC) for patients with R/R DLBCL who are ineligible for
intensive second-line therapy followed by ASCT. Patients who are transplant ineligible may
receive polatuzumab vedotin combined with bendamustine + rituximab (Pola+BR) in the
second-line setting (9, 14)

CAR T-cell therapies are currently recommended in the third-line setting (15), which have
shown high response and extended OS in patients; however, only 17.2% of DLBCL
patients who received 23 prior lines of treatment were treated with CAR T-cell therapies
and these are associated with life-threatening CRS and neurologic toxicity (16)

Pixantrone monotherapy is currently recommended by NICE in the third- and fourth-line
settings (17), and it has not been considered a comparator in prior TAs (11, 15, 18) (19).
There are limited data in the real world to support the efficacy (median OS 3.4 months) (20)
and clinical experts in the UK did not consider pixantrone a suitable treatment option for
patients with R/R DLBCL

Pola+BR has been shown to be more effective than chemotherapy, with experts indicating
they would use Pola+BR in all patients, provided they were willing to accept the additional
toxicity. A UK RWE study suggests that the majority of use is in third-line-plus patients (21).
As such, the primary comparison in this analysis is with Pola+BR. A proportion of patients
are still treated with chemotherapy and so a comparison with chemotherapy has also been
included.
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e Loncastuximab tesirine is a monotherapy which is less invasive and time consuming
compared with recently approved treatments and traditional chemotherapies, potentially
offering a new therapeutic option for heavily pre-treated R/R DLBCL patients

e Loncastuximab tesirine is being positioned according to the licensed indication as a
treatment for adults with R/R DLBCL and HGBL, after two or more lines of systemic
therapy. Although other treatments are available at third-line Pola+BR is considered the
main comparator

B.1.1. Decision problem

The submission focuses on the technology’s full marketing authorisation to evaluate the clinical
and cost-effectiveness of loncastuximab tesirine for the treatment of adults with relapsed or
refractory diffuse large B-cell lymphoma (DLBCL) and high-grade B-cell lymphoma (HGBL),

after two or more lines of systemic therapy (23-25).

The decision problem addressed by the submission is outlined in Table 1.
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Table 1. The decision problem

Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

include:
e  Chemotherapy, such as:
- DHAP (cisplatin, cytarabine,
dexamethasone)
- GDP (cisplatin, gemcitabine,
dexamethasone)
- ICE (ifosfamide, carboplatin,
etoposide)
- IVE (ifosfamide, epirubicin and
etoposide)
- R-GemOx (rituximab, gemcitabine
oxaliplatin)
- BR (bendamustine, rituximab)
e  polatuzumab vedotin with rituximab
and bendamustine (if haematopoietic

stem cell transplantation is not
possible)

e  pixantrone

e axicabtagene ciloleucel (subject to
NICE evaluation)

e tafasitamab with lenalidomide (if
haematopoietic stem cell
transplantation is not possible, subject
to NICE evaluation)

include:
e  Chemotherapy, such as:
- DHAP (cisplatin, cytarabine,
dexamethasone)
- GDP (cisplatin, gemcitabine,
dexamethasone)
- ICE (ifosfamide, carboplatin,
etoposide)
- IVE (ifosfamide, epirubicin and
etoposide)
- R-GemOx (rituximab + gemcitabine
+ oxaliplatin

- BR (bendamustine and rituximab)
e  polatuzumab vedotin with rituximab
and bendamustine (if haematopoietic

stem cell transplantation is not
possible)

Population Adults with relapsed or refractory diffuse Adults with relapsed or refractory diffuse Aligned with marketing authorisation the
large B-cell ymphoma who have had two or | large B-cell ymphoma (DLBCL) and high- submission addresses adults with relapsed
more systemic therapies grade B-cell lymphoma (HGBL), after two or | or refractory DLBCL and HGBL, after two or

more lines of systemic therapy. more lines of systemic therapy.

Intervention Loncastuximab tesirine Aligned with scope Not applicable

Comparator(s) Established clinical management which may | Established clinical management which may | Clinical input has indicated that the most

likely position for loncastuximab tesirine in
clinical practice would be in patients who
are not eligible for HSCT or CAR-T therapy.

In the third-line setting, Pola+BR would be
the main treatment option for patients.

It is recognised that chemotherapy is also
an option within this position in the
treatment pathway, albeit less utilised due
to its lower efficacy. The Company sought
clinical opinion on which chemotherapy
regimens were most widely used at third-
line in R/R DLBCL. The clinicians stated
that DHAP, ICE and IVE would not be used
at this line as they are considered too toxic.
The most commonly mentioned regimen
was RGemOX, whereas (R)GDP, DECC,
PEPC, gemcitabine monotherapy and
R+lenalidomide were also considered as
options at third-line-plus.

While additional therapies are
recommended by NICE in the third-line
setting including a CAR T-cell therapy
(axicabtagene ciloleucel) (26) and
pixantrone monotherapy (17), they have not
been included as comparators in the model.

Approximately 17.2% of DLBCL patients
who receive 23 prior lines of treatment are
treated with CAR T-cell therapy due to its
severe treatment burden and most patients
have a rapid clinical disease course
rendering them unsuitable for the treatment
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

(16). Clinical input has indicated that the
most likely position for loncastuximab
tesirine in clinical practice would be in
patients that are not eligible for transplant or
CAR-T therapy (22). As such, CAR-T
therapies are not considered as
comparators in the submission.

Pixantrone has not been included as a
comparator. Previous appraisals of
interventions for R/R DLBCL including
TA559 (15), TA567 (18), TA649 (11) and
GID-TA10645 (19) removed pixantrone as a
comparator either at the scoping stage or
through the committee process. The
respective committees were informed by
clinical experts that pixantrone is rarely
used in the UK; therefore, they concluded in
each case that it was not a relevant
comparator. The clinicians interviewed to
inform this submission further confirmed
that pixantrone is not used in clinical
practice (22), and also noted the exclusion
of pixantrone as a treatment option for
patients with R/R DLBCL in the BSH
guidelines (14).

At the time of submission, tafasitamab with
lenalidomide (if haematopoietic stem cell
transplantation is not possible) is still
subject to NICE evaluation with the final
outcome pending).

Outcomes

The outcome measures to be considered
include:

e overall survival

e  progression-free survival

. response rates

e  adverse effects of treatment
e health-related quality of life.

The outcome measures to be considered in
the submission include:

. overall survival

e  progression-free survival

. response rates

e  adverse effects of treatment
e health-related quality of life.

The listed outcome measures are as per
final scope issued by NICE
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

Other outcomes collected in the trial
included and these data are also presented
in the submission (see Section B.2.3.6).

Economic analysis

The reference case stipulates that the cost
effectiveness of treatments should be
expressed in terms of incremental cost per
quality-adjusted life year.

The reference case stipulates that the time
horizon for estimating clinical and cost
effectiveness should be sufficiently long to
reflect any differences in costs or outcomes
between the technologies being compared.

Costs will be considered from an NHS and
Personal Social Services perspective.

The availability of any commercial
arrangements for the intervention,
comparator and subsequent treatment
technologies will be taken into account.

As per the NICE reference case the cost-
effectiveness of loncastuximab tesirine is
expressed in terms of incremental costs per
QALY, and costs have been considered
from the perspective of the NHS and PSS.

In line with final scope.

Subgroups to be
considered

Not applicable. No subgroups specified in
scope.

Subgroup data are provided in Section
B.2.7.

Not applicable; no subgroups specified in
final scope

Special
considerations
including issues
related to equity or
equality

Not applicable. No special considerations
specified in scope.

No equality issues related to the use of
loncastuximab tesirine in patients with R/R
DLBCL have been identified.

Not applicable; no special considerations
noted in final scope

Source: NICE Final Scope (27)
Abbreviations: CAR-T, chimeric antigen receptor T-cell; DECC, dexamethasone, etoposide, chlorambucil, lomustine; DHAP, cisplatin, cytarabine, dexamethasone; DLBCL, diffuse
large B-cell ymphoma; GDP, cisplatin, gemcitabine, dexamethasone; HGBL, high-grade B-cell ymphoma; HSCT, haematopoietic stem cell transplantation; ICE, ifosfamide,
carboplatin, etoposide; IVE, ifosfamide, epirubicin and etoposide; NHS, National Health Service; NICE, National Institute for Health and Care Excellence; Pola+BR, polatuzumab
plus bendamustine plus rituximab ; PSS, personal social services; QALY, quality-adjusted life year; R, rituximab; RGemOQOX, rituximab with gemcitabine and oxaliplatin; TA,

technology appraisal.
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B.1.2.

Description of the technology being evaluated

The summary of product characteristics or information for use, and the UK public assessment

report, scientific discussion or drafts are provided in Appendix C.

A description of loncastuximab tesirine is provided in Table 2.

Table 2. Technology being evaluated

UK approved name and brand name

Loncastuximab tesirine (ZYNLONTA™)

Mechanism of action

Loncastuximab tesirine is an antibody-drug
conjugate targeting CD19. The monoclonal IgG1
kappa antibody component binds to human CD19,
a transmembrane protein expressed on the
surface of cells of B-lineage origin. The small
molecule component is SG3199, a
pyrrolobenzodiazepine dimer and alkylating agent.

Upon binding to CD19, lonca is internalised
followed by release of SG3199 via proteolytic
cleavage. The released SG3199 binds to the DNA
minor groove and forms highly cytotoxic DNA
interstrand crosslinks, subsequently inducing cell
death.

Marketing authorisation/CE mark status

Loncastuximab tesirine was granted conditional
approval by the EC on December 20th 2022. The
marketing authorisation was approved in the UK
in February 2023 via the EC MHRA reliance route
procedure.

Indications and any restriction(s) as described
in the summary of product characteristics
(SmPC)

Loncastuximab tesirine as monotherapy is
indicated for the treatment of adult patients with
relapsed or refractory DLBCL and HGBL, after
two or more lines of systemic therapy.

Method of administration and dosage

Loncastuximab tesirine is an intravenous infusion
given over 30 minutes on Day 1 of each cycle
(every three weeks).

The recommended dosage is:
e 0.15 mg/kg every three weeks for two
cycles

e 0.075 mg/kg every three weeks for
subsequent cycles
Patients with a body-mass index of 35 kg/m? or
more were dosed on the basis of adjusted body
weight (35 kg/m? x [height in m]?):
dose (mg) = dosage (ug/kg) x adjusted
bodyweight/1,000

Additional tests or investigations

No additional test or investigations are required.

List price and average cost of a course of
treatment

Loncastuximab tesirine list price: £15,200 per vial
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Average cost of a course of treatment (list price):
£85,561.74

Patient access scheme (if applicable) Loncastuximab tesirine PAS price: [l per vial

Average cost of a course of treatment (PAS
price):

Abbreviations: CD19, cluster of differentiation 19; CHMP, Committee for Medicinal Products for Human Use; DLBCL,
diffuse large B-cell lymphoma; DNA, deoxyribonucleic acid; EC, European Commission; HGBL, high-grade B-cell
lymphoma; IFU, information for use; IgG1, immunoglobulin G1; lonca, loncastuximab tesirine; MHRA, Medicines and
Healthcare products Regulatory Agency; NHS, National Health Service; PAS, Patient Access Scheme; SmPC,
summary of product characteristics; UK, United Kingdom

B.1.3. Health condition and position of the technology

B.1.3.1. Disease overview

Non-Hodgkin lymphoma (NHL) is a heterogeneous group of malignant neoplasms originating in
the lymphocyte cells of the immune system (1). There are over 40 subtypes of NHL that
originate from three distinct cell lines: B-cells (accounting for 85—90% of cases), T-cells (10—
15% of cases), and natural killer cells (very rare cases) (1, 28). NHL represents a biologically
and clinically heterogeneous group of lymphoproliferative malignancies which in 90% of cases
are derived from B-cells with DLBCL with distinctive prognostic profiles including cell of origin:
germinal centre B-cell (GCB) type or activated B-cell (ABC) type (24). DLBCL is the most
common form of NHL (29). High-grade B-cell ymphoma (HGBL) is also a category of B-cell
NHL (separate diagnostic entity per 2016 World Health Organization [WHO)] classification) (1).
This type of lymphoma can be grouped in two subtypes: (1) HGBL not otherwise specified and
(2) HGBL with myelocytomatosis (MYC) and B-cell lymphoma (BCL)2 and/or BCL6
rearrangements (HGBL-double hit [DH]/triple hit [TH]) (1). The proportion of HGBL-DH/TH
among tumours with DLBCL morphology is estimated to be 1% to 12% (30). DLBCL and HGBL
are aggressive (fast growing), high-grade lymphomas (31).

In general, these large B-cell ymphomas are curable with first-line chemoimmunotherapy in
most patients (8). However, up to 40% of patients relapse or become refractory to initial
treatment, and the prognosis for patients with relapse/refractory (R/R) DLBCL remain poor (3).
Despite subsequent therapy, prognosis is particularly poor for patients with R/R DLBCL after
two or more lines of systemic treatment, due to the progressive nature of the disease and the
cumulative adverse effects of intensive therapy, with a median overall survival (OS) ranging

from only four to 10 months (4-6).
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The staging system currently recommended is the Lugano-modified Ann Arbor system which
classifies the stage and spread of DLBCL based on the number and location of nodes involved,

in addition to extra nodal involvement (9, 32).

Table 3: Lugano modification of Ann Arbor Staging System for lymphomas

Stage Involvement Extranodal status
Limited

Single node or a group of Single extranodal lesions
Stage | . . :

adjacent nodes without nodal involvement

Stage | or Il by nodal extent
with limited contiguous
extranodal involvement

Two or more nodal groups on

Stage |l the same side of the diaphragm

Stage Il as above with “bulky”

+
Stage Il bulky disease NA
Advanced
Nodes on both sides of the
Stage Il diaphragm with spleen NA
involvement
Stage IV Additional noncontiguous NA

extralymphatic involvement

Source: Cheson 2014 (32).

TDefined as any tumour 210 cm in longest dimension. Whether it is treated as limited or advanced disease may be
determined by histology and a number of prognostic factors.

Abbreviations: NA, not applicable.

B.1.3.2. Epidemiology

DLBCL is the most common B-cell NHL and historically has accounted for up to 40% of B-cell
NHL cases (29). In the United Kingdom (UK), the Haematological Malignancy Research
Network (HMRN) estimates that there will be approximately 5,510 new cases of DLBCL each
year (33). Age is an important prognostic indicator as DLBCL is more prevalent in the elderly

population, with a median age at diagnosis of 70 years and a slightly higher incidence in men

(2).

HGBL, not otherwise specified (NOS), and HGBL with MYC and BCL2 and/or BCL6
rearrangements (termed double-hit [2 genetic rearrangements] or triple-hit [3 genetic
rearrangements]) are very aggressive B-cell NHLs (1). As these categories are newly
recognised by the WHO, there are no Surveillance, Epidemiology, and End Results (SEER)
data specific to their incidence. However, patients with HGBLs have a poor prognosis, with a
median OS of only 0.2 to 1.5 years (34, 35). Studies show that up to 50% of patients become
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refractory or relapse after treatment and the outcomes are worsened further for those who are
refractory at the first-line treatment stage, with a median OS of 6.3 months and only 22% of

patients survive at two years (3).

B.1.3.3. Disease burden

B.1.3.3.1. Patient burden

DLBCL is an aggressive, high-grade lymphoma that is fatal without treatment. Untreated DLBCL
patients have an estimated life expectancy of less than one year. Symptom presentation in
DLBCL is variable and dependent on the site of disease involvement. Patients with DLBCL
typically present with a rapidly enlarging mass, most commonly nodal enlargement in the neck
or abdomen, but may also present as a mass lesion anywhere in the body. The most common
extranodal sites are gastrointestinal tract, head and neck, and skin and soft tissue. Bone
marrow is involved in 10-15% of cases.(36) Systemic B-symptoms, such as fever, unintentional
weight loss, and recurrent night sweats, are observed in approximately 30% of patients and the
serum lactate dehydrogenase (LDH) is elevated in over 50% of patients. As noted in Section
B.1.3.1, despite subsequent therapy, prognosis is particularly poor for patients with R/R DLBCL
after two or more lines of systemic treatment with a median overall survival (OS) ranging from

only four to 10 months (4-6).

There are limited data on the impact of first-line DLBCL on patients’ quality of life (QoL).(37-39)
However, studies have shown that the QoL burden was higher and more impaired in patients
who did not respond well to first-line treatments (primary refractory), patients with an aggressive

form of NHL, and in younger DLBCL patients.

Due to poor prognosis and the need for additional and intensive therapy, patients with R/R
DLBCL demonstrated a lower health-related quality of life (HRQoL) compared with patients with
low-grade NHL, including physical, social, emotional and functional well-being (38). In a
systematic literature review (SLR) evaluating HRQoL of patients with R/R DLBCL or R/R NHL
receiving standard of care therapy such as rituximab, platinum-containing chemotherapy
regimens, and hematopoietic stem cell transplant (HSCT), it was also found that HRQoL of

patients decreased during treatment (40).
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B.1.3.3.2. Economic burden

DLBCL is the most costly lymphoma to treat in Europe compared with Hodgkin’s lymphoma and
follicular lymphoma. The main cost drivers were hospitalisation costs, cancer-related drugs,
outpatient medication and productivity loss (41). Costs for patients with DLBCL increased as
treatment advanced from early to later lines which involve multiple sites of care and treatment
types (42).

Chimeric antigen receptor T-cell (CAR T-cell) therapy is a major advance in third-line treatment;
however, it comes with a high treatment cost associated with its costly administration and
management of adverse events including cytokine release syndrome (CRS) and neurologic

events (43, 44). These result in a significant healthcare and economic burden.

A cost modelling study in a representative population-based patient cohort in the UK estimated
that the total cost associated with treating new patients with DLBCL over a one-year period was
approximately £88 to £92 million (45). However, there are currently limited cost studies

completed for treatments used in later lines.

B.1.3.4. Clinical pathway of care

The treatment pathway for patients with DLBCL is provided by NICE 2016 guidance NG52, the
British Society for Haematology (BSH), the European Society for Medical Oncology (ESMO)
and the National Comprehensive Cancer Network (NCCN) (9-11, 15, 17, 18). An overview of
the current treatment pathway in the UK is summarised in Figure 1 which includes new

treatments that become available after the publication of these guidelines.

As outlined in Section B.1.1, UK clinical input has indicated that the most likely position for
loncastuximab tesirine in clinical practice would be in patients that are not eligible for HSCT or
CAR-T therapy after two or more lines of systemic therapy. In the third-line setting, clinical
experts stated that polatuzumab vedotin with bendamustine and rituximab (Pola+BR) would be
the main treatment option for patients as it is more effective than chemotherapy, provided they
were willing to accept the additional toxicity (22). Clinicians also noted that they would look for a
trial or compassionate access to bispecifics rather than chemotherapy (22). While Pola+BR can
be used at second-line as well as third-line plus, data from a UK real-world evidence (RWE)
study suggests that the majority of use is in third-line plus patients (21). As such, Pola+BR is

considered the primary comparator of loncastuximab tesirine.
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Figure 1: Current NICE recommended treatment pathways for R/R DLBCL
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Source: NICENG52(10); NICE TA649(11); NICE TA567(18); NICE TA559(15); NICE TA306(17); Tilly 2015(9).
Pixantrone is rarely used in UK clinical practice.

TClinicians indicated that some patients not previously fit for intensive therapy may respond to first-line treatment to a
degree such that some may be considered eligible for CAR T-cell therapy.

*If polatuzumab is given in first-line setting, it would not be given in the second-line setting

Abbreviations: ASCT, autologous stem cell transplant; BR, bendamustine with rituximab; CAR-T, chimeric antigen
receptor T-cell; CR, complete response; Pola, polatuzumab vedotin; PR, partial response; R, rituximab; R-CHOP,
rituximab in combination with cyclophosphamide, doxorubicin, vincristine, and prednisone; R-CHP; rituximab,
cyclophosphamide, doxorubicin and prednisone; R/R, relapsed/refractory; SCT, stem cell transplant; TA, technology
appraisal.

B.1.3.4.1. First-line therapy for DLBCL

Cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) chemotherapy has been
the mainstay for the initial treatment of DLBCL after various more intensive chemotherapy
combinations failed to show additional benefit (46, 47). The addition of rituximab, a chimeric
monoclonal antibody targeting CD20, improved 10-year progression-free survival (PFS) and OS
rates in elderly patients aged 60 to 80 years, with an overall increase of 16% vs CHOP alone.
This makes chemoimmunotherapy with R-CHOP (rituximab, cyclophosphamide, doxorubicin,

vincristine, prednisone) the current recommendation for first-line therapy (7-10).

Polatuzumab vedotin with rituximab, cyclophosphamide, doxorubicin and prednisolone (R-CHP)
has recently been recommended by NICE for untreated DLBCL in adults if they have an

International Prognostic Index (IP1) score of 2 to 5 (11).
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B.1.3.4.2. Second-line therapy for DLBCL (primary refractory or initial relapse)

Approximately 30% to 40% of patients with DLBCL who receive first-line chemoimmunotherapy
do not have long-term disease control. Of these patients, 10% to 15% exhibit primary refractory
disease, with no response to initial treatment or relapse within three months of initial treatment
(12). Another 20% to 25% of patients experience relapse following a response to initial
treatment, the majority of which occurs within the first two to three years after first-line

chemoimmunotherapy (8, 12).

Treatment for patients with R/R DLBCL depends on relative fithess of the patient. Patients who
are not fit for intensive therapy may receive Pola+BR or chemotherapy. Patients who are fit for
intensive may receive intensive salvage chemotherapy followed by autologous stem cell
transplant (ASCT) (12). However, approximately half of the patients who are candidates for this
intensive approach do not respond to second-line chemoimmunotherapy and therefore are
unable to proceed to ASCT (48). Patients are ineligible for intensive second-line therapy
followed by ASCT primarily due to comorbidities, significant organ dysfunction, poor

performance status, chemotherapy-refractory disease, and advanced age (7, 49).

Patients eligible for intensive second-line therapy followed by ASCT

Intensive, non-cross-resistant chemoimmunotherapy regimens, most commonly containing
rituximab and platinum, are generally administered as second-line therapy in patients with R/R
DLBCL who are transplant-eligible (13). Randomised trials have reported no significant
differences in response rates or survival outcomes between the most commonly used intensive
second-line chemoimmunotherapy regimens (rituximab, ifosfamide, etoposide, and carboplatin
[R-ICE]; rituximab, dexamethasone, high-dose cytarabine, and cisplatin [R-DHAP]; and
gemcitabine, dexamethasone, and cisplatin + rituximab [R-GDP]) (50, 51).

Patients who demonstrate chemosensitivity and respond to second-line chemoimmunotherapy
may proceed to ASCT or allogeneic SCT (allo-SCT) (12, 13), receive anti-CD19 CAR T-cell
therapy, or enrol in a clinical trial. Patients who have no response or progressive disease should

proceed to third-line treatment.

Patients ineligible for intensive second-line therapy followed by ASCT

These is no clear standard of care (SoC) for patients with R/R DLBCL who are ineligible for

intensive second-line therapy followed by ASCT; therefore, clinical management has historically
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been palliative care or clinical studies with novel drugs. However, newer targeted therapies
including Pola+BR and CAR T-cell therapies have recently become available. Clinical opinion
received to inform this evidence submission suggested that a proportion of patients with good

response may subsequently become eligible for CAR-T therapy (22).

Polatuzumab vedotin combined with bendamustine + rituximab (Pola+BR)

Patients who are transplant ineligible may receive Pola+BR in the second-line setting, which
has been recommended by NICE, the ESMO and BSH (9, 14).

Polatuzumab vedotin is a CD79b-targeted antibody-drug conjugate delivering monomethyl
auristatin E (MMAE), a microtubule inhibitor. CD79b is a signalling component of the B-cell
receptor located on normal B cells and most mature B-cell lymphomas, including >95% of
DLBCL (52). However, complete response (CR) rates are low (0-15%) with polatuzumab
vedotin, prompting the combination with additional agents such as bendamustine + rituximab
(BR), which could also avoid the risk of overlapping neurotoxicity with platinum-based regimens
(52).

A randomised Phase 1b/2 trial comparing Pola+BR against BR was carried out in patients
(N=80) with transplant-ineligible R/R DLBCL or failed prior ASCT after =21 prior line of therapy.
Pola+BR demonstrated an overall response rate (ORR) of 45%, a CR rate of 40%, a median
PFS of 9.5 months (95% CI: 6.2, 13.9 months), and OS of 12.4 months (95% CI: 9.0, not
estimated). In the Pola+BR treatment arm, 33.3% of patients discontinued treatment due to
adverse events (AE). 43.6% of patients experienced peripheral neuropathy (all grades 1 to 2)
including peripheral motor neuropathy, peripheral sensory neuropathy, decreased vibratory

sense, hypaesthesia and paraesthesias, resulting in treatment delay in one patient (52).

However, it is notable that this trial included a significant proportion of second-line patients
(27%), in whom the expected outcomes of the treatments used in more heavily pre-treated
patients remain uncertain (52). Further, there is a lack of convincing RWE and these therapies
are associated with major toxicities, with 57% of patients receiving Pola+BR experiencing at

least one serious adverse event (SAE) (Section B.1.3.4.4) (53).
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B.1.3.4.3. Third-line and subsequent therapy for DLBCL (chemotherapy-refractory or
second and subsequent relapses)

In the third-line setting, Pola+BR would be the main treatment option for patients (22). However,
it is recognised that chemotherapy is also an option within this position in the treatment
pathway, albeit less utilised due to its lower efficacy, therefore a comparative analysis of
loncastuximab tesirine vs chemotherapies is also provided. Other alternative treatments are
also accessed at third-line through clinical trials, early access schemes and compassionate use

programmes but are not routinely commissioned.

Additional therapies recommended by NICE in the third-line setting include CAR T-cell therapies
and pixantrone monotherapy (15). However, prognosis is particularly poor for patients with R/R
DLBCL after 22 or more lines of systemic therapy, with a median OS ranging from only four to
7.7 months for non-cell therapies (6). CAR T-cell therapies have shown high response and
extended OS in patients. However, only 17.2% of DLBCL patients who received =3 prior lines of
treatment were treated with CAR T-cell therapy as most patients have a rapid clinical disease

course rendering them unsuitable for the treatment (16).

Pixantrone monotherapy is currently recommended by NICE in the third- and fourth-line settings
(17). However, there are limited data in the real world to support the efficacy (median OS 3.4
months) (20) and its use in clinical practice is restricted. In addition, clinical experts in the UK
did not consider pixantrone a suitable treatment option for patients with R/R DLBCL and it was
excluded as a treatment option in the BSH guidelines (14). It has been confirmed in an advisory
board meeting with clinical experts in the UK that pixantrone is no longer used in clinical

practice (22).

CAR T-cell therapies are gene-modified autologous cellular therapies including axicabtagene
ciloleucel, tisagenlecleucel, and lisocabtagene maraleucel. CAR T-cell therapies have
demonstrated ORRs between 52% and 83% among patients with R/R large B-cell ymphomas
(54-56). However, CAR T-cell therapies are associated with life-threatening CRS and neurologic
toxicity, which require intense monitoring after administration. This together with the complex
manufacturing and distribution have limited this treatment option only to specialised healthcare

facilities, precluding patients who are not fit for intensive therapy.

Two CAR T-cell therapies are currently available (15, 18). Axicabtagene ciloleucel (TA559) has

recently been recommended by NICE for patients with R/R DLBCL or primary mediastinal large
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B-cell ymphoma who have had 22 lines of prior systemic therapy (15). Tisagenlecleucel is also
recommended for use via the Cancer Drugs Fund (CDF) if patients are healthy enough to

undergo the treatment and have previously received two or more systemic therapies (18).

B.1.3.4.4. Unmet need

The treatment landscape continues to evolve as several new treatments have been approved
for R/R DLBCL, all of which have demonstrated potential in improving patient outcomes.
However, none are considered to have transformed life expectancy in the third-line and
subsequent treatment setting, and the overall survival for this large group of R/R DLBCL

patients is poor with limited treatment options.

With no established SoC for patients with R/R DLBCL after 22 or more lines of systemic
therapy, there is a significant unmet need for new and more effective treatments that extend
survival with better CRR and tolerability profiles which would improve the prospect of a long-
term remission for more patients. Moreover, there is a lack of simpler dosing regimens and

monotherapies that do not require a chemotherapeutic element.

CAR T-cell therapies are considered as a major advance in DLBCL with some patients
achieving durable responses. However, patients with no supportive family and living on their
own have difficulties accessing these intensive therapies at specific healthcare centres due to
severe treatment burden and geographical location. Patients often have progressive disease
and therefore require a bridging therapy while waiting for CAR-T treatments (22). In addition,
eligible patients need to meet specific health requirements e.g. a reasonable count for
leukapheresis and relevant cardiopulmonary status. CAR T-cell therapies also require central
national approval and access to speciality services such as neurological expertise, intensive
care unit (ICU)/critical care unit (CCU) during treatment. Due to these limitations, CAR T-cell
therapies are only used in a small minority of patients (17.2%). For patients who received CAR
T-cell therapies, only half of them achieved CRs and the rest required subsequent treatments
after failure of the therapies (16). Recently approved pharmacologic therapies including
Pola+BR showed good responses in R/R DLBCL patients in their trials. Nevertheless, there is a
lack of convincing RWE and these therapies are associated with major toxicities, with 57% of
patients receiving Pola+BR experiencing at least one serious adverse event (SAE) (53).
Furthermore, these trials did not consistently include patients with at least two prior lines of

therapies, who have poor prognosis and are more challenging to manage. It remains unknown if
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these recently approved agents are effective in heavily pre-treated patients. Clinicians consulted
for this submission noted that all these new drugs have side effects, and particularly frail and
older patients need to have alternative treatment options with better toxicity profiles.
Loncastuximab tesirine is available ‘off the shelf’ and thus is more accessible for patients
including older and frailer patients. Clinical experts in the UK also emphasised the major
advantage of it being effective quickly (after two to four cycles) in patients that respond and
relatively well tolerated (22). As a treatment option, loncastuximab tesirine may particularly

favour patients with fast progressing disease that urgently require a short time to response.

B.1.3.5. Proposed position of loncastuximab tesirine in the treatment pathway

The proposed treatment pathway and position of loncastuximab tesirine is summarised in Figure
2. Although other treatments are available at third-line, Pola+BR is considered the main
comparator and SoC within this submission, which is informed by clinical opinion received (22).
The company recognises that chemotherapy is also an option within this position in the
treatment pathway, albeit less utilised, therefore comparative analysis for loncastuximab tesirine

is also provided with chemotherapies.

Loncastuximab tesirine is a highly selective CD-19-targeted antibody drug conjugate (ADC),
delivering a potent and mechanistically novel and stable linker and cytotoxin which is different
from other traditional therapies (22, 57). It is internalised following binding to the CD19 molecule
on target tumour cells; the dimer cytotoxin is released and binds to target cell deoxyribonucleic

acid (DNA) forming highly cytotoxic DNA inter-strand crosslinks and induces cell death (58).

Loncastuximab tesirine is a monotherapy which is more easily accessible with a less
burdensome dosing regimen compared with traditional chemotherapies and recently approved
treatments (59). Given the benefits of its mechanism of action, it is fast acting with quick
response, potentially offering a new therapeutic option for heavily pre-treated R/R DLBCL

patients. Data also indicate that || GGzczNzNGNGGEEEEEEEEEEEEE o/ c\ing the use of

loncastuximab tesirine with no further treatment (60).

The evidence to support the use of loncastuximab tesirine is based on the Phase 2 trial LOTIS-2
(NCT03589469) (Section B.2). Loncastuximab tesirine is anticipated to be used as a third-line
treatment for CAR-T ineligible patients with R/R DLBCL, and as a fourth-line treatment for
patients relapsing after CAR-T therapy.
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Figure 2: Current NICE recommended treatment pathways for R/R DLBCL including
loncastuximab tesirine

First line il
Polatuzumab + R-CHP
Not fit for intensive thera Fit for intensive therapy
l By | Relapsed/refractory lf —————
A 4
Chemotherapy’ | CR/PR Salvage -
Pola + BR (TA649)"* chemotherapy
Second line *
[ s |
k4
Relapse/refractory | Relapse ‘ ‘ Relapse/refractory
CAR-T ineligible * CAR-T eligible l ! CAR-T ineligible
Allogeneic SCT
Pola + BR (TAG49) CAR-T SR Pola + BR (TAG49)
e (TA567/ID1166, Chemotherapy
Third line Chemotherapy (TAS67/ID1166, TAS59/ID1115) .
Pixantrone (TA306) TA559/ID1115) Pixantrone (TA306)
Lonca tesirine l Loncatesitine
h 4
Relapsed/refractory
_ Pola + BR (TAG49)
Fourth line + Chemotherapy
Pixantrone (TA306)
Lonca tesirine

Source: NICENG52(10); NICE TA649(11); NICE TA567(18); NICE TA559(15); NICE TA306(17); Tilly 2015(9).
Pixantrone is rarely used in UK clinical practice.

TClinicians indicated that some patients not previously fit for intensive therapy may respond to firstline treatment to a
degree such that some may be considered eligible for CAR T-cell therapy.

*If polatuzumab is given in firstline setting, it would not be given in the secondline setting

Abbreviations: ASCT, autologous stem cell transplant; BR, bendamustine with rituximab; CAR-T, chimeric antigen
receptor T-cell; CR, complete response; Pola, polatuzumab vedotin; PR, partial response; R, rituximab; R-CHOP,
rituximab in combination with cyclophosphamide, doxorubicin, vincristine, and prednisone; R-CHP; rituximab,
cyclophosphamide, doxorubicin and prednisone; R/R, relapsed/refractory; SCT, stem cell transplant; TA, technology
appraisal.

B.1.4. Equality considerations

No equality issues related to the use of loncastuximab tesirine in patients with R/R DLBCL have
been identified.
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B.2. Clinical effectiveness

o LOTIS-2 was a Phase 2 clinical trial which investigated the efficacy and safety of
loncastuximab tesirine as monotherapy in patients with relapsed or refractory diffuse large
B-cell lymphoma (DLBCL)

e Loncastuximab tesirine was effective and well-tolerated, producing durable responses in
heavily pre-treated patients with DLBCL after two or more multiagent systemic treatments.
The overall response rate (ORR) was 48% with a complete response rate (CRR) of 25%,
including patients with high-risk disease i data cut)

e The median duration of response (DOR) was 13.4 months (95% CI: 6.9 to not estimable) in

participants who achieved complete response (CR) or partial response (PR)
(R -2 .

e  The median time to first response (CR or PR) was 41.0 days (range: 35 to 247 days) and
the mean time was 51.5 days (1 March 2021 data cut)

e As of the final data cut ), the median progression-free survival (PFS) was
and the median overall survival (OS) was

e Loncastuximab tesirine produced durable responses in patients with double hit/triple hit
genetics, advanced stage disease (Stage IlIl/IV), transformed disease, primary refractory
disease, and disease which was refractory to all prior therapies; and was also effective in
elderly patients and in patients who had previous CD19-directed chimeric antigen receptor
T cells (CAR-T) therapy

e EQ-5D-5L and Functional Assessment of Cancer Therapy — Lymphoma (FACT-Lym)
questionnaires demonstrated improvement in quality of life (QoL) for patients who
responded to treatment

e  Overall loncastuximab tesirine was well-tolerated with low level of neuropathy and
infections. Toxicities were generally reversible and manageable in most patients with dose
delays/reductions

e Due to LOTIS-2 being a single-armed study, MAICs (matching-adjusted indirect
comparisons) were conducted to evaluate outcomes for loncastuximab tesirine versus
polatuzumab plus bendamustine and rituximab (Pola+BR) and versus chemotherapy.
Limited data were available to inform these comparisons confirming clinical feedback on
the lack of a consistent treatment approach at third- or later-line for these patients

e Due to LOTIS-2 being a single-armed study, MAICs (matching-adjusted indirect
comparisons) were conducted to evaluate outcomes for loncastuximab tesirine versus
polatuzumab plus bendamustine and rituximab (Pola+BR) and versus chemotherapy.
Limited data were available to inform these comparisons confirming clinical feedback on
the lack of a consistent treatment approach at third- or later-line for these patients

— versus Pola+BR:

o OS was similar or improved for loncastuximab tesirine, and when compared with
COTA database evidence and using a bootstrap estimate for the 95%
confidence interval (Cl), loncastuximab tesirine offered significantly longer
survival than Pola+BR
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o Loncastuximab tesirine was also similar or significantly favoured over Pola+BR in
terms of PFS benefit

o Loncastuximab tesirine demonstrates similar odds of an overall response (ORR)
when compared with Pola+BR

o Loncastuximab tesirine demonstrates a favourable safety profile compared with
Pola+BR, patients experiencing Grade 3-4 infections and
infestations; and experiencing SAEs

o Other safety outcomes considered included discontinuations due to AEs; fatal
AEs; and Grade 3-4 AEs with frequent occurrence, for which the point estimate
for the odds ratio was in favour of loncastuximab tesirine (<1.0), however the
95% Cl crosses 1.0

— versus chemotherapy:

o OS was significantly improved for patients receiving loncastuximab tesirine
compared with those receiving chemotherapy (HR < 1.0), across all comparisons

o Loncastuximab tesirine demonstrates improved odds of response when
compared with chemotherapy

o No safety comparisons were possible to compare loncastuximab tesirine and
chemotherapy

B.2.1. Identification and selection of relevant studies

A systematic literature review (SLR) was conducted to identify all relevant clinical evidence on

the efficacy and safety of loncastuximab tesirine and relevant comparators for the treatment of
patients with DLBCL who have received two or more prior therapies. In total, the SLR identified
59 records reporting on 45 unique studies. Full details of the SLR search strategy, study

selection process and results can be found in Appendix D.

Of the total included studies, a total of six publications reporting two studies (LOTIS-1 and
LOTIS-2 pooled analysis and LOTIS-2) were identified that evaluated loncastuximab tesirine for
the treatment of patients with DLBCL who have received two or more prior therapies, a

summary of identified studies is provided in Table 4.
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Table 4. Identified clinical effectiveness evidence

Study name, trial Intervention

number, phase

Comparator Author, year/source

RCTs and single arm trials

LOTIS-1 + LOTIS-2,
NCT02669017;
NCT03589469, phase
1-2, pooled analysis

Loncastuximab tesirine

- Solh 2021 (61)

LOTIS-2,
NCT03589469, phase 2
single-arm trial

Loncastuximab tesirine

- Alderuccio 2021 (62)

Caimi 2021 (59)

Caimi 2022 (63)

Zinzani 2021a (64)

Zinzani 2021c (65)

B.2.2.

List of relevant clinical effectiveness evidence

The clinical evidence used to support the marketing authorisation and reimbursement of
loncastuximab tesirine for the treatment of DLBCL comes from the LOTIS-2 (NCT03589469)

(Table 5).

Table 5. Clinical effectiveness evidence

Study LOTIS-2 (NCT03589469)
Study design Phase 2, multicentre, open-label, single-arm
Population Adult patients with relapsed or refractory DLBCL

(including HGBL) who do not respond to or who
have progressive disease after salvage therapies
have a poor prognosis

Intervention(s)

Loncastuximab tesirine

Comparator(s) NA
Indicate if study supports application for Yes
marketing authorisation
Indicate if study used in the economic model Yes
Rationale if study not used in model NA
Reported outcomes specified in the decision e ORR (primary endpoint)
problem e DOR
e CRR
(] PFS
e OS

e  Frequency and severity of AEs and SAEs

e HRQoL outcomes (EQ-5D-5L and FACT-
Lym)
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All other reported outcomes e RFS
e  Concentrations and PK parameters
. Immunogenicity

e Relation between exposure and selected
efficacy and safety endpoints

¢ Relation between tumour and/or blood
biomarkers and selected efficacy and safety
endpoints

Source: Sobi 2020 LOTIS-2 CSR (66).

Abbreviations: AE, adverse events; CRR, complete response rate; DLBCL, diffuse large B-cell ymphoma; DOR,
documentation of tumour response; FACT-Lym, Functional Assessment of Cancer Therapy-Lymphoma; HGBL, high-
grade B-cell ymphoma; HRQoL, health-related quality of life; NA, not applicable; ORR, overall response rate; OS,
overall survival; PFS, progressive-free survival; PK, pharmacokinetic; RFS, relapse-free survival; SAE, serious
adverse event.

B.2.3. Summary of methodology of the relevant clinical effectiveness
evidence

The key LOTIS-2 data considered in this submission are from four different data cut-off dates:

Data cut-off: Unpublished source Published sources
6 April 2020 (snapshot date 15 -
May 2020) CSR Caimi 2021(59)

Alderuccio 2021 (subgroup HGBL-
DH/TH)(62); Alderuccio 2022*

Data cut-off: March 2021 CSR Appendix (TFL) (subgroup HGBL-DH/TH)(67) Caimi
2022 (subgroup post CAR-T) (63)
Zinzani 2021(64, 65)

Data cut-off: March 2022 CSR Appendix (TFL) -

Caimi 2023(60)* (provided as

Data cut-off: September 2022 Not yet availablet - :
academic in confidence)

1Not available for submission, CSR available Q3/Q4 2023.#Note that Alderuccio 2022 (subgroup HGBL-DH/TH) was
not included in the CSR as it did not meet PICO criteria and Caimi 2023 (provided as academic in confidence) was
outside of the date parameters of the search

Abbreviations: CAR-T, chimeric antigen receptor T cells; CSR, clinical study report; DH, double hit; DLBCL, diffuse
large B-cell ymphoma; HGBL, high-grade B-cell ymphoma; NA, not applicable; TFL, tables, figures, listings; TH,
triple hit

For data cut 6 April 2020, data were available for all outcomes. There are two subsequent data
cuts (1 March 2021 and 1 March 2022), but data were not available for all outcomes as outlined
in Table 6. Analysis for these data cuts was conducted as per the conditions of a conditional
European Medicines Agency (EMA) marketing authorisation. Limited data from the final data cut
I - < 2 \ailable as outlined in Table 6: note data from this data cut are currently
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only available as a conference abstract (provided as academic in confidence) with the clinical
study report (CSR) anticipated in Q3/Q4 2023.

Table 6. Outcome data available for each data cut

Data cut-off: 6 April 2020 1 March 2021 1 March 2022 | September 2022t
ORR independent

review i Y Y Y -
’ " " -
CRR v v v [ ]
DoR v v v [ ]
RFS v Not reached NA [ ]
PFS v v v [ ]
oS v v v [ ]
PRO/HRQoL v NA NA [
Safety v v NA [ ]
Subgroup analyses v v# NA [ ]

tLimited data available for submission (abstract level detail), CSR available Q3/Q4 2023; +Subgroup data for some
outcomes refer to Appendix E; Mindividual patient data only available for these outcomes.

Abbreviations: CRR, complete response rate; DoR, duration of response; HRQoL, health-related quality of life; NA,
not available; ORR, overall response rate; OS, overall survival; PFS, progression free survival; PRO, patient reported
outcome; RFS, relapse free survival

Data from the 6 April 2020 are presented within the tables. In addition, data from the 1 March
2021, 1 March 2022, and | data cuts are presented within the data tables where
available. The indirect treatment comparison (outcomes OS, PFS and ORR) and the cost-
effectiveness analysis (OS and PFS) are based on the 1 March 2022 data cut. Note that
aggregate data were not available for OS and PFS outcomes for the 1 March 2022 data cut,
and as such data are not included in text or tables and Kaplan-Meier curves are not presented
in Section B.2.6.2.4 and Section B.2.6.2.5. Individual patient data from the 1 March 2022 data

cut were used in the MAIC.

B.2.3.1. Study design

LOTIS-2 is a Phase 2, multicentre, open-label, single-arm study of the efficacy and safety of
loncastuximab tesirine used as monotherapy in patients with relapsed or refractory DLBCL. A
total of 184 patients were assessed for eligibility and 145 (79%) were enrolled (59). To enhance
patient safety, a two-stage design was used, with an interim analysis for futility using the data on
the first 52 patients. If 210 patients responded (complete response [CR] + partial response

[PRY]), the study was to proceed to complete full enrolment. Enrolment was to continue during
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the interim analysis; however, further enrolment was to be halted if futility was confirmed to
minimise exposure of patients in this study. In this study, the futility analysis was performed on
the first 52 patients. The duration of the study participation for each patient was defined as the
time from the date of signed written informed consent to the completion of the follow-up period,
withdrawal of consent, lost to follow-up, or death, whichever occurred first. The study included a
screening period (up to 28 days), a treatment period (cycles of three weeks) up to one year, and
a follow-up period (visits approximately every 12 weeks for up to three years after treatment

discontinuation).
The study design of LOTIS-2 is shown in Figure 3.

Figure 3. Schematic of LOTIS-2 design

\ Screening I | Treatment ‘ ‘ Follow-up
28 days 30-min infusion lonca Q3W for up to 1 year Q12W for up to 3 years
0.15 mg/kg 0.075 mg/kg
First 2 cycles After 2 cycles

—

Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: Q3W every three weeks; Q12W, every 12 weeks.

B.2.3.2. Eligibility criteria

Key inclusion criteria are listed in Table 7.

Table 7. Key inclusion and exclusion criteria

Key inclusion criteria

e Male or female patient aged 18 years or older

e Pathologic diagnosis of DLBCL, as defined by the 2016 WHO classification, to include:
DLBCL NOS; primary mediastinal large B-cell ymphoma; and high grade B-cell
lymphoma, with MYC and BCL2 and/or BCL6 rearrangements'

e Relapsed or refractory disease following two or more multi-agent systemic treatment
regimens

e Patients who received previous CD19-directed therapy were required to have a biopsy
that showed CD19 protein expression after completion of the CD19-directed therapy.

e Measurable disease as defined by the 2014 Lugano classification (Appendix 2 of the
protocol)

e Availability of formalin-fixed paraffin-embedded tumor tissue block (or minimum 10
freshly cut unstained slides if block was not available)t

e ECOG performance status 0 to 2
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Key inclusion criteria

Adequate organ function as defined by screening laboratory values within the following
parameters?:

Absolute neutrophil count 21.0x103/uL (off growth factors at least 72 hours)

Platelet count 275x%103/uL without transfusion in the prior 7 days

ALT, AST, and GGT <2.5xthe ULN

Total bilirubin <1.5%xULN (patients with known Gilbert's syndrome may have a total
bilirubin up to <3xULN)

Blood creatinine <1.5%xULN or calculated creatinine clearance 260 mL/min by the
Cockcroft and Gault equation

Negative B-HCG pregnancy test within 7 days prior to start of study drug (Cycle 1, Day 1)
for women of childbearing potential

Women of childbearing potential were required to agree to use a highly effective method
of contraception' from the time of giving informed consent until at least 16 weeks after
the last dose of lonca. Men with female partners who were of childbearing potential were
required to agree that they would use a highly effective method of contraception from the

time of giving informed consent until at least 16 weeks after the patient received his last
dose of lonca

Key exclusion criteria

Previous treatment with lonca

Known history of hypersensitivity to or positive serum human ADA to a CD19 antibody
Pathologic diagnosis of Burkitt's lymphoma

Bulky disease, defined as any tumour 210 cm in longest dimension

Active second primary malignancy other than nonmelanoma skin cancers, nonmetastatic
prostate cancer, in situ cervical cancer, ductal or lobular carcinoma in situ of the breast,
or other malignancy that the Sponsor’s medical monitor and Investigator agreed and
document should not be exclusionary

Autologous SCT within 30 days prior to start of study drug (Cycle 1, Day 1)
Allogeneic SCT within 60 days prior to start of study drug (Cycle 1, Day 1)
Active graft-versus-host disease

Posttransplant lymphoproliferative disorders

Active autoimmune disease, including motor neuropathy considered of autoimmune
origin and other CNS autoimmune disease

Known seropositive and requiring antiviral therapy for human immunodeficiency virus,
HBV, or hepatitis C virus$

History of Stevens-Johnson syndrome or toxic epidermal necrolysis

Lymphoma with active CNS involvement at the time of screening, including
leptomeningeal disease

Clinically significant third space fluid accumulation (ie, ascites requiring drainage or
pleural effusion that either required drainage or was associated with shortness of breath)

Breastfeeding or pregnant

Significant medical comorbidities, including but not limited to uncontrolled hypertension
(blood pressure 2160/100 mmHg repeatedly), unstable angina, congestive heart failure
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Key inclusion criteria

(greater than New York Heart Association class Il), electrocardiographic evidence of
acute ischemia, coronary angioplasty, or myocardial infarction within 6 months prior to
screening, uncontrolled atrial or ventricular cardiac arrhythmia, poorly controlled
diabetes, or severe chronic pulmonary disease

¢  Major surgery, radiotherapy, chemotherapy, or other antineoplastic therapy within 14
days prior to start of study drug (Cycle 1, Day 1), except shorter if approved by the
Sponsor

o Use of any other experimental medication within 14 days prior to start of study drug
(Cycle 1, Day 1)

¢ Planned live vaccine administration after starting study drug (Cycle 1, Day 1)

e Failure to recover to Grade <1 (CTCAE version 4.0) from acute nonhematologic toxicity
(Grade <2 neuropathy or alopecia) due to previous therapy prior to screening

e Congenital long QT syndrome or a QTc using QTcF interval of >480 ms at screening
(unless secondary to pacemaker or bundle branch block)

¢ Any other significant medical iliness, abnormality, or condition that would have, in the
Investigator’s judgment, made the patient inappropriate for trial participation or put the
patient at risk

Source: Sobi 2020 LOTIS-2 CSR (66).

TAny biopsy since initial diagnosis was acceptable, but if several samples were available, the most recent sample
was preferred; *A laboratory assessment could be repeated a maximum of two times during the screening period to
confirm eligibility; "Women of childbearing potential were defined as sexually mature women who had not undergone
bilateral tubal ligation, bilateral oophorectomy, or hysterectomy; or who had not been postmenopausal (ie, who had
not menstruated at all) for at least 1 year. Highly effective forms of birth control were methods that achieved a failure
rate of less than 1% per year when used consistently and correctly. Highly effective forms of birth control included:
hormonal contraceptives (oral, injectable, patch, intrauterine devices), male partner sterilization, or total abstinence
from heterosexual intercourse, when this was the preferred and usual lifestyle of the patient. The double-barrier
method (eg, synthetic condoms, diaphragm, or cervical cap with spermicidal foam, cream, or gel), periodic abstinence
(such as calendar, symptothermal, postovulation), withdrawal (coitus interruptus), lactational amenorrhea method,
and spermicide-only were not acceptable as highly effective methods of contraception; $Testing was not mandatory to
be eligible.

Abbreviations: ADA, antidrug antibody; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BCL2, B-
cell lymphoma 2 apoptosis regulator; BCL6, B-cell lymphoma 6 transcription repressor; 3-HCG, beta-human chorionic
gonadotropin; CNS, central nervous system; CTCAE, Common Terminology Criteria for Adverse Events; DLBCL,
diffuse large B cell lymphoma; ECOG, Eastern Cooperative Oncology Group; GGT, gamma-glutamyl transferase;
HBV, hepatitis B virus; lonca, loncastuximab tesirine; NOS, not otherwise specified; QTc, corrected QT; QTcF,
Fridericia’s correction; SCT, stem cell transplant; ULN, upper limit of normal; WHO, World Health Organization.

B.2.3.3. Data collection: Settings and locations

LOTIS-2 was a single-arm trial enrolled participants from 28 hospital sites in the USA (] sites),
UK (Il sites), Italy (Il sites), and Switzerland (Il site).

In total, [l§% (n=I) of study patients were enrolled at UK sites, [l§% (n=Jl]) were enrolled at
USA sites, [l§% (n=ll}) were enrolled at Italy sites, and [§% (n=l]) were enrolled in Switzerland.
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B.2.3.4. Treatments administered

Loncastuximab tesirine was administered as an intravenous (1V) infusion over 30 minutes on
Day 1 of each cycle every three weeks (Q3W) at a dose of 150 ug/kg for two cycles and then
75 pg/kg for subsequent cycles. Patients received premedication with dexamethasone unless

otherwise contraindicated.

Patients with a body mass index (BMI) 235 kg/m? had their dose calculated based on an
adjusted body weight (ABW) as follows:

e ABW in kg=35 kg/m?x(height in metres)?

¢ Dose to administer (mg)=dosage (ug/kg)*xABW/1000.

Loncastuximab tesirine solution at a concentration of 5 mg/mL was the basis for the preparation

of the infusion solution. The amount of the product to be diluted depended on the dose level,

weight, and the BMI of the patient. Patients with a BMI 235 kg/m? had their dose calculated
based on an ABW.

Variations in infusion times due to minor differences in IV bag overfill/lunderfill and the

institution’s procedure for flushing chemotherapy lines were not considered a protocol deviation.

B.2.3.5.

Trial drugs and concomitant medications

Permitted and prohibited concomitant medications are detailed in Table 8

Table 8. Permitted and prohibited concomitant medications in LOTIS-2

Permitted

Prohibited

All medications or procedures for the
clinical care of the patient, including
management of AEs, were permitted
during the study

Hematopoietic growth factors were to be
permitted as per American Society of
Clinical Oncology guidelines (Smith
2006)

Other anticancer therapy with the
exception of hormonal therapy for
maintenance treatment of breast and
prostate cancer

Other investigational agents
Live vaccines

Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: AE, adverse event.
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B.2.3.6. Outcomes

B.2.3.6.1. Primary endpoints

¢ ORR according to the 2014 Lugano classification (32) as determined by central review in
all-treated patients; ORR was defined as the proportion of patients with a best overall
response (BOR) of CR or PR.

B.2.3.6.2. Secondary endpoints

e Duration of response (DOR) defined as the time from first documentation of tumour

response to disease progression or death.
o CRrate (CRR) defined as the percentage of treated patients with a BOR of CR.

o Relapse-free survival (RFS) defined as the time from the documentation of CR to disease

progression or death.

e PFS defined as the time between start of treatment and the first documentation of

recurrence, progression, or death.
e OS defined as the time between the start of treatment and death from any cause.
e Frequency and severity of AEs and SAEs.

e Changes from baseline of safety laboratory variables, vital signs, Eastern Cooperative

Oncology Group (ECOG) performance status, and 12-lead electrocardiograms (ECGs).

B.2.3.6.3. Other secondary endpoints

e Concentrations and pharmacokinetic (PK) parameters of loncastuximab tesirine total
antibody, pyrrolobenzodiazepine (PBD)-conjugated antibody, and unconjugated warhead

SG3199 (these data will be analysed and reported separately).

e Antidrug antibody (ADA) titers and, if applicable, neutralising activity to loncastuximab
tesirine after treatment with loncastuximab tesirine (these data will be analysed and

reported separately).

e Change from baseline in HRQoL as measured by EuroQol 5 Dimensions-5 Levels (EQ-5D-

5L) and Functional Assessment of Cancer Therapy-Lymphoma (FACT-Lym).
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EurolQol-5 Dimensions-5 Levels

The EQ-5D-5L is an international, standardized, generic instrument for describing and QoL. The
EQ-5D-5L consists of two parts:

The Descriptive System: QoL is classified according to 5 dimensions: mobility, self-care, usual
activities, pain/discomfort, and anxiety/depression. Each dimension comprises five levels of

perceived problems (eg, none, slight, moderate, severe, and extreme).

The Visual Analog Scale (VAS): patients were asked to indicate their health state today on a
VAS with the endpoints labelled “the best health you can imagine” (score 100), and “the worst
health you can imagine” (score 0). Patients were asked to mark an “X” on the VAS to indicate

their own health and to then report the score in the text box.

Functional Assessment of Cancer Therapy-Lymphoma

The FACT-Lym is a lymphoma-specific subscale for the Functional Assessment of Cancer
Therapy (FACT) questionnaire (Hlubocky, 2013). It consists of 15 specific items that are used
together with the core 27-item questionnaire; the Functional Assessment of Cancer Therapy-
General (FACT-G). The patient was asked to respond to each item with a score of 0 to 4, where

O=not at all, 1=a little bit, 2=somewhat, 3=quite a lot, and 4=very much.

The FACT-Lym questionnaire includes subscales for physical well-being (PWB) (7 items),
social/family well-being (SWB, 7 items), emotional well-being (EWB, 6 items), functional well-

being (FWB, 7 items), and additional concerns (Lymphoma Subscale, LymS, 15 items).

B.2.3.6.4. Exploratory endpoints

¢ Relation between exposure (loncastuximab tesirine dose, PK metrics) and selected efficacy

and safety endpoints (these data will be analysed and reported separately).

¢ Relation between tumour and/or blood biomarkers and selected efficacy and safety

endpoints (these data will be analysed and reported separately).

B.2.3.7. Baseline characteristics

Overall, 145 participants were enrolled in the total study population and received a mean of 4.3
cycles of loncastuximab tesirine (range 1, 15) as of 6 April 2020. The median participant age
was 66 years (Interquartile range [IQR] 56, 71). Three types of DLBCL from the 2016 WHO
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classification of lymphoid neoplasms were recruited: DLBCL NOS, HGBL, and primary

mediastinal B-cell ymphoma (PMBCL) (1). Eighty-eight percent (n=127) of participants had
DLBCL NOS, 8% (n=11) had HGBL and 5% (n=7) had PMBCL. Of the 127 participants with
DLBCL NOS, 29 (20%) had transformed from follicular lymphoma (FL), and 15 participants

(10%) had double-hit or triple-hit disease (investigator reported). There were 112 participants

o) WIth advance age ISease. aseline, participants o) had recelved any
(77%) with ad d (Stage I1/IV) di At baseline, 24 participants (16%) had received

prior stem cell transplantation (SCT) and 13 participants (9%) had prior CART-cell therapy. A

summary of the baseline characteristics of study participants in LOTIS-2 is provided in Table 9.

Table 9. Baseline demographic and clinical characteristics (all-treated population)

All-treated population (N=145)

Sex

Female 60 (41%)

Male 85 (59%)
Age, years

Median (IQR) 66 (56—71)

<65 65 (45%)

265 to <75 59 (41%)

275 21 (14%)
Histology

DLBCL, not otherwise specified 127 (88%)

HGBL 11 (8%)

PMBCL 7 (5%)
Cell of Origin, GCB or ABC DLBCLT

GCB 48 (33%)

ABC 23 (16%)

Unknown 74 (51%)
Double-hit or triple-hit DLBCL* 15 (10%)
Double-expressor or triple-expressor DLBCL 20 (14%)
Bulky disease

Yes 8 (6%)

No 137 (94%)
Transformed DLBCL 29 (20%)
Disease stage'

[l 33 (23%)

-V

112 (77%)
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All-treated population (N=145)

Previous systemic therapies$

Median (IQR) 3.0 (2.04.0)

Two lines 63 (43%)

Three lines 35 (24%)

More than three lines 47 (32%)
Response to first-line systemic therapy

Relapse 99 (68%)

Refractorytt 29 (20%)

Othert* 17 (12%)
Response to most recent line of systemic therapyl

Relapse 43 (30%)

Refractorytt 84 (58%)

Other# 18 (12%)
Refractory to all previous therapiestt

Yes 25 (17%)

No 115 (79%)

Othert* 5 (3%)
Relapse within 3 months of first-line therapys$$

Yes 35 (24%)

No 110 (76%)
Relapse within 6 months of first-line therapys$$

Yes 57 (39%)

No 88 (61%)
Previous HSCT

Allogeneic 2 (1%)

Autologous 21 (14%)

Both 1(1%)
Previous CAR T-cell therapy

Yes 13 (9%)

No 132 (91%)

Source: Caimi 2021 (59).

Data are n (%) unless otherwise stated. Percentages might not total 100% due to rounding.

TABC and GCB were investigator-reported without independent testing; *Some patients had a diagnosis of double-hit
or triple-hit ymphoma based on institutional pathology before the WHO classification of HGBL with MYC and BCL2 or
BCL6 rearrangements, or with MYC and BCL2 and BCL6 rearrangements; TDisease stage at study entry; SPrevious
HSCT is included; for patients who received an autologous transplant, the mobilisation regimen was considered a line
of therapy if it was chemotherapy-based and distinct from the other previous lines of treatment; TTRefractory disease
defined as no response to therapy; #Other defined as unknown, not evaluable, or missing; TMIf HSCT was the most
recent line of systemic therapy, response to therapy was defined as response to the therapy immediately preceding
HSCT; $80nly includes patients with complete response or partial response, and whose disease progression was 1—

Company evidence submission for loncastuximab tesirine for treating relapsed or refractory DLBCL and HGBL and
high-grade B-cell lymphoma after 2 or more systemic therapies [ID3943]
© Sobi (2023). All rights reserved Page 44 of 207



182 days after the end of first-line systemic therapy with missing imputation rule; when the progression date was
missing, start date of the next line of treatment was used to input the disease progression data.

Abbreviations: ABC, activated B-cell; CAR, chimeric antigen receptor; DLBCL, diffuse large B-cell ymphoma; GCB,
germinal centre B-cell; HGBL, high-grade B-cell ymphoma with MYC and BCL2 or BCL6 rearrangements, or with
MYC and BCL2 and BCL6 rearrangements; HSCT, haematopoietic stem cell transplantation; IQR, interquartile range;
PMBCL, primary mediastinal B-cell lymphoma.

B.2.3.8. Expert elicitation or expert opinion

An exercise was conducted to elicit opinion from health economists and clinicians, comprising of
a series of interviews (with health economists and clinicians) and a survey of five clinicians.

Three of the five clinicians had personal experience in prescribing loncastuximab tesirine.

The first stage included the interviewing of two health economists with the following objectives:

o Raising key questions to clinicians, to establish the decision problem/appropriate
methodologies for data analysis and economic modelling.

e Receiving opinions on the appropriateness of the proposed data/evidence use, analysis

methodology, and assumptions.

The second stage included the surveying and interviewing of five clinicians with experience in
the treatment of lymphoma. Initially, four clinicians working in large cancer centres (Oxford,
Newcastle, London) were surveyed, one centre being a dedicated CAR-T referral centre. The

objectives of the survey and interviews were to establish the following:
e Patient profiles and treatment heterogeneity

e The treatment pathway and relevant comparators for loncastuximab tesirine in the UK

o The DLBCL clinical evidence base, especially related to loncastuximab tesirine, and the

most appropriate clinical and modelling assumptions.

A final interview was conducted with a clinician with experience in loncastuximab tesirine. The
interview included presentation of the prior clinical opinion collected, with the additional

objective of characterising/explaining the variation in opinion.
Clinicians were followed up to confirm the accuracy of the report and with some final questions.

A summary of the output of the exercise in presented in the clinician interview summary report
(22).
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B.2.4. Statistical analysis and definition of study groups in the relevant
clinical effectiveness evidence

A summary of statistical analysis methods for LOTIS-2 is provided in Table 12.

Details of the numbers of participants eligible to enter the study and participant flow are

provided in Appendix D.

B.2.4.1. Analysis populations

The sets of analysis populations defined in the trial are presented in Table 10.

Table 10: Definition of analysis populations

Analysis populations | Definition Reported in
submission
All-treated All patients who received at least one dose of lonca. This Yes
population population was used in the primary analyses of efficacy and
safety
Per-protocol All patients in the all-treated population who met the Reported in
population inclusion/exclusion criteria, did not take a prohibited Appendix M

concomitant treatment, and did not have other protocol
deviation that could have had a major impact on efficacy
results

SCT population All patients who responded to lonca and underwent SCT No
(either autologous or allogeneic) after permanent
discontinuation of lonca treatment without any intervening
anticancer therapy. (This population was introduced in the
SAP and was not specified in the protocol)

PK population All patients who received at least one dose of lonca with No
evaluable and sufficient concentration-time data to permit
reliable estimation of lonca exposure. (This population was
used for PK analyses which will be described in a separate
PK/pharmacodynamic analysis plan and report)

Immunogenicity All patients who received at least one dose of lonca with No
analysis population evaluable pre-dose immunogenicity data to permit reliable
evaluation of lonca ADA effect. (This population was used for
ADA analyses which will be described in a separate
PK/pharmacodynamic analysis plan and report)

Pharmacodynamics Patients for which archival tumour tissue or pretreatment No
population biopsies were available who received at least one dose of
lonca and who had at least one value for a
pharmacodynamic/biomarker assessment. (This population
was used for pharmacodynamic analyses which will be
described in a separate K/pharmacodynamic analysis plan

and report)
PRO analysis All patients in the all-treated population with baseline score No
population (at least one instrument) and at least one postbaseline score
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Analysis populations | Definition Reported in
submission

(in at least one instrument). (This population was introduced
in the SAP and was not specified in the protocol)

Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: ADA, anti-drug antibody; lonca, loncastuximab tesirine; PK, pharmacokinetic; PRO, patient reported
outcomes; SAP, Statistical Analysis Plan; SCT, stem cell transplantation.

Overall, 145 patients were treated and included in the all-treated population and 121 patients

(83.4%) were included in the per-protocol population (Table 11).

Table 11: Patient analysis sets (all-enrolled patients)

All-treated population 150
(N=145)

Patients enrolled [n] 145

Patients treated, all-treated population [n(%)T] 145 (100)

Patients enrolled but not treated [n(%)T] 0
Per-protocol population 121 (83.4)
Patient-reported outcomes population [n(%)1] 130 (89.7)
Stem cell transplant population [n(%)7] 10 (6.9)

Source: Sobi 2020 LOTIS-2 CSR (66).
TPercent is based on all-enrolled patients.

B.2.4.2. Sample size

Patients with relapsed or refractory DLBCL generally have a poor prognosis, with response to
second-line salvage therapy ranging from 14% to 26% and with a median survival of 6.1 months
(3, 68). A treatment with a response rate of >20% would be considered clinically meaningful in

this population.

The sample size was determined based on the assumption that an ORR of 20% would be
clinically meaningful in this patient population. The primary hypothesis was that the ORR based
on central review for patients treated with loncastuximab tesirine was significantly greater than
20% (ie, null hypothesis: p <0.2 versus alternative hypothesis: p >0.2). This hypothesis was
tested at type | error of 0.05 (2-sided).

Using nQuery exact test for single proportion, a sample size of 140 patients had >99% power to
achieve a 1-sided significance level of 0.025 (2-sided significance level of 0.05). This sample
size provided adequate precision for observed ORR in the expected range and a robust
population for safety evaluation.
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B.2.4.3. General methodology

All available data were used in the analyses, and important data were included in data listings,
sorted by patient, and by visit within patient. Missing data were not imputed, except via
censoring in survival analyses and as otherwise specified. Unless otherwise noted, categorical
data were presented using counts and percentages, with the number of patients in the analysis
population as the denominator for percentages. Percentages were rounded to one decimal
place, except 100% which was displayed without any decimal places, and percentages were not
displayed for zero counts. Continuous data, unless otherwise noted, were summarized using the
number of observations (n), mean, standard deviation (sd), median, minimum, and maximum.
Minima and maxima were rounded to the precision of the original value, and means, medians,
and 95% confidence intervals (Cls) if presented were rounded to one decimal place greater than
the precision of the original value. The standard deviation was rounded to two decimal places

greater than the precision of the original value, up to a maximum of three decimal places.

B.2.4.4. Interim analyses

An interim analysis was performed when the first 52 patients dosed had two tumour
assessments (approximately 12 weeks after start of loncastuximab tesirine). The ORR and the
corresponding 95% CI were reported. Enrolment continued during the interim analysis. If <10
patients responded the study enrolment was to be halted. Other analyses such as DOR, PFS,

CR rate, RFS, OS, and safety analyses may have been performed if necessary.

B.2.4.5. Subsequent analyses

For primary and key secondary endpoints analyses, a database snapshot was taken when all
patients who achieved a response had a minimum of six months follow-up after initial

documented response. All efficacy and safety endpoints were analysed and reported.

The exact binomial test was used in the subsequent analyses for the primary endpoint because
of the practical consideration that accrual could not be limited to exactly 140 patients and
because patients included in the interim analysis as non-responding may have been included in

the subsequent analysis as responding if they experienced a late response.

Two further data cuts are presented in the submission (1 March 2021 and 1 March 2022). The

final CSR will be based on the final data cut from September 2022 and will be available in
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Q3/Q4 2023 (limited data available for this final data cut in a conference abstract are provided

as academic in confidence). Table 6 outlines the data available for each of the data cuts.
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B.2.4.6.

Efficacy analyses

The efficacy analyses used the independent reviewer’s evaluation according to the 2014 Lugano Classification criteria before the

start of subsequent anticancer therapy or procedure.

Lesion assessment data (target lesions, non-target lesions, and new lesions) and tumour response were listed. A separate listing

contains derived data for DOR, RFS, PFS, and OS. Primary analyses of efficacy were performed in the all-treated population.

Table 12. Summary of statistical analyses

presented. Subgroup analysis was
provided for disease subtype,
disease stage, double/triple hit
(yes/no), bulky disease (yes/no),
germinal centre B-cell/activated B-
cell, transformed (yes/no), age
group, sex, country, response to
the first line and/or most recent line

of prior systematic therapy (relapse:

CR+PR versus refractory: SD+PD
versus other: NE + missing), and
other relevant variables.

Percentage change from baseline
in SPD for target lesions was
presented for available data in the
all- treated population. These data
were also displayed as a waterfall
plot, with vertical bars representing
the sorted values of best percent
reduction for each patient.

Lugano classification criteria before the start of subsequent
anticancer therapy or procedure. For the primary ORR analysis in
the all-treated population, patients with a CR or PR were counted
as successes and all other patients (including those with missing
response information) were counted as failures.

The order of overall response category was: CR, PR, SD, NE, PD
(including disease recurrence/relapse). The overall response
category was derived based on response assessment performed
on or before the start of subsequent anticancer
therapy/procedure. Patients without documented subsequent
anticancer therapy and/or with missing start date of anticancer
therapy were considered as not having received subsequent
anticancer therapy. A BOR of SD could only be made after the
patient was on study for a minimum of 35 days after the first dose
of lonca. Any tumour assessment indicating SD before this time
period was considered as NE for BOR if no assessment after this
time period was available.

Outcome Statistical analysis Data management, patient withdrawals Analysis
set

ORR (primary efficacy | The ORR and the corresponding ORR was defined as the proportion of patients who achieved All-treated

analysis) 95% two-sided exact Cl were either CR or PR as BOR as assessed by central review using the population
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KM methods. A KM plot was
presented.

A sensitivity analysis of PFS was
conducted in which the PFS for
patients who underwent SCT was
not censored at SCT. A sensitivity
analysis of PFS per Investigator
assessments was also conducted.

radiographic assessment, or death, whichever occurred first. The
date of PD was defined as the earliest date of PD based on
central review. For patients who had the event after the start of
subsequent anticancer therapy/procedure, or were progression-
free and alive at the time of clinical cut-off, or had unknown status,
censoring was performed using the date of the last valid disease
assessment on or before the start of subsequent anticancer
therapy/procedure or clinical cut-off time. When a subsequent
anticancer therapy was used and PD (based on radiographic or
clinical progression at EOT/EOS) was observed within 6 days, the

Outcome Statistical analysis Data management, patient withdrawals Analysis
set
DOR DOR was estimated and displayed | DOR was defined for patients with CR or PR only as the interval All-treated
for the all-treated population using between the date of initial documentation of a response and the population
Kaplan-Meier (KM) methods. date of the first documented evidence of PD based on
A KM plot was presented. independent radiographic assessment or death, whichever
A sensitivity analysis of DOR was occurred first. Clinical progression at EOT/EOS without
! . radiographic assessment could have been considered as an event
conducted in which the DOR for in a sensitivity analysis
patients who underwent SCT were )
not censored at SCT. A sensitivity
analysis of DOR per Investigator
assessments was also conducted.
CRR CRR was defined as the proportion
of patients with a BOR of CR. The
percentage of CRR with its 95% CI
was presented.
RFS RFS was estimated and displayed RFS was defined among CR patients as the time from the date of | All-treated
for the all-treated population using first CR until the date of the first disease relapse based on population
KM methods. A KM plot was independent radiographic assessment, or death, whichever
presented. occurred first. The date of PD was defined as the earliest date of
A sensitivity analysis of RFS was PD based on central review. Clinical progression at EOT/EQS
conducted in which RFS for without radiographic assessment could be considered as an event
patients who underwent SCT were | In @ sensitivity analysis.
not censored at SCT. A sensitivity
analysis of RFS per Investigator
assessments was also conducted.
PFS PFS was estimated and displayed PFS was defined as the interval between the date of first dose of All-treated
for the all-treated population using lonca and the date of the first PD based on independent population
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KM methods. A KM plot was
presented.

to be alive as of their last known status were censored at their
date of last contact. Patients who were lost to follow-up were
censored at the date the patient was last known to have been
alive. The last confirmed alive date was the latest of the following:
study visit date, telephone contact date, EOS last confirmed alive
date, follow-up systemic (anticancer) therapy end date or start
date (if ongoing or end date is missing), local or central radiologist
scan date, or other date in the clinical database.

Outcome Statistical analysis Data management, patient withdrawals Analysis
set
events were to have occurred as the same visit (within the
protocol specified £6 days window) and the patient was counted
as having an event.
oS OS was estimated and displayed OS was defined as the interval between the date of the first dose All-treated
for the all-treated population using and the date of death from any cause. Patients who were known population

Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: BOR, best overall response; Cl, confidence interval; CR, complete response; CRR, complete response rate; DOR, duration of response; EOS, end
of study; EOT, end of treatment; KM, Kaplan-Meier; lonca, loncastuximab tesirine; NE, not evaluable; ORR, overall response rate; OS, overall survival; PD,
progressive disease; PFS, progressive-free survival; PR, partial response; RFS, relapse-free survival; SD, stable disease; SPD, the sum of product of the
perpendicular diameters; SCT, stem cell transplant.
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B.2.5. Critical appraisal of the relevant clinical effectiveness evidence

A complete quality assessment for each study is provided in Appendix D.

B.2.6. Clinical effectiveness results of the relevant studies

The results presented are from four different data cut-off dates, data sources are summarised in
Table 5

B.2.6.1. Primary endpoint

B.2.6.1.1. Overall response rate
Overall response rate by independent reviewer

In the all-treated population, the ORR was 48.3% (70/145 patients; 95% CI: 39.9% to 56.7%).
BORs included 35 patients (24.1%) with CR and 35 patients (24.1%) with PR. There were 22
patients (15.2%) with a BOR of stable disease (SD) (Table 13) (6 April 2020 data cut).

In both the 1 March 2021 and the 1 March 2022 data cut, in the all-treated population, the ORR
was 48.3% (70/145 patients; 95% CI: 39.9% to 56.7%) (Table 13). BORs included 36 patients
(24.8%) with CR and 34 patients (23.4%) with PR. There were 22 patients (15.2%) with a BOR
of stable disease (SD).

As of the final data cut off ||| | [|GcG_l; median follow-up: |GGG -

ORR was ] (Il of 145 participants) (Table 13) (60).

The median time to first response (CR or PR) by independent reviewers in the all-treated
population was [Jlldays (range [} to [l days) (6 April 2020 and 1 March 2021 data cuts).

Overall response rate by investigator assessment (sensitivity analysis)

In the all-treated population, the ORR using the investigator assessment was 49.7% (72/145
patients; 95% CI: 41.3% to 58.1%). Best overall responses included 36 patients (24.8%) with
CR and 36 patients (24.8%) with PR. There were 20 patients (13.8%) with a BOR of SD (6 April
2020 data cut) (Table 13).

No data were reported for ORR by investigator assessment in the later data cuts.
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Table 13: Overall response rate (all-treated population)?

Best overall response

Data cut Complete Partial Stable Not Progressive | ORR (CR + 95% CI for 95% CI for
date response response disease evaluable disease PR) ORR CR

Independent review committee
All-treated
?opula;ion I I I I I I I I I
N=145
All-treated
population 01-Mar-22 36 (24.8) 34 (23.4) 22 (15.2) 23 (15.9) 30 (20.7) 70 (48.3) (39.9,56.7) | (18.0,32.7)
(N=145)
All-treated
population 01-Mar-21 36 (24.8) 34 (23.4) 22 (15.2) 23 (15.9) 30 (20.7) 70 (48.3) (39.9, 56.7) NR
(N=145)
All-treated
population 06-Apr-20 35 (24.1) 35 (24.1) 22 (15.2) 23 (15.9) 30 (20.7) 70 (48.3) (39.9,56.7) | (17.4,31.9)
(N=145)
Investigator assessment
All-treated
population 06-Apr-20 36 (24.8) 36 (24.8) 20 (13.8) 4 (2.8) 49 (33.8) 72 (49.7) (41.3,58.1) | (18.0,32.7)
(N=145)

Source: Sobi 2020 LOTIS-2 CSR (66); Sobi Clinical overview 2021 (69); Sobi CSR Appendix (TLF) 2022 (70); Caimi 2023 (60).
TBest overall response by independent reviewer. Not evaluable included patients without any scan to the independent reviewer (even clinical progressive disease) or patients whose
scan was determined to be not evaluable by the independent reviewer.

Abbreviations: Cl, confidence interval; CR, complete response; NR, not reported; ORR, overall response rate; PR, partial response.
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B.2.6.2. Key secondary endpoints

B.2.6.2.1. Complete response rate

The efficacy of single agent loncastuximab tesirine measured by CRR and assessed by

independent reviewer is presented in Table 13 in the all-treated population.
In the all-treated population, there were:

o 35 participants with CR by independent reviewer. The CRR was 24.1% (95% CI: 17.4, 31.9)
(6 April 2020 data cut);

e 36 participants with CR by independent reviewer. The CRR was 24.8% (95% CI: NR) (1
March 2021 data cut);

e 36 participants with CR by independent reviewer. The CRR was 24.8% (95% CI: 18.0, 32.7)
(1 March 2022 data cut).

As of the final data cut off || | | | }QJNNEEEE. I participants achieved CR; | G of
the ] participants who achieved CR were | NG |\ <dian numbers of
doses were [} and [} for participants with CR who were || TG

All |} participants with CR who were | I \v<rc censored at study end (60).

B.2.6.2.2. Duration of response

Duration of response (DOR) was defined for patients with CR or PR as the interval between the
date of initial documentation of a response and the date of the first documented evidence of PD
based on independent radiographic assessment or death, whichever occurred first. If PD or

death was not observed, the DOR was censored at the last valid disease assessment.

e 6 April 2020 data cut: Of the 70 participants who achieved CR or PR by independent
reviewer, the median DOR was 10.25 months (95% CI: 6.87 to not estimable). The
probability of maintaining response was 68.1% at six months, 63.8% at nine months, and
38.3% at 12 months (Table 14). Figure 4 presents DOR assessed by independent reviewer
as a Kaplan-Meier (KM) curve in the all-treated population (6 April 2020 data cut).

¢ 1 March 2021 data cut: Of the 70 participants who achieved CR or PR by independent
reviewers, the median DOR was 13.37 months (95% CI: 6.87 to not estimable). The

probability of maintaining response was 67.3% at six months, 64.4% at nine months, and
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54.7% at 12 months (Table 14). Figure 5 presents DOR assessed by independent reviewer

as a KM curve in the all-treated population.

o 1 March 2022 data cut: Of the 70 participants who achieved CR or PR by independent
reviewers, the median DOR was 13.37 months (95% CI: 6.87 to not estimable. Figure 6

presents DOR assessed by independent reviewer as a KM curve in the all-treated

population.

As of final data cut off || | | | Q QRN r<dian DOR was ] months (95% ClI:

!

Table 14: Summary of DOR' by independent reviewer (all-treated population)

All-treated population (N=145)
Data cut 6 Apr 2020 1 Mar 2021 1 Mar 2022 [ ]
Total number of 70 70 70 0
responders
Number of events 18 23 23 [ |
Number of censored 52 47 47 [ |
25 percentile of DOR
(95% CI) (month) 5.68 (1.74,9.63) | 5.26 (1.64, 9.26) NR [ |
50 percentile of DOR
(95% OI) (month) 10.25 (6.87, -) 13.37 (6.87, -) 13.37 (6.87, -) [ ]
75 percentile of DOR
(95% CI) (month) not reached Not reached NR [ |
Probability to maintain
the response for 6 68.1 (50.6, 80.5) | 67.3(51.6,78.9) NR [ |
months (95% CI)
Probability to maintain
the response for 9 63.8 (45.4,77.4) | 64.4(48.3,76.6) NR [ |
months (95% Cl)
Probability to maintain
the response for 12 38.3(12.0,64.7) | 54.7 (37.9, 68.8) NR [ |
months (95% CI)

Source: Sobi 2020 LOTIS-2 CSR (66); Sobi Clinical overview 2021 (69); Caimi 2023 (60).
TPoint estimates not reported for 1April 2022 data cut, data only reported in K-M curve
Source: Sobi ‘Summary of clinical efficacy’ 2021, Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: Cl, confidence interval; DOR, duration of response, NR, not reported.
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Figure 4: Kaplan-Meier plot of DOR by independent reviewer (all-treated population)’ (6

April 2020 data cut)

+ Censored

Number of Events 18
|Median (95% CT) months: 10.25 (6.87, )|

06 4

Probability

05
04
03 -
02
01

004
Atrisk| 70 62 41 36 29 23 18 14 9

Time (months)
Source: Sobi 2020 LOTIS-2 CSR (66).
TBased on independent reviewer, including death as event.
Abbreviations: DOR, duration of response.

Figure 5: Kaplan-Meier plot of DOR by independent reviewer (all-treated population)’ (1

March 2021 data cut)
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HNumber of Events 23
Median (25% CI) months: 13.37 (6.87, )
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Source: Sobi Clinical overview 2021 (69).
tBased on independent reviewer, including death as event.
Abbreviations: DOR, duration of response.
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Figure 6: Kaplan-Meier plot of DOR by independent reviewer (all-treated population)’ (1
March 2022 data cut)
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Source: Sobi CSR Appendix (TLF) 2022 (70).
TBased on independent reviewer, including death as event.
Abbreviations: DOR, duration of response.

B.2.6.2.3. Relapse-free survival

Figure 7 presents the clinical activity of loncastuximab tesirine measured by RFS by
independent reviewer and presented as a KM curve in the all-treated population who achieved
CR (6 April 2020 data cut).

RFS was defined among participants with CR as the time from the date of first CR until the date
of the first disease relapse based on independent radiographic assessment, or death, whichever
occurred first. Of the 35 participants who achieved CR, the median RFS was 13.37 months
(95% CI: 10.25, to not estimable) (6 April 2020 data cut).
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Figure 7: Kaplan-Meier plot of RFS by independent reviewer (all-treated population)t (6
April 2020)
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Source: Sobi 2020 LOTIS-2 CSR (66).
tBased on independent reviewer data including death as event.
Abbreviations: Cl, confidence interval; RFS, relapse-free survival.

RFS from 1 March 2021 data cut is presented as a KM curve in Figure 8. The median RFS was

not reached.

No data for RFS were available for the 1 March 2022 data cut or the final data cut

()
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Figure 8: Kaplan-Meier plot of RFS by independent reviewer (all-treated population) (1
March 2021)
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Source: Sobi Clinical overview 2021 (69).
TBased on independent reviewer data including death as event.
Abbreviations: Cl, confidence interval; RFS, relapse-free survival.

B.2.6.2.4. Progression-free survival

Figure 9 (6 April 2020 data cut) and Figure 10 (1 March 2021 data cut) present the clinical
activity of loncastuximab tesirine measured by PFS as assessed by independent reviewer and

presented as a KM curve in the all-treated population.

PFS was defined as the interval between the date of first dose of loncastuximab tesirine and the
date of first PD based on independent radiographic assessment or death, whichever occurred
first. There were 145 patients at risk in this analysis. The median PFS was 4.93 months (95%
Cl: 2.89, 8.31) (data cuts 6 April 2020, 1 March 2021). No data were available for the 1 March
2022 data (IPD were used in the MAIC).

As of final data cut off ([ [ | QJEEEE). median OFS was [} months (95% CI: | ).
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Figure 9: Kaplan-Meier plot of PFS by independent reviewer (all-treated population) (6
April 2020 data cut)

Number of Events: 67
Median (95% CI) months: 4.93 (2.89, 8.31)

+ Censored

0.9

0.8

06

Probability

0.5
0.4
03

0.1

0.0
Atrisk| 145 124 85 55 44 33 29 23 20 16 8 6 4 4 3 1 0
T

Time (months)
Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: Cl, confidence interval; PFS, progression-free survival.

Figure 10: Kaplan-Meier plot of PFS by independent reviewer (all-treated population) (1
March 2021 data cut)
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Median (95% CI) months: 4.93 {2.89, 8.31)
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Source: Sobi Clinical overview 2021 (69).
Abbreviations: ClI, confidence interval; PFS, progression-free survival.
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B.2.6.2.5. Overall survival

Figure 11 (6 April 2020 data cut) and Figure 12 (1 March 2021 data cut) present the clinical

activity of loncastuximab tesirine measured by OS as a KM curve in the all-treated population.

OS was defined as the interval between the date of the first dose and the date of death from any
cause. Of the 145 patients in the all-treated population, the median OS was 9.92 months (95%
Cl: 6.74, 11.47) (6 April 2020 data cut).

The median OS was 9.53 months (95% CI: 6.93, 11.47) (1 March 2021 data cut). No OS data
were available for the 1 March 2022 data cut (IPD were used in the MAIC).

As of final data cut off ([ [ | Q8 EEE). median OS was [l months (95% C!: | ) (60).

Figure 11: Kaplan-Meier plot of OS (all-treated population) (6 April 2020 data cut)
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Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: Cl, confidence interval; OS, overall survival.
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Figure 12: Kaplan-Meier plot of OS (all-treated population) (1 March 2021 data cut)
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Source: Sobi Clinical overview 2021 (69).

Abbreviations: Cl, confidence interval; OS, overall survival.

B.2.6.3. Other secondary endpoints

B.2.6.3.1. Patient-reported Outcomes/Health-Related Quality of Life Assessments

The patient-reported outcomes (PRO)/HRQoL were assessed using the EQ-5D-5L and FACT-

Lym questionnaires in the PRO population. There were 130 patients included in the PRO

Population (Table 11).

EQ-5D-5L

97.2% of patients in the all-treated population completed the baseline EQ-5D-5L assessment.

The completion rate among patients who were treated at each visit was 292.0% up to Cycle 9.

After Cycle 9, <20 patients were treated (1 March 2021).

The mean (std) EQ-5D-5L visual analogue scale (VAS) score (on a 1 to 100 scale, with higher

scores indicating better health) was 71.4 (19.1) at baseline. A change of 7 points in VAS from

the baseline was considered a minimally important difference (MID), defined as the smallest

change in a PRO measure that is perceived by patients as beneficial or that would result in a

change in treatment (71). During the course of treatment, 41.4% of patients showed
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improvement at one or more visits by at least seven points, 39.6% showed deterioration at 1 or
more visits by at least seven points and 65.8% remained stable (change <7 points) at one or
more visits. When averaging the change from baseline scores for each patient across visits
during the course of treatment, more patients showed improvement by at least seven points
(27.9%) than deterioration by at least seven points (20.7%) and approximately half of the
patients (51.4%) remained stable (1 March 2021).

The mean (standard error [SE]) EQ-5D-5L VAS score change from baseline is presented in
Figure 13 (6 April 2020 data cut) and Figure 14 (1 March 2021 data cut).

The mean VAS change score showed a trend of improvement on overall health over time. The
mean change score reached MID (change of at least seven points) at Cycle 8, Day 1, although
the sample size was reduced dramatically compared to baseline. At each visit during treatment,
a higher percentage of patients experienced clinically meaningful improvement than
experienced deterioration (6 April 2020 and 1 March 2021 data cut).

Figure 13: Mean (SE) plot of EQ-5D-5L VAS score change from baseline (PRO
population)’ (6 April 2020 data cut)
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Source: Sobi 2020 LOTIS-2 CSR (66).

tBaseline is defined as the last nonmissing value before administration of loncastuximab tesirine.

Abbreviations: C, cycle; D, day; EQ-5D-5L, European Quality of Life (EuroQol)-5 Dimensions-5 Levels; PRO, patient-
reported outcome; SE, standard error; VAS, visual analog scale.
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Figure 14: Mean (SE) plot of EQ-5D-5L VAS score change from baseline (PRO
population)’ (1 March 2021 data cut)
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Base c2D1 C3D1 c4D1 CsD1 c6D1 C7D1 cen1 ceD1 1001 C1101 c1201 C13D1 C14D1 c1501
Visit
# of Patients:
150ugikg 127 108 76 58 4 33 28 2 20 13 12 10 8 6 5

Source: Sobi Clinical overview 2021 (69).

1Baseline is defined as the last nonmissing value before administration of loncastuximab tesirine. Visits with less than
5 assessments are not displayed.

Abbreviations: C, cycle; D, day; EQ-5D-5L, European Quality of Life (EuroQol)-5 Dimensions-5 Levels; PRO, patient-
reported outcome; SE, standard error; VAS, visual analog scale.

No data were available from 1 March 2022 data cut or final data cut ([ [|GzGzNG) for the
EQ-5D-5L outcome.

FACT-Lym

The completion rate for FACT-Lym with scores to calculate at least FACT-Lym Trial Outcome
Index (TOI) or Functional Assessment of Cancer Therapy — General (FACT-G) Total or FACT-
Lym Total in the All-Treated Population was 93.8% at baseline and =88% of patients at each
visit completed the FACT-Lym subscale and composite scores up to Cycle 9. After Cycle 9,

there were <20 patients in treatment (1 March 2021 data cut).

Higher scores indicate higher functioning/QoL (scales range 0 to 28 for PWB, SWB, and FWB, 0
to 24 for EWB, 0 to 60 for lymphoma subscale (LymS), 0 to 116 for TOI, 0 to 108 for FACT-G
total, and 0 t0168 for FACT-Lym Total) (1 March 2021 data cut).

The mean (SD) baseline FACT-Lym scores were 21.9 (5.23) for PWB; 21.9 (5.70) for SWB,
16.9 (4.62) for EWB, 14.8 (6.32) for FWB, 43.4 (10.34) for LymS, 79.8 (18.39) for TOI, 75.2
(15.65) for FACT-G Total; and 118.4 (23.84) for FACT-Lym Total (1 March 2021 data cut).
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Mean changes in all FACT-Lym subscale and composite scores were generally stable over
time. FACT-Lym subscales that showed a trend of improvement from baseline over time were
emotional well-being (except Cycle 15 Day 1) and LymS (except Cycle 15 Day 1). The
subscales of PWB and functional well-being (except Cycle 15 Day 1) were relatively stable from
baseline over time and the subscale of social/family well-being showed a trend of deterioration

from baseline over time (1 March 2021 data cut).

The mean (SE) FACT-Lym Lymphoma Subscale score change from baseline is presented in
Figure 15 (6 April 2020 data cut) and Figure 16 (1 March 2021 data cut).

Figure 15: Mean (SE) plot of FACT-Lym lymphoma subscale score change from baseline
(PRO population)

Lymphoma Subseile Seore Change from Baseline

Base C2D1 C3D1 C4D1 C5D1 CeD1 CiD1 C8D1 CoD1 C10D1 C11D1 Ci12D1 C13D1

# of Patients:

[3
S

150 ug'kg 128 110 72 60 47 33 29 22 12 9 8 6
Source: Sobi 2020 LOTIS-2 CSR (66).

t1Baseline is defined as the last non-missing value before administration of loncastuximab tesirine. Visits with less
than 5 assessments were not displayed.

Abbreviations: C, cycle; D, day; FACT-Lym, Functional Assessment of Cancer Therapy — Lymphoma; LymS,

lymphoma subscale; PRO, patient-reported outcome; SE, standard error.
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Figure 16: Mean (SE) plot of FACT-Lym lymphoma subscale score change from baseline
(PRO population) (1 March 2021 data cut)
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Abbreviations: C, cycle; D, day; FACT-Lym, Functional Assessment of Cancer Therapy — Lymphoma; LymS,
lymphoma subscale; PRO, patient-reported outcome; SE, standard error.

No data were available from 1 March 2022 data cut or final data cut (| |G for the
FACT-Lym outcome.

B.2.7.  Subgroup analysis

Outcomes on ORR, DOR and survival between the overall cohort and in subgroups with high-
risk disease characteristics were consistent (59). In patients who relapsed after CAR T-cell
therapy, representing a difficult to treat patient population, subgroup analyses indicated a similar
response (ORR of 46.2%) to loncastuximab tesirine compared with the overall cohort (63).
Outcomes among patients who received three or >3 prior lines of therapy were also consistent
with those from the overall cohort; ORR in these subgroups were 48.6% and 48.9%,
respectively (data cut 6 April 2020) (59).

A subgroup analysis was performed on frail patients from LOTIS-2 with age =275 years or with
ECOG performance status (PS)=2 who did not receive CAR-T prior to nor after treatment with
loncastuximab tesirine. The efficacy was |l with a median DOR | after
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months. The median PFS was ] months and the median OS was [JJl] months (data cut 6
April 2020) (66).

Data from subgroup analyses of primary and key secondary outcomes (data cuts 6 April 2020

and 1 March 2021) are reported in Appendix E. No subgroup data available for data cuts 1

March 2022 or the final data cut ([ GczcNEzNG).

B.2.8. Meta-analysis

Pairwise meta-analysis was not conducted.

B.2.9. Indirect and mixed treatment comparisons

The SLR reported in Section B.2.1 and Appendix D identified studies for loncastuximab tesirine
and relevant comparators for the treatment of patients with DLBCL who have received two or
more prior therapies. However, as LOTIS-2 is a single group study, there was no connected
network to enable a network meta-analysis (NMA) or a Bucher indirect comparison to be
conducted. To assess the relative effectiveness of loncastuximab tesirine vs comparators and
inform the cost-effectiveness model, indirect comparisons for efficacy outcomes (PFS and OS
outcomes) were made using an unanchored MAIC approach. Response outcomes were also

compared, where data were available.

Of the 45 studies included in the SLR, only two studies (reported in six publications) were
relevant for the indirect treatment comparisons (LOTIS-2 (59, 62-65) and GO29365 extension
cohort (53)). Due to the sparsity of relevant comparator data, consideration was given to how
additional, relevant comparator data could be identified: a full description of the approach taken
is provided in Appendix D (Section D2.2). This process led to the inclusion of an additional two
studies reported in three publications (4, 5, 72). The studies included in the MAIC are listed in
Table 15.

Table 15: List of studies included in MAIC

Study name / author | Intervention Included in SLR exclusion notes
year SLR?

LOTIS-2, Loncastuximab Yes NA

NCT03589469 (59, 62- | tesirine

65)
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Study name / author | Intervention Included in SLR exclusion notes
year SLR?
G029365 extension Polatuzumab Yes NA
study, NCT02257567 vedotin,
(53) bendamustine +
rituximab
Hamadani 2022b (72) | pojatuzumab No Conference abstract published
vedotin, after SLR search date
bendamustine +
rituximab
CORAL extension Mixed chemotherapy No Study investigating mixed
studies, NCT00137995 chemotherapy was excluded
(4,5) as per the PICOS criteria

Abbreviations: MAIC, matching adjusted indirect comparison; NA, not applicable; PICOS, population, intervention,
comparator, outcomes, study design; SLR, systematic literature review

The MAIC analyses are described in summary below and further details are provided in

Appendix D.

B.2.9.1. Brief description of the approach

As described in the NICE Decision Support Unit (DSU) Technical Support Document (TSD) 18,
MAIC is a non-parametric likelihood reweighting method that allows a propensity score logistic
regression model to be estimated without individual patient data (IPD) in one of the treatment
arms (73). For these analyses, individual loncastuximab tesirine-treated patients were assigned
statistical weights that adjust for their over- or under-representation relative to that reported for

each comparative evidence source (74).

MAIC methodology attempts to adjust for between-trial differences in baseline characteristics.
When a common treatment comparator ‘connected network’ is not available, a MAIC assumes
that differences between absolute outcomes that would be observed in each trial are entirely
explained by imbalances in prognostic variables and treatment effect modifiers (73). Therefore,
every prognostic variable and treatment effect modifier that is imbalanced between the two
studies must be available and included in the adjustment model. The MAIC method utilises
patient-level data for the treatment of interest along with published aggregate trial level data for
the comparator. For the comparison of loncastuximab tesirine vs relevant comparators a

number of MAICs were performed to compare key efficacy outcomes of PFS and OS.
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o Two studies were available to conduct MAICs for loncastuximab tesirine vs Pola+BR (53,
72).

o One study was available to conduct a MAIC for loncastuximab tesirine vs chemotherapy (4,
5).

Estimation of the efficacy of loncastuximab tesirine vs comparators was conducted using
patient-level clinical trial data for loncastuximab tesirine (from LOTIS-2) re-weighted to match

the published, aggregate-level baseline characteristic data for other comparators.

All analyses were run in accordance with the recommendations presented in NICE DSU TSD 18
and Phillippo et al (73, 75).

B.2.9.2. Data sources

The percentage of patients who were progression-free or alive / alive over time were extracted
from the published KM curves for PFS and OS, respectively. Digitising software, Engauge
Digitizer version 12.1, was used to extract the data, and pseudo individual patient-level data
were reconstructed from the extracted survival (supplemented by the number of patients at risk
over time, if reported) using the algorithm published by Guyot et al. 2012 (76). Appendix D
provides an additional summary of the available median PFS and OS reported for each included

study.

Due to the sparsity of relevant data for comparators, where KM curves were not available, the
median PFS or OS for the comparator study were used to make a crude estimate of the hazard
ratio (HR) for loncastuximab tesirine vs. comparator, using methods described in Tierney et al
2007 (77). This involved estimating the HR from: Median survival time for loncastuximab
tesirine/Median survival time for comparator and estimating the corresponding standard error

(SE) using the formula:
SE log HR = V(1/E1+1/E2)
where E1 and E2 are the number of events in each treatment arm.

Response data (overall response rate [ORR]) were extracted from each of the published studies
in the form of number of patients with an event, total number of patients in the relevant

treatment arm and the percentage of patients with an event (where reported).
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The relative effects of loncastuximab tesirine vs. alternative therapies were quantified as hazard
ratios (HR) for overall PFS and OS, with corresponding 95% confidence intervals (Cls) and
median survival times. For overall response rate (ORR), odds ratios with corresponding 95%

Cls were estimated.

B.2.9.2.1. Loncastuximab tesirine

Patient-level data for loncastuximab tesirine were available from LOTIS-2 to provide evidence
for loncastuximab tesirine vs comparators in patients with R/R DLBCL who have received two or

more prior multiagent systemic treatment regimens.

Where there were obvious differences in patient recruitment between LOTIS-2 and comparator
studies, when possible, the comparator study criteria were applied by excluding patients with a

particular characteristic from the LOTIS-2 IPD dataset.

The data cut-off for the LOTIS-2 dataset was 01 March 2022.

B.2.9.2.2. Comparators

A summary of the reasons for exclusion from the MAIC analyses for the studies identified by the
SLR is presented in Appendix D. Due to the sparsity and paucity of data identified in the SLR,
during interview, clinical experts were asked if they were aware of any relevant comparator data
and in addition, recent NICE submissions were hand searched for relevant comparator studies.
No additional studies were identified from this research, predominantly due to the lack of data
specifically in third- or later-line (the target population for loncastuximab tesirine). It was not
considered appropriate to compare third- or later-line with second- or later-line patients as there
are a number of sources of evidence suggesting that survival for later-line patients decreases
(for example, Radford et al. 2019 (6) [Table 16], Nowakowski 2022 (78)). As no second-line

patients were enrolled in LOTIS-2, this difference could not be adjusted for in the analyses.
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Table 16: Treatment response for patients with R/R DLBCL by line of therapy (Christie
Hospital Trust, Radford 2019)

Treatment line

Outcome Second-line (n=89) Third-line (n=63) Fourth(-::4e1<))r later
CR, % (95% Cl) 27.0 (18.4, 37.6) 17.5 (9.5, 29.5) 2.4 (0.1, 14.4)
PR, % (95% CI) 19.1 (11.8, 29.1) 9.5 (3.9, 20.2) 7.3(1.9,21.0)
Median OS, days _

(95% Cl) 320 (276, 490) [n=88] 195 (123, 287) 88 (70, 125)

Source: Radford et al., 2019 (6)
Abbreviations: Cl, confidence interval; CR, complete response; OS, overall survival; PR, partial response; R/R
DLBCL, relapsed/refractory diffuse large B-cell lymphoma

Table 17 summarises the study characteristics of the four studies included for the MAICs.

Table 17: Summary characteristics of studies included in the MAIC analyses

Study name
omparator uthor u esign im of stu
C t [Auth Study desig Aim of study
(Year)]
Loncastuxima LOTIS-2 Sinale arm dlinical To evaluate the efficacy and safety of
. [Caimi 2021 ing loncastuximab tesirine in R/R DLBCL
b tesirine trial :
(59)] patients
To further assess safety, efficacy, and
GO29365 pharmacokinetic profile of Pola+BR treatment
extension combination, following initial Pola+BR vs BR
ola+ xtension to randomized arms o , an additiona
Pola+BR study Extensi RCT domized f GO29365 dditional
[Sehn 2022 106 patients with R/R DLBCL were enrolled
(53)] into a single-arm extension cohort receiving
Pola+BR
RWE from US COTA
database,
Pola+BR Hamadani representing EMRs To examine the effectiveness of Pola+BR by
2022b (79) from >200 US sites, line of therapy in patients with R/R DLBCL
both academic and
community practice
CORAL To update patient status following
Chemothera extension participation in the CORAL study, both for
: Py study [Van . those who went on to receive ASCT per-
(mixed Extension to RCT )
treatmentst) den Neste protocol and those who did not proceed to
2016/2017 ASCT and who were candidates for a third-
(4, 5)] line regimen

tIncluding ICE-like, DHAP-like, gemcitabine-containing regimens

Abbreviations: 1L/2L, first-/second-line; ASCT, autologous stem cell transplant; DHAP, cisplatin, cytarabine and
dexamethasone; EMRs, electronic medical records; ICE, ifosfamide, etoposide, and carboplatin; OS, overall survival,
PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab; RCT, randomised
controlled trial; R/R DLBCL, relapsed / refractory diffuse large B-cell ymphoma; RWE, real-world evidence; US,

United States.
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A summary of the baseline characteristics for the included studies is provided in Appendix D.

B.2.9.3. Identification of prognostic factors and treatment effect modifiers

Identification of all relevant prognostic variables and treatment-effect modifiers was required as

part of the matching process.

A preliminary list of matching variables was identified using the clinical opinion of medical experts
of the submitting company and compared with published evidence (Zinzani et al. 2021 (80)/NICE
review ID3795 [linked publications] (19)):

e Primary Refractory (refractory to first line therapy)

e  Prior lines of therapy

¢ Refractory to last therapy

o |PI

o Disease stage (Ann Arbor)

o Age

e ECOG PS 0-1vs. >1

e HGBL

e Double / triple Hit LBCL

e De novo vs transformed (transformed indolent non-Hodgkin’s lymphoma [TiNHL])

e Cell of origin.

It was noted that if IPl was available for adjustment in a particular treatment comparison, then
age, stage and ECOG PS would not be included as additional covariates since they are already
included in the calculation of the IPI score (along with extra nodal status). Zinzani et al. 2021
considered all of these variables to be prognostic factors only. The relevance and importance of

each of these characteristics were discussed with five UK clinical experts.

The clinical experts confirmed that the current list of matching variables was appropriate (22),

whilst highlighting the potential unreliability of results when adjusting for the following variables:

e Double / triple hit LBCL, as not all double hits are high risk patients
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o  Cell of origin, difficult to include as a predictor since ABCs, generally having worse

outcomes than GCB, whereas GCB have double hits

e De novo vs. transformed was considered less important than the other variables listed due

to the difficulties of aligning prior therapies if received for follicular lymphoma.

There were also some comments on matching for prior ASCT, however on balance, more

clinicians thought it should be excluded (2 vs 1 clinician) due to the fact that this variable does
not reflect the characteristics of patients’ disease (22). Bulky disease was also proposed as a
predictive variable, however none of the comparator studies reported data with a comparable

definition for this variable.

It was noted that Zinzani et al. (65) / NICE ID3795 submission (19) considered additional
covariates of elevated lactate dehydrogenase (LDH >upper limit of normal [ULN] vs. <ULN),
neutropenia (absolute neutrophil count [ANC] <1.5x10%L vs. ANC 21.5x10°%L), and anaemia
(haemoglobin [Hb] <10 g/dL vs. Hb 210 g/dL). However, these variables were not identified by
the clinicians as key variables for adjustment, nor were they available for any of the comparator

studies.

Table 18 summarises the final list of key prognostic factors and treatment effect modifiers that
were identified for inclusion in the population-adjustment, and the studies in which these factors
were reported. As all included studies were single arm, it was not possible to identify whether

some variables were treatment effect modifying.

Table 18: Summary of availability of prognostic factors and treatment effect modifiers for
matching

Loncastuximab
tesirine Pola+BR Chemotherapy
Factor LOTIS-2 60293.65 COTA US CORP:L
extension database extension
Primary refractory (refractory to v v
first line therapy)
Prior lines of therapy \ \ \
Refractory to last therapy \
IPI A v v
HGBL \ v v
Aget v NA v NA
Ann Arbor disease staget v NA NA
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Loncastuximab
tesirine Pola+BR Chemotherapy
G029365 COTA US CORAL
el LOTIS-2 extension database extension
ECOG PST v NA NA
Male* v v v
Prior ASCT# v v

TNot required if IPI available; Factors not anticipated to have an impact on the indirect comparison, however included
where very few available characteristics data reported for comparator study and specifically for CORAL extension
study to match previously published Hamadani 2022a (81)

Abbreviations: ASCT, autologous stem cell transplant; ECOG PS, Eastern Cooperative Oncology Group performance
status; HGBL, high-grade B-cell lymphoma; IPI, International Prognostic Index; Lonca, loncastuximab; NA, not
applicable as IPI data available; Pola+BR, polatuzumab plus bendamustine plus rituximab.

B.2.9.4. Data extraction and variable generation

Individual patient-level data were available from LOTIS-2, and relevant characteristics and
outcomes were identified for the analysis dataset. This included the baseline characteristics that

were also available in the comparator studies of interest and their eligibility criteria.

Table 19 shows the data for the overall LOTIS-2 population (N=145) for each prognostic

variable identified for inclusion in the LOTIS-2 vs comparator MAICs.
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Table 19: Comparison of baseline characteristics used in MAICs (LOTIS-2 vs Pola+BR comparator)

. o _ G029365 extension COTA US database CORAL extension
Characteristic Description LOTIS-2 (N=145) study (N=152)t (N=43) study (N=278)
:_ec;r;gﬁztummab Pola+BR Pola+BR Chemotherapy
Gender, n (%) Male 85 (59) Not matched NR 175 (63.0)
DLBCL NOS 127 (88) 142 (95) NR NR
] HGBL 11 (8) 5(3) 5(12)
Histology, n (%)
PMBCL 7 (5) 0 (0) NR
Other 0(0) 3(2) NR
0 58 (40) 44 (29) NR NR
ECOG PS, n (%) 1 78 (54) 87 (57)
2 9 (6) 20 (13)
<2 e NR NR 170 (61)
IPI score, n (%)
>2 [ 94 (62) NR 108 (39)
] I-11 33 (23) 30 (20) NR NR
Disease stage, n (%)
"-1v 112 (77) 122 (80)
Median (range) 3.0(2.0,7.0) 2.0(1.0,7.0) NR NR
1 line, n (%) 0(0) 50 (33) 0(0)
Previous systemic therapy 2 lines, n (%) 63 (43) 42 (28) 32 (74)
3 lines, n (%) 35 (24) 60 (39) (=3) 5(12)
3+ lines, n (%) 47 (32) NR 6 (14)
Relapse 99 (68)t NR NR NR
Response to 15t line, n (%) Refractory 29 (20)x 97 (64)
Other 17 (12) NR
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Characteristic Description LOTIS-2 (N=145) Stgég?,(ﬁlf;:;g?sion (CNCEQ)US database ::35;\ :_Ni);t_tleg)sion
concastuximab Pola+BR Pola+BR Chemotherapy
Response to most recent line of | Relapse 43 (30)t NR NR NR
systemic therapy, n (%) Refractory 84 (58)t 116 (76)§
Other 18 (12) NR
Previous ASCT, n (%) 21 (14) NR NR 75 (27)

tBaseline characteristics only reported for second- or later-line patients (n=152), not the third- or later-line subgroup (n=102)
I Relapse defined as CR+PR followed by progression; refractory defined as no response, i.e. stable disease or progressive disease. Note that definitions for LOTIS-2 and

G029365 differ. Refer to discussion in Section B.2.9.6.1

9 Defined as no response or progression or relapse within 6 months of first antilymphoma therapy end date.
§ Defined as no response or progression or relapse within 6 months of last antilymphoma therapy end date.
Abbreviations: ASCT, autologous stem cell transplant; CR, complete response; DLBCL, diffuse large B-cell ymphoma; ECOG PS, Eastern Cooperative Oncology Group
performance status; HGBL, high grade B-cell lymphoma; IPI, International Prognostic Index; MAIC, matching-adjusted indirect comparison; NOS, not otherwise specified;
NR, not reported; PMBCL, primary mediastinal large B-cell ymphoma; Pola+BR, polatuzumab vedotin plus bendamustine plus rituximab; PR, partial response; US, United

States.
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B.2.9.5. Matching average baseline characteristics between loncastuximab
tesirine and comparators

The MAIC approach was applied to make a comparison using IPD for patients receiving
loncastuximab tesirine and aggregate level data for each relevant comparator study. Average
baseline characteristics were matched between the loncastuximab tesirine patients and trial
populations from each comparator study. Individual patients in the LOTIS-2 trial were assigned
weights such that their weighted mean baseline characteristics matched those reported for
patients in the comparator trial. The analysis followed the approach recommended in NICE DSU
TSD 18 (73); weights were obtained from a logistic regression model, with the baseline
characteristics used for matching included as predictors in the model. A method of moments
was used to ensure the weights exactly balance the mean covariate values between the
weighted loncastuximab tesirine IPD and the comparator population. OQutcomes were then
compared pre- (i.e. naive comparison) and post-matching between loncastuximab tesirine and
the comparator study of interest. The robustness of the analyses was also considered by
approximating the effective sample size (ESS). A small ESS is an indication that the weights are

highly variable due to a lack of population overlap, and that the estimate may be unstable.

To account for the fact that weights are estimated rather than fixed and known, standard errors
for the MAIC estimates were calculated using a bootstrap estimator (73). The use of a bootstrap
estimator can help quantify sampling uncertainty in the estimates. Bootstrapping was performed

using the following algorithm:

¢ Loncastuximab tesirine treated patients were sampled with replacement.

e For each bootstrap dataset, a set of weights was derived using the methodology described

above.

e For each bootstrap dataset and corresponding set of weights, the relative treatment effect
was estimated using a Cox proportional hazards model to estimate a weighted HR for

loncastuximab tesirine relative to comparator treatments.

This procedure was repeated 1,000 times to obtain a distribution of estimates for which the 2.5"

and 97.5™ percentiles were used to generate the lower and upper confidence interval limits.
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B.2.9.6. Results from MAIC analyses

B.2.9.6.1. Efficacy outcome MAIC results: loncastuximab tesirine vs Pola+BR

Two separate comparisons were made to compare loncastuximab tesirine with Pola+BR.
G029365 extension study

Patients with transformed lymphoma were excluded from the GO29365 extension study and
therefore, 29 patients with transformed lymphoma were excluded from the LOTIS-2 dataset
when making a comparison with Pola+BR from this dataset. In addition, 14 patients with missing
data with respect to relapse / refractory status and no response to first line treatment / time to
progressive disease available from LOTIS-2, were also excluded. This yielded a dataset of 102
patients for LOTIS-2, exactly the same number of patients as those in third- or later-line in the
G029365 extension study.

One limitation with the data available from the GO29365 extension study was that the target
population of interest for loncastuximab tesirine is third- or later-line, however patient
characteristics were only available for the second- or later-line population in the GO29365
extension study. As the majority of patients were third- or later-line (102/152 patients) in the
Pola+BR dataset, it was assumed that the characteristics at second- or later-line were

representative of the third-line population to allow a population-adjustment to be made.

A further limitation was that only median PFS and median OS with 95% CI| and number of
events were reported for the third- or later-line subgroup in the GO29365 extension study. This
led to a HR (95% CI) estimation for loncastuximab tesirine vs Pola+BR using median survival

and number of events, as described previously in Section B.2.9.2.

Table 20 presents the LOTIS-2 (unadjusted and weighted) and the GO29365 extension study
baseline characteristics for the five matching variables. Matching was possible based on
number of prior lines (2 vs 23), refractory to primary treatment (%), IPI score (<3 vs 23) and
HGBL (%). The definition of refractory to primary treatment and last treatment differed between
the studies, with the GO29365 extension study reporting the proportion of refractory patients as
a group combined with those who had relapse or progression within six months of completion of
therapy. In LOTIS-2, the definition of refractory was stable or progressive disease following
treatment. For the primary refractory definition, data were available to enable the criteria from
G029365 extension study to be extended to LOTIS-2 to match the definitions. However,
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relevant data were not available for the additional relapse criteria in last refractory and so
matching was not possible for this variable. The ESS after matching was n=87.7, which was a
reduction of only 14% from the original LOTIS-2 sample size, suggesting good overlap at

baseline prior to matching for the selected patient characteristics.

Table 20: Comparison of baseline characteristics loncastuximab tesirine (LOTIS-2) vs
Pola+BR (G0O29365 extension study)

Treatment Prior lines | [ Timary refractory or

(study) N/ ESS >3 (%) progression / relapse | IP123 (%) | HGBL (%)
y = <6 months (%)

Lonca unadjusted

(LOTIS-2) | | I | I

Lonca weighted

(LOTIS-2) I I | I I

Pola+BR

(G029365 102.0 39.0 64.0 62.0 3.0

extension)

Abbreviations: ESS, effective sample size; HGBL, high grade B-cell lymphoma; IPI, International Prognostic Index;
Lonca, loncastuximab tesirine; N, sample size; Pola+BR, polatuzumab plus bendamustine plus rituximab.

The KM plots for OS for patients receiving loncastuximab tesirine for the unadjusted and
weighted patient data are shown in Figure 17. Little difference in survival was seen after
weighting and the median survival time did not change compared with the unadjusted outcome
(Table 21). OS was similar between the two treatments (HR close to 1.0), with no treatment
favoured over the other. It was not possible to explore validity of the proportional hazards
assumption given the lack of available KM curve for the GO29365 extension study in the third-

or later-line subgroup.
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Figure 17: Kaplan-Meier plot for OS — loncastuximab tesirine matched to Pola+BR
G029365 extension study characteristics

Abbreviations: Lonca, loncastuximab tesirine; OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus
rituximab; unadj, unadjusted.

Table 21: Summary of OS comparison — loncastuximab tesirine vs Pola+BR (G029365
extension study)

i Lonca vs Pola+BR
Treatment (study) N/ESS | Events Lctellan (O

months (95% CI) HR (95% CI)

Lonca naive unadjusted

I I
Lonca weighted (LOTIS-2) | Il | I
PoIa+BR (G0O29365 102.0 63 9.5(7.6, 14.2) Comparator
extension)

Abbreviations: Cl, confidence interval; ESS, effective sample size; HR, hazard ratio; Lonca, loncastuximab tesirine;
N, sample size; OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.
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The KM plots for PFS for patients receiving loncastuximab tesirine for the unadjusted and
weighted patient data are shown in Figure 18. PFS for loncastuximab tesirine patients was -
almost identical pre- and post weighting with only a small change in the 95% CI (Table 22). No
treatment was significantly favoured over the other, pre- and post-matching, with the 95% CI
crossing 1.0 in both comparisons. It was not possible to explore validity of the proportional
hazards assumption given the lack of available KM curve for the GO29365 extension study in

the third-or later-line subgroup.

Figure 18: Kaplan-Meier plot for PFS — loncastuximab tesirine matched to Pola+BR
G029365 extension study characteristics

Abbreviations: Lonca, loncastuximab tesirine; PFS, progression-free survival; Pola+BR, polatuzumab plus
bendamustine plus rituximab; unadj, unadjusted.
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Table 22: Summary of PFS comparison — loncastuximab tesirine vs Pola+BR (G0O29365
extension study)

Median PFS, Lonca vs Pola+BR
Treatment (study) N/ ESS Events months (95% Cl) HR (95% Cl)
Lonca haive comparison I |
Lonca weighted (LOTIS-2) [ I ] ]
Pola+BR (GO29365 102.0 79 6.1 (4.5, 8.0) Comparator
extension)

Abbreviations: ClI, confidence interval; ESS, effective sample size; HR, hazard ratio; Lonca, loncastuximab tesirine;
N, sample size; PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

Response was measured in both studies using the 2014 Lugano classification (32), and the
actual number of patients responding in each treatment group was identical for the unadjusted
study data. The ESS after weighting was identical to that reported in Table 21 and Table 22.
Table 23 presents the unadjusted and weighted odds ratio (OR) results for objective response
outcomes. Although the proportion of patients responding after weighting showed a slight
decrease vs pre-weighting for loncastuximab tesirine (I . respectively), the OR
estimates showed similar odds of response when comparing loncastuximab tesirine with
Pola+BR across unweighted and weighted comparisons, with the 95% CI crossing 1.0 for all

treatment estimates.

Table 23: Odds ratio for ORR — loncastuximab tesirine vs Pola+BR (G0O29365 extension
study)

Outcome | Method Lonca ORR, Pola+BR Lonca vs Polat+BR
n/N (%) ORR, n/N (%) Odds ratio (95% Cl)
ORR Naive comparison _ _
(unadjusted)
ooy M 511102 (50) I
Weighted sandwich _ _
estimator

Abbreviations: ClI, confidence interval; GLM, generalised linear model; Lonca, loncastuximab tesirine; ORR, objective
response rate; Pola+BR, polatuzumab plus bendamustine plus rituximab.
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COTA US real-world evidence study

All patients from LOTIS-2 were included in the IPD dataset for the comparison with Pola+BR
from the COTA US electronic medical records database, as there were no apparent exclusions
from the COTA database.

The limitation with the data available from the COTA database was the small number of
included patients (N=43), however the advantage of this dataset over the GO29365 extension
study data was that both PFS and OS data KM curves and numbers at risk were available (from

ADC Therapeutics) and could be digitised and compared with data from LOTIS-2.

Table 24 presents the LOTIS-2 (unadjusted and weighted) and the COTA US database patients’
baseline characteristics for the four matching variables. Matching was possible based on
number of prior lines (2 vs 23), HGBL (%), male gender (%) and patients age (<65 vs =65, cut-
off chosen based on median values reported for the COTA dataset). The ESS after matching
was - which was a - reduction from the original LOTIS-2 sample size and suggests there

was reasonable overlap at baseline prior to matching for the selected patient characteristics.

Table 24: Comparison of baseline characteristics loncastuximab tesirine (LOTIS-2) vs
Pola+BR (COTA US database)

Treatment (study) | N/ESS | Age <65 (%) Male (%) P’;%’(L'/Ses HGBL (%)
Lonca unadjusted

(LOTIS-2) 145.0 44.8 58.6 56.6 7.6
Lonca weighted [ [ ] ] N
(LOTIS-2)

Pola+BR (COTA 43.0 50.0 60.0 26.0 12.0
database)

Abbreviations: ESS, effective sample size; HGBL, high grade B-cell lymphoma; Lonca, loncastuximab tesirine; N,
sample size; Pola+BR, polatuzumab plus bendamustine plus rituximab; US, United States.

The KM plots for OS for patients receiving loncastuximab tesirine for the unadjusted and
weighted patient data compared with those receiving Pola+BR are shown in Figure 19. A small
improvement in OS was seen after weighting (Table 25). OS was improved for loncastuximab
tesirine (HR < 1.0), and in the bootstrap estimate, loncastuximab tesirine offered significantly
longer survival than Pola+BR. From a visual inspection of the KM curves, it was noted that the
proportional hazards assumption is likely to be violated, due to the cross-over of the curves

early on during follow-up.
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Figure 19: Kaplan-Meier plot for OS — loncastuximab tesirine matched to Pola+BR patient
characteristics (COTA US database)

Abbreviations: Lonca, loncastuximab tesirine; OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus
rituximab; unadj, unadjusted; US, United States.
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Table 25: Summary of OS comparison — loncastuximab tesirine vs Pola+BR (COTA US

database)
Median OS, Lonca vs Pola+BR
Treatment (study) N/ ESS | Events months (95% Cl) HR (95% Cl)
Lonca naive unadjusted _
(LOTIS-2) 145.0 97 9.53 (6.74, 11.47)
oncaweighted toTis2) | T | | I | p—
Pola+BR (COTA database) 43.0 32 7.00 (4.95, 10.05) Comparator

Abbreviations: ClI, confidence interval; ESS, effective sample size; HR, hazard ratio; Lonca, loncastuximab tesirine;
N, sample size; OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab; US, United States.

The KM plots for PFS for patients receiving loncastuximab tesirine for the unadjusted and

weighted patient data compared with those receiving Pola+BR are shown in Figure 20. A small

increase in PFS for loncastuximab tesirine patients was seen after weighting (Table 26).

Loncastuximab tesirine was significantly favoured over Pola+BR, pre- and post-matching, with

the 95% CI remaining <1.0 in both analyses. As with OS, it was noted that the proportional

hazards assumption is likely to be violated, due to the cross-over of the curves during follow-up

and therefore the HR estimates should be treated with caution.
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Figure 20: Kaplan-Meier plot for PFS — loncastuximab tesirine matched to Pola+BR
patient characteristics (COTA US database)

Abbreviations: Lonca, loncastuximab tesirine; PFS, progression-free survival; Pola+BR, polatuzumab plus
bendamustine plus rituximab; unadj, unadjusted; US, United States.

Table 26: Summary of PFS comparison — loncastuximab tesirine vs Pola+BR (COTA US
database)

Treatment (study) N/ ESS Events mmﬁf?ggasé.) Lon:; \(I;sl;,olai)-BR
tgggjauggge(mﬂs-z) 145.0 73 4.93 (2.89, 8.31) I
' .
e | m | om | e— —
ggt':;aBSi)(COTA 43.0 37 3.70 (2.59, 4.89) Comparator
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Abbreviations: ClI, confidence interval; ESS, effective sample size; HR, hazard ratio; Lonca, loncastuximab tesirine;
N, sample size; PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab; US, United
States.

It was not clear which classification method was used to record response in the COTA dataset.

Table 27 presents the unadjusted and weighted OR results for ORR. The ESS after weighting
was identical to that reported in Table 25 and Table 26. Loncastuximab tesirine demonstrated
similar odds of overall response when compared with Pola+BR, with the 95% CI for the odds
ratio crossing 1.0 in all estimations (unweighted and weighted). There was almost no change in

proportion of patients responding when receiving loncastuximab tesirine after weighting.

Table 27: Odds ratio for ORR - Loncastuzimab tesirine vs Pola+BR (COTA US database)

Outcome | Method Lonca ORR, Pola+BR Lonca vs Pola+BR
n/N (%) ORR, niN (%) Odds ratio (95% Cl)
ORR Naive comparison 70/145 (48.3
(unadjusted) (48.3) 0.67 (0.33, 1.33)
Weighted GLM model 25/43 (58) .
Weighted sandwich ] _
estimator

Abbreviations: ClI, confidence interval; GLM, generalised linear model; Lonca, loncastuximab tesirine; ORR, objective
response rate; Pola+BR, polatuzumab plus bendamustine plus rituximab; US, United States.

B.2.9.6.2. Efficacy outcome MAIC results: loncastuximab tesirine vs chemotherapy

One comparison was made to compare loncastuximab tesirine with chemotherapy.
CORAL extension studies

In the mixed chemotherapy population from the CORAL extension study, the oldest patient was
67.7 years old. This was considerably younger than the oldest patient in LOTIS-2, who was 94
years old. Therefore, 65 patients were excluded from the LOTIS-2 dataset as they were aged
>67.7 years old, leaving a subgroup of 80 LOTIS-2 patients for inclusion in the comparative

analyses.

Table 28 presents the LOTIS-2 (unadjusted and weighted) and the CORAL extension study
patients’ baseline characteristics for the three matching variables. Very limited characteristic
data were available for the CORAL extension study and matching was only possible for male
gender (%), patients undergoing previous ASCT (%) and IPI (<3 vs 23). The ESS after matching

was n=78.1, which was only a 2% reduction from the original LOTIS-2 sample size (n=80)
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demonstrating good overlap at baseline for the selected patient characteristics, prior to
matching.

Table 28: Comparison of baseline characteristics loncastuximab tesirine (LOTIS-2) vs
mixed chemotherapy (CORAL extension study)

Treatment (study) N/ ESS Male (%) Prior ASCT (%) IPI 23 (%)
ooy uetes 80.0 66.2 212 38.8
(Llf’gﬁs"j’ze)ighted 78.1 63.0 27.0 39.0
(ngg/g}_h;?gzsion) 266.0 63.0 27.0 39.0

Abbreviations: ASCT, autologous stem cell transplant; ESS, effective sample size; IPI, International Prognostic Index;
Lonca, loncastuximab tesirine; N, sample size.

The KM plots for OS for patients receiving loncastuximab tesirine for the unadjusted and
weighted patient data are shown in Figure 21. A small improvement in OS for loncastuximab
tesirine was seen after weighting (Table 29). OS was significantly improved for patients
receiving loncastuximab tesirine compared with those receiving chemotherapy (HR < 1.0),
across all comparisons. The results were noted to be very similar to those published in
Hamadani 2022a (81), which were based on an older data cut than used for the current

comparisons. The validity of the proportional hazards assumption was considered reasonable.
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Figure 21: Kaplan-Meier plot for OS — loncastuximab tesirine matched to mixed
chemotherapy patient characteristics (CORAL extension study)

Abbreviations: CT, chemotherapy; Lonca, loncastuximab tesirine; OS, overall survival; unadj, unadjusted.
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Table 29: Summary of OS comparison — loncastuximab tesirine vs mixed chemotherapy
(CORAL extension study)

Median OS, Lonca vs chemo
Treatment (study) N/ ESS Events months (95% Cl) HR (95% Cl)
Lonca naive 10.12 (6.14,
unadjusted (LOTIS-2) 80.0 54 12.09) 0.69 (0.51, 0.94)
Lonca weighted Ny - 10.12 (6.34, Standard: 0.67 (0.50, 0.89)
(LOTIS-2) : 13.63) Bootstrap: 0.70 (0.51, 0.86)
Chemotherapy 266.0 201 5.85 (4.80, 7.14) Comparator

(CORAL extension)

Abbreviations: chemo, chemotherapy; Cl, confidence interval; ESS, effective sample size; HR, hazard ratio; Lonca,
loncastuximab tesirine; N, sample size; OS, overall survival.

No PFS data were available from the CORAL extension study.

Different definitions were used for response in LOTIS-2 (2014 Lugano Classification (32))
compared with CORAL extensions studies (1999 IWG response criteria (82)), however it was
assumed these would be comparable for measuring ORR. Table 30 presents the unadjusted
and weighted OR results for ORR, the ESS after weighting was identical to that reported in
Table 29. Applying a population-adjustment had minimal impact on the relative treatment effect
and when considering the point estimate and 95% CI together, loncastuximab tesirine is likely to

improve odds of response when compared with chemotherapy.

Table 30: Odds ratio for ORR — Loncastuzimab tesirine vs chemotherapy (CORAL
extension study)

Outcome | Method Lonca ORR, | Chemotherapy Lonca vs chemo
n/N (%) ORR, n/N (%) Odds ratio (95% Cl)
ORR Naive comparison 41/80 (51.3
(unadjusted) (51.3) 1.51 (0.91, 2.50)
Weighted GLM model 110/278 (39.6) 1.53 (0.92, 2.53)
. , 40.7/79.1
Weighted sandwich (51.5) 1.53 (0.91, 2.54)
estimator

Abbreviations: chemo, chemotherapy; Cl, confidence interval; GLM, generalised linear model; Lonca, loncastuximab
tesirine; ORR, objective response rate.

B.2.9.6.3. Safety outcome MAIC results: loncastuximab tesirine vs Pola+BR

Only one study reported relevant safety data to inform a comparison between loncastuximab
tesirine and Pola+BR.

Company evidence submission for loncastuximab tesirine for treating relapsed or refractory DLBCL and HGBL and
high-grade B-cell lymphoma after 2 or more systemic therapies [ID3943]
© Sobi (2023). All rights reserved Page 91 of 207




G029365 extension study

As with the efficacy outcome comparisons, 102 patients from LOTIS-2 were included in the

comparison of safety for the GO29365 extension study.

One limitation with the data available from the GO29365 extension study was that AEs were
only available for the second- or later-line population in the GO29365 extension study,
compared with third- or later-line in LOTIS-2. It was assumed that the incidence of AEs would

be similar enough across treatment lines to allow a comparison of these data.

For safety outcomes, age and ECOG PS were considered the most important variables that
influence patient outcome in line with the clinical opinion of medical experts of the submitting
company. As these characteristics were incorporated into efficacy comparisons using IPI score,
for consistency, IPI score was again used to adjust when comparing safety outcomes. Table 31
presents the LOTIS-2 (unadjusted and weighted) and the GO29365 extension study baseline
characteristics for the matching variables, applicable to all safety outcome comparisons. The
ESS after matching was n=[Jjj}, suggesting | ]l 2t baseline prior to matching for the

IPI score at baseline.

Table 31: Comparison of baseline characteristics loncastuximab tesirine (LOTIS-2) vs
Pola+BR (G0O29365 extension study) for safety outcomes

Treatment (study) N/ ESS IPI 23 (%)
Lonca unadjusted (LOTIS-2) [ N
Lonca weighted (LOTIS-2) [ ] N
Pola+BR (G029365 extension) 102.0 62.0

Abbreviations: ESS, effective sample size; HGBL, high grade B-cell lymphoma; IPI, International Prognostic Index;
Lonca, loncastuximab tesirine; N, sample size; Pola+BR, polatuzumab plus bendamustine plus rituximab.

Analyses were conducted for outcomes available from the GO29365 extension study, including
treatment discontinuation due to AEs as primary reason for discontinuation; fatal AEs; Grade 3-
4: neutropenia, thrombocytopenia, anaemia, infections and infestations and any Grade 3-4 AEs;
SAEs: febrile neutropenia, sepsis, pneumonia, pyrexia and any SAE. In the unadjusted
comparison, compared with Pola+BR, loncastuximab tesirine was associated with significantly
lower odds of Grade 3-4 infections and infestations, and significantly lower odds for SAEs of
febrile neutropenia, sepsis, pneumonia, pyrexia and any SAE (Table 32). For all other
outcomes, the point estimates for the ORs favoured loncastuximab tesirine (OR < 1.0), however

this was not a significant benefit as the 95% CI crossed 1.0.
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Table 32: Comparison of safety outcomes in the unadjusted population: loncastuximab
tesirine (LOTIS-2) vs Pola+BR (G029365 extension study)

Outcome Lonca, n (%) Pola+BR, n (%) Lonca vs Pola+BR
(N=102) (N=151) Odds ratio (95% Cl)
Discontinuations due to I 40 (26.5) ]
AEs (primary reason)
AE Grade 3-4
Neutropenia I 49 (32.5) I
Thrombocytopenia ] 31 (20.5) I
Anaemia ] 19 (12.6) ]
Infections and infestations I 33 (21.9) I
Any AE, Grade 3-4 I 122 (80.8) I
SAEs, any grade
Febrile neutropenia [ 15 (9.9) ]
Sepsis ] 15 (9.9) ]
Pneumonia [ ] 14 (9.3) I
Pyrexia I 13 (8.6) ]
Any serious AE I 86 (57) I
Fatal AEs I 17 (11.3) ]

Text in bold and italics indicates significantly lower odds for loncastuximab tesirine
Abbreviations: AE, adverse event; Lonca, loncastuximab tesirine; Pola+BR, polatuzumab plus bendamustine plus

rituximab; SAE, serious adverse event.

There was little difference in the numerical values of the odds ratio when the population-

adjustment was applied, with all results that were significantly better with loncastuximab tesirine,

remaining significantly better in the weighted results (Table 33).

Table 33: Comparison of safety outcomes in the weighted population: loncastuximab
tesirine (LOTIS-2) vs Pola+BR (G029365 extension study)

Outcome Lonca, Pola+BR, Lonca vs Pola+BR Lonca vs Pola+BR
n (%) n (%) Odds ratio Odds ratio
(N=102) (N=151) (standard 95% CI) (sandwich
estimator 95% ClI)
Discontinuations due | [ | 40 (26.5) I I
to AEs (primary
reason)
AE Grade 3-4
Neutropenia B /0325 I I
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Outcome Lonca, Pola+BR, Lonca vs Pola+BR Lonca vs Pola+BR
n (%) n (%) Odds ratio Odds ratio
(N=102) (N=151) (standard 95% CI) (sandwich
estimator 95% CI)
Thrombocytopenia | [N | 31 (205) I I
Anaemia B 0(126) I I
i I I
Infections and I 33 (21.9)
infestations
Any AE, Grade 3-4 | [HIIEEEEN | 122 (80.8) I I
SAEs, any grade
Febrile neutropenia | N | 15 (9.9) I I
Sepsis B 509 I I
Pneumonia B 403 I I
Pyrexia H 360 I ]
Any serious AE H ) I I
Fatal AEs B 7113 I I

Text in bold and italics indicates significantly lower odds for loncastuximab tesirine
Abbreviations: AE, adverse event; Lonca, loncastuximab tesirine; Pola+BR, polatuzumab plus bendamustine plus
rituximab; SAE, serious adverse event.

B.2.9.6.4. Safety outcome MAIC results: loncastuximab tesirine vs chemotherapy

No relevant chemotherapy data were available to enable a comparison of safety outcomes

between loncastuximab tesirine and chemotherapy.

B.2.9.7. Uncertainties in the indirect and mixed treatment comparisons

The above analyses are associated with uncertainty due to trial heterogeneity and the
differences in prognostic factors available from each study, along with small sample sizes for

some comparisons.

In addition, an unanchored MAIC assumes that the differences between absolute outcomes that
would be observed in each trial are entirely explained by imbalances in prognostic variables and
treatment effect modifiers, which sometimes can be too strong an assumption. Matching
adjustments were limited to data reported in the comparator trials and that collected in LOTIS-2.
Only the GO29365 extension study reported the proportion of patients who were last line

refractory and even then, the definition did not match exactly with LOTIS-2. It was not possible
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to adjust for this covariate across any other comparison. In addition, it was noted that for the
CORAL extension study, only one key confounding variable was available (IP1), with very limited
baseline characteristics reported and consequently, variables that were available were included
in the analysis (male gender and prior ASCT), even though these were not identified as key

variables of interest.

For the Pola+BR comparisons, in the absence of KM data for OS and PFS in the third- or later-
line subgroup from the GO29365 extension study, a crude estimate of the HRs were calculated

from the median survival times and number of events.

For the comparison with chemotherapy from the CORAL extensions studies, the relative
treatment estimates are considered to be conservative for loncastuximab tesirine. Patients in
the CORAL extension were considered to be fitter than those in LOTIS-2 as they were eligible
for ASCT and a proportion of those who did not receive ASCT were in response (of 203
patients, 26 were in CR and 30 were in PR) at withdrawal from the initial CORAL study. In
addition, worse efficacy is expected in later lines of therapy and therefore, the comparison of OS
and ORR between LOTIS-2 and the CORAL extension study may have led to an
underestimation of the relative efficacy of loncastuximab tesirine vs chemotherapy. This is as a
consequence of the fact that only third-line patients were included in the CORAL extension
datasets, while LOTIS-2 also included fourth- and later-line patients (cf Table 16). Despite this

potential bias, loncastuximab tesirine demonstrated higher ORR and longer median OS.

In addition, a difference in the definition of OS was noted between the LOTIS-2 and CORAL
extension studies. For the CORAL extension studies, OS was defined as the time from relapse
post-ASCT (in patients who had ASCT as the most recent therapy) or the time from failure of
CORAL induction therapy to death from any cause. In the LOTIS-2 trial, OS was defined as time
from loncastuximab tesirine initiation to death from any cause and patients were censored at the
earliest of either their last date of assessment or if they received CAR-T therapy, the date they
received CAR-T therapy. Therefore, some patients in CORAL will have died or were censored
shortly after failure on induction therapy. In contrast, all patients included in LOTIS-2 must have
survived between relapse on prior therapy and trial enrolment, and equivalent patients in
CORAL surviving to reach third-line treatment will have longer survival time (in months) than
had they been enrolled in LOTIS-2.
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In the absence of more robust comparative studies, these data provide a directional indication of
the relative benefit of loncastuximab tesirine with respect to comparators. The unanchored
MAIC approach is helpful given data limitations for the treatments that prevented construction of

network meta-analyses for the outcomes of interest.

B.2.10. Adverse reactions

In the all-treated population, the median treatment duration was 45.0 days (range: 1 to 351
days). The median total dose administered was 30,000 ug (range: 7,500 to 112,500 ug), and
the median total weight-adjusted dose was 375.68 ug/kg (range: 122.4 to 1264.5 ug/kg). The
median average weight-adjusted dose per cycle was 113.50 ug/kg (range: 51.7 to 160.6 ug/kg).

The median number of treatment cycles was 3.0 (range: 1 to 15).

B.2.10.1. Summary of treatment-emergent adverse events

An overall summary of TEAEs is presented in Table 34.

Of the 145 patients in the all-treated population, 143 patients (98.6%) had at least one TEAE;
117 patients (80.7%) had at least one TEAE related to loncastuximab tesirine; and 105 patients
(72.4%) had at least one TEAE of Grade =3. Fifty-seven patients (39.3%) had at least one
serious TEAE; eight patients (5.5%) had a TEAE leading to a fatal outcome; and 34 patients
(23.4%) had a TEAE leading to withdrawal of treatment. Seven patients (4.8%) had an infusion-
related reaction (6 April 2020 data cut).

Data from the 1 March 2021 data cut are reported in Table 34. Data were consistent with those
from the 6 April 2020 data cut.

As of final data cut off (| [ | | | ] ] ). 21-grade TEAEs
|
Q]
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Table 34: Overall summary of TEAEs (all-treated population)?

Data cut 6 April 2020 1 March 2021
. All-treated population All-treated population
Population (N=145) (N=145)
Number of TEAEs 1761 N/A
Patients with any TEAE 143 (98.6) 143 (98.6)
Patients with any Grade 3 or higher TEAE 105 (72.4) 107 (73.8)
Patients with any TEAE related to lonca 117 (80.7) 118 (81.4)
Patients with any TEAE leading to lonca dose 75 (51.7) 75 (51.7)
delay or reduction
Pg‘uents with any TEAE leading to lonca 34 (23.4) 36 (24.8)
withdrawal
Patients with any serious TEAE 57 (39.3) 57 (39.3)
Patients with any TEAE with fatal outcome 8 (5.5) 8 (5.5)
Patients with infusion-related reaction 7 (4.8) N/A

Source: Sobi 2020 LOTIS-2 CSR (66); Zinzani 2021 LOTIS-2 (1 March 2021) (64).

T“Related” was defined as possibly related, probably related or related including missing relationship. Adverse events
were graded using CTCAE version 4.0. Only TEAEs were summarized. For each category (except for number of
TEAES), patients were included only once, even if they experienced multiple events in that category.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; lonca, loncastuximab tesirine; N/A, not
available; TEAE, treatment-emergent adverse event.

B.2.10.1.1. Treatment-emergent adverse events by system organ class

Overall, 143 of 145 (98.6%) patients experienced at least one TEAE. The SOCs with the highest
incidence (210%) of TEAEs are summarised in Table 35. The highest incidence of TEAEs by
SOC occurred in General Disorders and Administrative Site Conditions (66.2%), Investigations
(56.6%), Blood and Lymphatic Tissue Disorders (56.6%), Metabolism and Nutrition Disorders
(53.1%), and Gastrointestinal Disorders (53.1%).
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Table 35: Most common (210%) TEAEs by System Organ Class (all-treated population)t

System organ class All-treated population (N=145)
Data cut 6 April 2020

Patients with any TEAE 143 (98.6)
General disorders and administration site conditions 96 (66.2)
Investigations 82 (56.6)
Blood and lymphatic tissue disorders 82 (56.6)
Metabolism and nutrition disorders 77 (53.1)
Gastrointestinal disorders 77 (53.1)
Skin and subcutaneous tissue disorders 68 (46.9)
Respiratory, thoracic and mediastinal disorders 60 (41.4)
Infections and infestations 48 (33.1)
Musculoskeletal and connective tissue disorders 46 (31.7)
Nervous system disorders 40 (27.6)
Vascular disorders 29 (20.0)
Psychiatric disorders 28 (19.3)
Cardiac disorders 19 (13.1)
Eye disorders 19 (13.1)
Injury, poisoning and procedural complications 16 (11.0)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0. Only TEAEs were summarized. For each System Organ
Class, patients were included only once.

Abbreviations: MedDRA, Medical Dictionary for Regulatory Activities; TEAE, treatment-emergent adverse event.

B.2.10.1.2. Treatment-emergent adverse events by preferred term

The most common (210%) of TEAEs by preferred term and in decreasing order of incidence are

summarised in Table 36.

The most common (210% overall) of TEAEs by preferred term were GGT increased (40.7%),
neutropenia (39.3%), thrombocytopenia (33.1%), fatigue (27.6%), anaemia (26.2%), nausea
(23.4%), cough (22.1%), blood alkaline phosphatase increased (20.0%), oedema peripheral
(20.0%), pyrexia (19.3%), diarrhea (17.2%), ALT increased (15.9%), AST increased (15.9%),
hypophosphatemia (15.9%), decreased appetite (15.2%), hypokalemia (15.2%), leukopenia
(14.5%), hypomagnesemia (13.8%), rash (13.1%), vomiting (13.1%), pruritus (12.4%),
constipation (11.7%), dyspnoea (11.7%), abdominal pain (11.0%), insomnia (11.0%), erythema
(10.3%), headache (10.3%), photosensitivity reaction (10.3%), and pleural effusion (10.3%).
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Table 36: Most common (210% Overall) TEAEs by preferred term (all-treated population)?

Preferred term All-treated population (N=145)
Data cut 6 April 2020

Patients with any TEAE 143 (98.6)
Gamma-glutamyltransferase increased 59 (40.7)
Neutropenia 57 (39.3)
Thrombocytopenia 48 (33.1)
Fatigue 40 (27.6)
Anaemia 38 (26.2)
Nausea 34 (23.4)
Cough 32 (22.1)
Blood alkaline phosphatase increased 29 (20.0)
Oedema peripheral 29 (20.0)
Pyrexia 28 (19.3)
Diarrhea 25(17.2)
Alanine aminotransferase increased 23 (15.9)
Aspartate aminotransferase increased 23 (15.9)
Hypophosphataemia 23 (15.9)
Decreased appetite 22 (15.2)
Hypokalaemia 22 (15.2)
Leukopenia 21 (14.5)
Hypomagnesaemia 20 (13.8)
Rash 19 (13.1)
Vomiting 19 (13.1)
Pruritus 18 (12.4)
Constipation 17 (11.7)
Dyspnoea 17 (11.7)
Abdominal pain 16 (11.0)
Insomnia 16 (11.0)
Erythema 15 (10.3)
Headache 15 (10.3)
Photosensitivity reaction 15 (10.3)
Pleural effusion 15 (10.3)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0. Only TEAEs were summarized. For each preferred term,
patients were included only once.

Abbreviations: MedDRA, Medical Dictionary for Regulatory Activities; TEAE, treatment-emergent adverse event.
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B.2.10.1.3. Treatment-emergent adverse events by severity

Treatment-emergent adverse events by severity experienced by 143 patients (98.6%) are

summarised in Table 37.

Table 37: Treatment-emergent adverse events by severity

Treatment-emergent adverse events Population with TEAEs (N=143)
Data cut 6 April 2020

Maximum severity Grade 1 TEAEs 7 (4.8%)

Maximum severity Grade 2 TEAEs 31 (21.4%)

Maximum severity Grade 3 TEAEs 61 (42.1%)

Maximum severity Grade 4 TEAEs 36 (24.8%)

Maximum severity Grade 5 TEAEs 8 (5.5%)

Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: TEAE, treatment-emergent adverse event.

Of the 145 patients, there were 105 patients (72.4%) who experienced at least one TEAE of
Grade 23. The most common (25% overall) TEAEs that were Grade 23 were; neutropenia
(25.5%), thrombocytopenia (17.9%), GGT increased (16.6%), anaemia (10.3%), leukopenia
(9.0%), hypophosphatemia (5.5%), and lymphopenia (5.5%) (Table 38).

Table 38: Most common (25%) Grade 3 or higher TEAEs by preferred term (all-treated
population)’

Preferred term All-treated population (N=145)
6 April 2020 data cut

Patients with any TEAE of Grade =3 105 (72.4)
Neutropenia 37 (25.5)
Thrombocytopenia 26 (17.9)
Gamma-glutamyltransferase increased 24 (16.6)

Anaemia 15 (10.3)
Leukopenia 13 (9.0)
Hypophosphataemia 8 (5.5)
Lymphopenia 8 (5.5)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events are coded using MedDRA version 22.0 and graded using CTCAE version 4.0. Only TEAEs are
summarised. For each preferred term, patients are included only once.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for
Regulatory Activities; TEAE, treatment-emergent adverse event.
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B.2.10.1.4. Treatment-emergent adverse events by relationship to study drug

Table 39 presents an overall summary of treatment-related TEAEs.

Of the 145 patients, 117 patients (80.7%) experienced at least one treatment-related TEAE.
There were 74 patients (51.0%) who experienced a treatment-related TEAE of Grade =3 and 22
patients (15.2%) who experienced a treatment-related SAE. There were 6 patients (4.1%) who
experienced a treatment-related TEAE associated with an infusion-related reaction. There were

no treatment-related TEAEs that led to a fatal outcome.

Table 39: Overall summary of study drug related TEAEs (all-treated population)?

Preferred term All-treated population (N=145)
Data cut 6 April 2020

Number of related TEAEs 846

Patients with any related TEAEs 117 (80.7)

Patients with any Grade 3 or higher related TEAEs 74 (51.0)

Patients with any related TEAE leading to ADCT-402 dose delay

or reduction 63 (43.4)
Patients with any related TEAE leading to ADCT-402 withdrawal 24 (16.6)
Patients with any serious related TEAE 22 (15.2)
Patients with any related TEAE with fatal outcome 0
Patients with any related TEAE with infusion-related reaction 6 (4.1)

Source: Sobi 2020 LOTIS-2 CSR (66).

T“Related” defined as possibly related, probably related or related including missing relationship Adverse events were
graded using CTCAE v4.0. Only treatment-emergent adverse events were summarised. For each category (except
for number of TEAES), patients were included only once, even if they experienced multiple events in that category.
Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; TEAE, treatment-emergent adverse event.

The most common (=210% overall) treatment-related TEAEs by SOC, preferred term, and

maximum CTCAE grade are summarised in Table 40.

The most common (=210% overall) treatment-related TEAEs by preferred term were GGT
increased (34.5%), neutropenia (28.3%), fatigue (19.3%), blood alkaline phosphatase increased
(18.6%), thrombocytopenia (17.9%), nausea (16.6%), oedema peripheral (13.8%), anaemia
(13.1%), leukopenia (13.1%), AST increased (13.1%), rash (12.4%), ALT increased (11.7%),
and photosensitivity reaction (10.3%).
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Table 40: Most common (210%) study drug related TEAEs by system organ class, preferred term and maximum CTCAE grade (all-treated

population)
System organ class preferred term Grade1n | Grade2n | Grade3n | Grade4n | Grade5n | Missingn | All grades
(%) (%) (%) (%) (%) (%) n (%)

Data cut 6 April 2020

Patients with any study drug related TEAE 16 (11.0) 27 (18.6) 45 (31.0) 29 (20.0) 0 0 117 (80.7)

Blood and lymphatic system disorders 5(3.4) 9(6.2) 17 (11.7) 25 (17.2) 0 0 56 (38.6)
Neutropenia 2(1.4) 10 (6.9) 8 (5.5) 21 (14.5) 0 0 41 (28.3)
Thrombocytopenia 5(3.4) 5(3.4) 10 (6.9) 6 (4.1) 0 0 26 (17.9)
Anaemia 2(1.4) 8 (5.5) 9(6.2) 0 0 0 9 (13.1)
Leukopenia 3(2.1) 4 (2.8) 8 (5.5) 4 (2.8) 0 0 9 (13.1)

Gastrointestinal disorders 34 (23.4) 6 (4.1) 3(2.1) 0 0 0 43 (29.7)
Nausea 19 (13.1) 5(3.4) 0 0 0 0 24 (16.6)

General disorders and administration site conditions 36 (24.8) 20 (13.8) 5(3.4) 0 0 0 61 (42.1)
Fatigue 8 (12.4) 10 (6.9) 0 0 0 0 28 (19.3)
Oedema peripheral 14 (9.7) 4 (2.8) 2(1.4) 0 0 0 20 (13.8)

Investigations 16 (11.0) 21 (14.5) 21 (14.5) 3(2.1) 0 0 61 (42.1)
Gamma-glutamyltransferase increased 10 (6.9) 20 (13.8) 18 (12.4) 2(1.4) 0 0 50 (34.5)
Blood alkaline phosphatase increased 20 (13.8) 7 (4.8) 0 0 0 0 27 (18.6)
Aspartate aminotransferase increased 13 (9.0) 5(3.4) 1(0.7) 0 0 0 9(13.1)
Alanine aminotransferase increased 9 (6.2) 4 (2.8) 4 (2.8) 0 0 0 7(11.7)

Skin and subcutaneous tissue disorders 35 (24.1) 20 (13.8) 6 (4.1) 0 0 0 61 (42.1)
Rash 12 (8.3) 5(3.4) 1(0.7) 0 0 0 8 (12.4)
Photosensitivity reaction 7 (4.8) 5(3.4) 3(2.1) 0 0 0 5(10.3)

Source: Sobi 2020 LOTIS-2 CSR (66).

TRelated is defined as possibly related, probably related, or related including missing relationship. Adverse events are coded using MedDRA version 22.0. Only TEAEs are

summarised. For each preferred term, patients are included only once.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; TEAE, treatment-emergent adverse event.
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B.2.10.2. Death and other serious adverse events

B.2.10.2.1. Deaths

Table 41 summarises all deaths during the study and within 30 days of the last dose of study
drug without taking new anticancer therapy. A total of 77 patients (53.1%) died during the study.
Of these, 60 patients (41.4%) died due to progression of the underlying DLBCL (disease
progression), and 17 patients (11.7%) died due to other reasons. There were 10 deaths within
30 days of last dose (five deaths due to disease progression and five deaths due to other

reasons).

Table 41: Summary of deaths (all-treated population)

All-treated population (N=145)

Death during study 77 (53.1)

Disease progression 60 (41.4)

Other 17 (11.7)
Death within 30 days of last dose without taking new anticancer
therapy 10(6.9)

Disease progression 5(3.4)

Other 5(3.4)

Source: Sobi 2020 LOTIS-2 CSR (66).

Treatment-emergent adverse events with a fatal outcome

Table 42 summarises TEAEs with a fatal outcome by SOC, preferred term and maximum
CTCAE grade. There were eight patients (5.5%) with TEAEs leading to a fatal outcome, none of
which was considered related to loncastuximab tesirine. TEAEs leading to a fatal outcome in
one patient each were DLBCL, sepsis, small intestinal perforation, haemoptysis, septic shock,
pneumonia, disease progression, and acute kidney injury (Table 42). In addition, there were two
patients with a nontreatment-emergent AE leading to death that was considered by the
investigator to be possibly related to loncastuximab tesirine; one patient with acute respiratory

distress syndrome and one patient with interstitial lung disease.
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Table 42: TEAEs with fatal outcome by system organ class, preferred term, and maximum CTCAE grade (all-treated
population)’

System organ class preferred term Grade1n | Grade2n | Grade3n | Grade4n | Grade 5n | Missingn | All grades n
(%) (%) (%) (%) (%) (%) (%)
Patients with any fatal TEAE 0 0 0 0 8 (5.5) 0 8 (5.5)
Gastrointestinal disorders 0 0 0 0 1(0.7) 0 1(0.7)
Small intestinal perforation 0 0 0 0 1(0.7) 0 1(0.7)
(Czioennd%ilnciisorders and administration site 0 0 0 0 1(0.7) 0 1(0.7)
Disease progression 0 0 0 0 1(0.7) 0 1(0.7)
Infections and infestations 0 0 0 0 3(2.1) 0 3(2.1)
Pneumonia 0 0 0 0 1(0.7) 0 1(0.7)
Sepsis 0 0 0 0 1(0.7) 0 1(0.7)
Septic shock 0 0 0 0 1(0.7) 0 1(0.7)
e e e o | o [ o | o Jren | o | e
Diffuse large B-cell ymphoma 0 0 1(0.7) 0 1(0.7)
Renal and urinary disorders 0 0 1(0.7) 0 1(0.7)
Acute kidney injury 0 0 0 0 1(0.7) 0 1(0.7)
;izpr)cijr:trtgry, thoracic and mediastinal 0 0 0 0 1(0.7) 0 1(0.7)
Haemoptysis 0 0 0 0 1(0.7) 0 1(0.7)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events are coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only treatment-emergent adverse events are summarised. For each
system organ class and preferred term, patients are included only once at the maximum severity. AE sorting is done by SOC, use alphabetical order, within a
SOC, sort PTs by decreasing frequency order.

Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred
term; SOC, system organ class; TEAE, treatment-emergent adverse event.
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B.2.10.2.2. Other serious adverse events
Treatment-emergent serious adverse events

Table 43 summarises serious TEAEs by SOC, preferred term and maximum CTCAE Grade. Of
the 145 participants, 57 (39.3%) experienced at least one treatment-emergent SAE. There were

eight participants with treatment-emergent SAEs leading to a fatal outcome.

The most common (>5% overall) SOCs with treatment-emergent SAEs were infection and
infestation (12 patients; 8.3%), general disorders and administrative site conditions (11
participants; 7.6%), gastrointestinal disorders (nine participants; 6.2%), metabolism and nutrition
disorders (eight participants; 5.5%), and respiratory, thoracic and mediastinal disorders (eight
participants; 5.5%) (Table 43).

There were no treatment-emergent SAEs by preferred term that occurred in 25% of patients.
Serious TEAESs that were experienced by 22% of patients were hypercalcemia (4.1%), febrile

neutropenia (3.4%), pyrexia (2.8%), abdominal pain (2.1%), and pleural effusion (2.1%).
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Table 43: Serious TEAEs by system organ class, preferred term and maximum CTCAE grade (all-treated population)’

System organ class preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n Missing n All grades n
(%) (%) (%) (%) (%) (%) (%)
Patients with any serious TEAE 2(1.4) 6 (4.1) 34 (23.4) 7 (4.8) 8 (5.5) 0 57 (39.3)
Blood and lymphatic system disorders 0 0 6 (4.1) 1(0.7) 0 0 7 (4.8)
Febrile neutropenia 0 0 5(3.4) 0 0 0 5(3.4)
Anaemia 0 0 2(1.4) 0 0 0 2(1.4)
Neutropenia 0 0 0 1(0.7) 0 0 1(0.7)
Cardiac disorders 0 0 2(1.4) 1(0.7) 0 0 3(2.1)
Pericardial effusion 0 0 1(0.7) 1(0.7) 0 0 2(1.4)
Pericarditis 0 0 1(0.7) 0 0 0 1(0.7)
Gastrointestinal disorders 0 0 6 (4.1) 2(1.4) 1(0.7) 0 9(6.2)
Abdominal pain 0 0 2(1.4) 1(0.7) 0 0 3(2.1)
Ascites 0 0 1(0.7) 0 0 0 1(0.7)
Diarrhoea 0 0 1(0.7) 0 0 0 1(0.7)
Dysphagia 0 0 1(0.7) 0 0 0 1(0.7)
Intestinal obstruction 0 0 0 1(0.7) 0 0 1(0.7)
Small intestinal obstruction 0 0 1(0.7) 0 0 0 1(0.7)
Small intestinal perforation 0 0 0 0 1(0.7) 0 1(0.7)
((?Oenr;?trizlncisorders and administration site 2 (1.4) 3(2.1) 5 (3.4) 0 1(0.7) 0 11 (7.6)
Pyrexia 2(1.4) 1(0.7) 1(0.7) 0 0 0 4 (2.8)
Non-cardiac chest pain 0 1(0.7) 1(0.7 0 0 0 2(1.4)
Disease progression 0 0 0 1(0.7) 0 1(0.7)
Face oedema 0 0 1(0.7) 0 0 0 1(0.7)
Fatigue 0 1(0.7) 0 0 0 0 1(0.7)
Oedema peripheral 0 0 1(0.7) 0 0 0 1(0.7)
Pain 0 0 1(0.7 0 0 0 1(0.7)
Infections and infestations 0 2(14) 0 3(2.1) 0 12 (8.3)
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System organ class preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n Missing n All grades n
(%) (%) (%) (%) (%) (%) (%)
Pneumonia 0 0 1(0.7) 0 1(0.7) 0 2(1.4)
Escherichia sepsis 0 0 1(0.7) 0 0 0 1(0.7)
Influenza 0 1(0.7) 0 0 0 0 1(0.7)
Klebsiella infection 0 0 1(0.7) 0 0 0 1(0.7)
Lung infection 0 0 1(0.7) 0 0 0 1(0.7)
Metapneumovirus infection 0 0 1(0.7) 0 0 0 1(0.7)
Pneumonia fungal 0 1(0.7) 0 0 0 0 1(0.7)
Rhinovirus infection 0 0 1(0.7) 0 0 0 1(0.7)
Sepsis 0 0 0 0 1(0.7) 0 1(0.7)
Septic shock 0 0 0 0 1(0.7) 0 1(0.7)
Soft tissue infection 0 0 1(0.7) 0 0 0 1(0.7)
Urinary tract infection bacterial 0 0 1(0.7) 0 0 0 1(0.7)
Injury, poisoning and procedural complications 0 0 1(0.7) 0 0 0 1(0.7)
Fall 0 0 1(0.7) 0 0 0 1(0.7)
Metabolism and nutrition disorders 0 0 6 (4.1) 2(1.4) 0 0 8 (5.95)
Hypercalcaemia 0 0 4 (2.8) 2(1.4) 0 0 6 (4.1)
Dehydration 0 0 1(0.7) 0 0 0 1(0.7)
Hyponatraemia 0 0 1(0.7) 0 0 0 1(0.7)
Musculoskeletal and connective tissue disorders 0 0 1(0.7) 0 0 0 1(0.7)
Neck pain 0 0 1(0.7) 0 0 0 1(0.7)
rc\lfstiglgri?;(zsgisg;n, malignant and unspecified (incl 0 0 0 0 1(0.7) 0 1(0.7)
Diffuse large B-cell ymphoma 0 0 0 0 1(0.7) 0 1(0.7)
Nervous system disorders 0 2(1.4) 2(1.4) 1(0.7) 0 0 5(3.4)
Headache 0 2(1.4) 0 0 0 0 2(1.4)
Facial nerve disorder 0 0 1(0.7) 0 0 0 1(0.7)
Psychomotor skills impaired 0 0 0 1(0.7) 0 0 1(0.7)

Company evidence submission for loncastuximab tesirine for treating relapsed or refractory DLBCL and HGBL and high-grade B-cell lymphoma after 2 or more systemic therapies

[ID3943]
© Sobi (2023). All rights reserved

Page 107 of 207




System organ class preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n Missing n All grades n
(%) (%) (%) (%) (%) (%) (%)
Syncope 0 0 1(0.7) 0 0 0 1(0.7)
Psychiatric disorders 0 2(1.4) 2(1.4) 0 0 0 4 (2.8)
Mental status changes 0 2(1.4) 0 0 0 0 2(1.4)
Confusional state 0 0 1(0.7) 0 0 0 1(0.7)
Intentional self-injury 0 0 1(0.7) 0 0 0 1(0.7)
Renal and urinary disorders 0 0 3(2.1) 0 1(0.7) 0 4 (2.8)
Acute kidney injury 0 0 1(0.7) 0 1(0.7) 0 2(1.4)
Hydronephrosis 0 0 1(0.7) 0 0 0 1(0.7)
Ureterolithiasis 0 0 1(0.7) 0 0 0 1(0.7)
Respiratory, thoracic and mediastinal disorders 0 2(1.4) 5(3.4) 0 1(0.7) 0 8 (5.5)
Pleural effusion 0 1(0.7) 2(1.4) 0 0 0 3(2.1)
Cough 0 0 1(0.7) 0 0 0 1(0.7)
Dyspnoea 0 0 1(0.7) 0 0 0 1(0.7)
Haemoptysis 0 0 0 0 1(0.7) 0 1(0.7)
Pleuritic pain 0 1(0.7) 0 0 0 0 1(0.7)
Pneumonitis 0 0 1(0.7) 0 0 0 1(0.7)
Vascular disorders 0 1(0.7) 2(1.4) 1(0.7) 0 0 4 (2.8)
Deep vein thrombosis 0 1(0.7) 0 0 0 0 1(0.7)
Embolism 0 1(0.7) 0 0 0 0 1(0.7)
Haematoma 0 0 0 1(0.7) 0 0 1(0.7)
Hypotension 0 0 1(0.7) 0 0 0 1(0.7)
Thrombosis 0 0 1(0.7) 0 0 0 1(0.7)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only treatment-emergent adverse events were summarised. For each system organ class
and preferred term, patients were included only once at the maximum severity. AE sorting was done by SOC, use alphabetical order, within a SOC, sort PTs by decreasing

frequency order.

Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; SOC,
system organ class; TEAE, treatment-emergent adverse event.
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B.2.10.2.3. Other significant adverse events leading to dose modifications

Dose modifications due to TEAEs included TEAEs leading to loncastuximab tesirine withdrawal,
dose delay, dose reduction, or infusion interruption. Figure 22 presents a Kaplan-Meier plot of

time to first AE leading to dose modification.

Figure 22: Kaplan-Meier plot of time to first AE leading to dose modification analysis (all-
treated population) (6 April 2020 data cut)
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Source: Sobi 2020 LOTIS-2 CSR (66).
Abbreviations: AE, adverse event.

Treatment-emergent adverse events leading to drug withdrawal

Table 44 summarises TEAEs leading to loncastuximab tesirine withdrawal by SOC, preferred

term and maximum CTCAE grade.

Of 145 patients, 34 participants (23.4%) experienced at least one TEAE leading to
loncastuximab tesirine withdrawal. The most common (=2% overall) TEAEs leading to
loncastuximab tesirine withdrawal were GGT increased (15 patients; 10.3%), oedema peripheral
(four participants; 2.8%), localised oedema (three participants; 2.1%), and pleural effusion

(three participants; 2.1%).
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Table 44: TEAEs leading to drug withdrawal by SOC, PT, and maximum CTCAE grade (all-treated population)?

System organ class preferred term Grade1n | Grade2n | Grade3n | Grade4n | Grade 5n | Missingn | All grades n
(%) (%) (%) (%) (%) (%) (%)
Data cut 6 April 2020
Patients with any treatment withdrawal TEAE 2(1.4) 13 (9.0) 13 (9.0) 2(1.4) 4 (2.8) 0 34 (23.4)
Blood and lymphatic system disorders 0 0 2(14) 1(0.7) 0 0 3(2.1)
Thrombocytopenia 0 0 1(0.7) 1(0.7) 0 0 2(1.4)
Neutropenia 0 0 1(0.7) 0 0 0 1(0.7)
Cardiac disorders 0 0 1(0.7) 1(0.7) 0 0 2(1.4)
Pericardial effusion 0 0 1(0.7) 1(0.7) 0 0 2(1.4)
Gastrointestinal disorders 0 0 1(0.7) 0 1(0.7) 0 2(1.4)
Small intestinal obstruction 0 0 1(0.7) 0 0 0 1(0.7)
Small intestinal perforation 0 0 0 0 1(0.7) 0 1(0.7)
General disorders and administration site conditions 2(1.4) 3(2.1) 0 0 1(0.7) 0 6 (4.1)
Oedema peripheral 1(0.7) 3(2.1) 0 0 0 0 4 (2.8)
Localised oedema 2(1.4) 1(0.7) 0 0 0 0 3(2.1)
Face oedema 1(0.7) 1(0.7) 0 0 0 0 2(1.4)
Disease progression 0 0 0 0 1(0.7) 0 1(0.7)
Infections and infestations 0 1(0.7) 0 0 1(0.7) 0 2(1.4)
Influenza 0 1(0.7) 0 0 0 0 1(0.7)
Pneumonia 0 0 0 0 1(0.7) 0 1(0.7)
Investigations 0 9(6.2) 6 (4.1) 0 0 0 15 (10.3)
Gamma-glutamyltransferase increased 0 9(6.2) 6 (4.1) 0 0 0 15 (10.3)
Blood alkaline phosphatase increased 1(0.7) 0 0 0 0 0 1(0.7)
Metabolism and nutrition disorders 0 0 1(0.7) 0 0 0 1(0.7)
Hyponatraemia 0 0 1(0.7) 0 0 0 1(0.7)
Psychiatric disorders 0 0 1(0.7) 0 0 0 1(0.7)
Confusional state 0 0 1(0.7) 0 0 0 1(0.7)
Respiratory, thoracic and mediastinal disorders 0 2(14) 2(1.4) 0 1(0.7) 0 5(3.4)
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System organ class preferred term Grade1n | Grade2n | Grade3 n | Grade4n | Grade 5n | Missingn | All grades n
(%) (%) (%) (%) (%) (%) (%)

Pleural effusion 0 1(0.7) 2(14) 0 0 0 3(2.1)
Haemoptysis 0 0 0 0 1(0.7) 0 1(0.7)
Nasal oedema 0 1(0.7) 0 0 0 0 1(0.7)
Pharyngeal oedema 0 1(0.7) 0 0 0 0 1(0.7)

Skin and subcutaneous tissue disorders 1(0.7) 1(0.7) 0 0 0 0 2(1.4)
Photosensitivity reaction 0 1(0.7) 0 0 0 0 1(0.7)
Pruritus 1(0.7) 0 0 0 0 0 1(0.7)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events are coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only TEAEs are summarised. For each SOC and PT, patients are included only once at the
maximum severity. AE sorting is done by SOC, use alphabetical order, within a SOC, sort PTs by decreasing frequency order.

Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; SOC,
system organ class; TEAE, treatment-emergent adverse event.
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Treatment-emergent adverse events leading to dose delay

Overall, 74 participants (51.0%) experienced at least one TEAE leading to dose delay. TEAEs
leading to dose delay for 25% of participants are summarised by PT and maximum CTCAE
grade in Table 45.

The most common (>5% overall) TEAESs leading to dose delay were GGT increased (30
patients; 20.7%), neutropenia (18 participants; 12.4%), and thrombocytopenia (13 participants;
9.0%).

Treatment-emergent adverse events leading to dose reduction

Table 46 summarises TEAEs leading to dose reduction by SOC, preferred term, and maximum
CTCAE grade. Of the 145 patients in this study, 11 participants (7.6%) experienced at least one
TEAE leading to dose reduction. The most common TEAE that led to dose reduction was GGT
increased in six participants (4.1%). Other TEAEs leading to dose reduction occurred in one
participant (0.7%) each: thrombocytopenia, fatigue, oedema peripheral, Klebsiella infection,

urinary tract infection bacterial, dyspnoea, and skin exfoliation.

B.2.10.2.4. Subgroup analysis

Of the 145 participants in this study, 128 participants (88.3%) experienced at least one of the
selected TEAEs. There were three patients (2.1%) who experienced a selected TEAE of
Grade 4 (one participant with pericardial effusion and two participants with GGT increased)
(Table 47).
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Table 45: TEAESs leading to loncastuximab tesirine dose delay for 25% of patients by PT and maximum CTCAE grade (all-treated

population)’

Preferred term Grade 1 n (%) | Grade 2 n (%) | Grade 3 n (%) | Grade 4 n (%) | Grade 5 n (%) | Missing n (%) Al g(r;jes n
6 April 2020 data cut

Patient with any TEAE leading to

dose delay 4(2.8) 19 (13.1) 35 (24.1) 16 (11.0) 0 0 74 (51.0)
Gamma-glutamyltransferase 0 15 (10.3) 14 (9.7) 1(0.7) 0 0 30 (20.7)
increased

Neutropenia 0 1(0.7) 5(3.4) 12 (8.3) 0 0 18 (12.4)
Thrombocytopenia 0 11 (7.6) 2(1.4) 13 (9.0)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only TEAEs were summarised. For each PT, patients were included only once at the

maximum severity.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; TEAE, treatment-emergent

adverse event

Table 46: TEAEs leading to dose reduction by SOC, PT, and maximum CTCAE grade (all-treated population)?

tse{:em organ class preferred | & 4o 11 (%) | Grade 2n (%) | Grade 3 n (%) | Grade 4 n (%) | Grade 5n (%) | Missingn (%) | AW 9(’,;)‘;'95 L
6 April 2020 data cut
Patients with any dose reduction
TEAE 0 9(6.2) 2(1.4) 0 0 0 11 (7.6)
B_Iood and lymphatic system 0 0 1(07) 0 0 0 1(07)
disorders
Thrombocytopenia 0 0 1(0.7) 0 0 0 1(0.7)
General disorders and
administration site conditions 0 2(14) 0 0 0 0 2(14)
Fatigue 0 1(0.7) 0 0 0 0 1(0.7)
Oedema peripheral 0 1(0.7) 0 0 0 0 1(0.7)
Infections and infestations 0 0 1(0.7) 0 0 0 1(0.7)
Klebsiella infection 0 0 1(0.7) 0 0 0 1(0.7)
Urinary tract infection bacterial 0 0 1(0.7) 0 0 0 1(0.7)
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f‘eﬁem organ class preferred | & 4o 11 (%) | Grade 2n (%) | Grade 3 n (%) | Grade 4 n (%) | Grade 5n (%) | Missingn (%) | AW 9(’;’3)'95 0
Investigations 0 6 (4.1) 0 0 0 0 6 (4.1)
Gamma-gIutamyltransferase 0 6 (4.1) 0 0 0 0 6 (4.1)
increased
Respiratory, thoracic and
mediastinal disorders 1(0.7) 0 0 0 0 0 1(0.7)
Dyspnoea 1(0.7) 0 0 0 0 0 1(0.7)
S.kln and subcutaneous tissue 0 1(0.7) 0 0 0 0 1(0.7)
disorders
Skin exfoliation 0 1(0.7) 0 0 0 0 1(0.7)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only TEAEs were summarised. For each SOC and PT, patients were included only once
at the maximum severity. AE sorting is done by SOC, use alphabetical order, within a SOC, sort PTs by decreasing frequency order.
Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; SOC,

system organ class; TEAE, treatment-emergent adverse event

Table 47: Selected TEAEs by grouped AE and PT (all-treated population)t

Preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n All grades n
(%) (%) (%) (%) (%) (%)

6 April 2020 data cut

Patient with any selected TEAE 37 (25.5) 47 (32.4) 41 (28.3) 3(2.1) 0 128 (88.3)

Oedema or effusion 21 (14.5) 17 (11.7) 6 (4.1) 1(0.7) 0 45 (31.0)
Oedema peripheral 21 (14.5) 6 (4.1) 2(1.4) 0 0 29 (20.0)
Pleural effusion 4 (2.8) 8 (5.5) 3(2.1) 0 0 15 (10.3)
Localized oedema 4 (2.8) 2(1.4) 0 0 0 6 (4.1)
Ascites 2(1.4) 0 3(2.1) 0 0 5(3.4)
Pericardial effusion 1(0.7) 0 2(1.4) 1(0.7) 0 4 (2.8)
Swelling 1(0.7) 3(2.1) 0 0 0 4 (2.8)
Peripheral swelling 1(0.7) 2(1.4) 0 0 0 3(2.1)
Fluid overload 0 1(0.7) 0 0 0 1(0.7)
Generalised oedema 1(0.7) 0 0 0 0 1(0.7)
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Preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n All grades n
(%) (%) (%) (%) (%) (%)

Infusion site swelling 1(0.7) 0 0 0 0 1(0.7)
Testicular swelling 1(0.7) 0 0 0 0 1(0.7)

Liver function test 21 (14.5) 24 (16.6) 27 (18.6) 2(1.4) 0 74 (51.0)
Gamma-glutamyltransferase increased 12 (8.3) 23 (15.9) 22 (15.2) 2(1.4) 0 59 (40.7)
Blood alkaline phosphatase increased 20(13.8) 8 (5.5) 1(0.7) 0 0 29 (20.0)
Alanine aminotransferase increased 14 (9.7) 5(3.4) 4 (2.8) 0 0 23 (15.9)
Aspartate aminotransferase increased 16 (11.0) 6 (4.1) 1(0.7) 0 0 23 (15.9)
Hypoalbuminaemia 5(3.4) 2(1.4) 0 0 0 7 (4.8)
Ascites 2(1.4) 0 3(2.1) 0 0 5(3.4)
Blood bilirubin increased 0 2(1.4) 2(1.4) 0 0 4 (2.8)
Hepatic enzyme increased 0 1(0.7) 0 0 0 1(0.7)

Skin reactions and nail disorders 38 (26.2) 19 (13.1) 6 (4.1) 0 0 63 (43.4)
Rash 13 (9.0) 5(3.4) 1(0.7) 0 0 19 (13.1)
Pruritis 14 (9.7) 4 (2.8) 0 0 0 18 (12.4)
Erythema 11 (7.6) 3(2.1) 1(0.7) 0 0 15 (10.3)
Photosensitivity reaction 7 (4.8) 5(3.4) 3(2.1) 0 0 15 (10.3)
Rash maculo-papular 1(0.7) 6 (4.1) 1(0.7) 0 0 8 (5.5)
Dry skin 2(1.4) 2(1.4) 0 0 0 4 (2.8)
Blister 2(1.4) 1(0.7) 0 0 0 3(2.1)
Skin exfoliation 2 (1.4) 1(0.7) 0 0 0 3(2.1)
Skin hyperpigmentation 3(2.1) 0 0 0 0 3(2.1)
Rash erythematous 1(0.7) 1(0.7) 0 0 0 2(1.4)
Rash pruritic 1(0.7) 1(0.7) 0 0 0 2(1.4)
Rash pustular 1(0.7) 0 1(0.7) 0 0 2(1.4)
Skin discoloration 2(1.4) 0 0 0 0 2(1.4)
Blood blister 1(0.7) 0 0 0 0 1(0.7)
Dermatitis 1(0.7) 0 0 0 0 1(0.7)
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Preferred term Grade 1 n Grade 2 n Grade 3 n Grade 4 n Grade 5 n All grades n
(%) (%) (%) (%) (%) (%)
Dermatitis bullous 0 1(0.7) 0 0 0 1(0.7)
Dermatitis exfoliative generalised 1(0.7) 0 0 0 0 1(0.7)
Drug hypersensitivity 0 1(0.7) 0 0 0 1(0.7)
Generalised erythema 1(0.7) 0 0 0 0 1(0.7)
Generalised oedema 1(0.7) 0 0 0 0 1(0.7)
Pruritus allergic 1(0.7) 0 0 0 0 1(0.7)
Skin irritation 1(0.7) 0 0 0 0 1(0.7)
Skin ulcer 1(0.7) 0 0 0 0 1(0.7)

Source: Sobi 2020 LOTIS-2 CSR (66).

TAdverse events were coded using MedDRA version 22.0 and graded using CTCAE v4.0. Only TEAEs were summarised. For each AE group and PT, patients were included only

once.

Abbreviations: AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; TEAE,

treatment-emergent adverse event.
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B.2.11. Ongoing studies

Loncastuximab tesirine is currently being evaluated in the following studies (Table 48).

Table 48. Ongoing trials with loncastuximab tesirine

Study Population Description
ADCT-402-311 (LOTIS-5) R/R DLBCL Phase 3 randomised study of lonca combined
(NCT04384484) with rituximab vs immunochemotherapy

rituximab/gemcitabine/oxaliplatin) in patients
with R/R DLBCL who are not candidates for
ASCT due to ECOG PS and/or comorbidities

ADCT-402-105 (LOTIS-7) R/R B-NHL Phase 1, multicentre, open-label, multi-arm
(NCT04970901) study to evaluate the safety and anti-cancer
activity of lonca in combination with other
anticancer agents in patients with R/R B-NHL

ADCT-402-203 (LOTIS-9) R/R DLBCL, HGBL, or | Phase 2 Open-label Study of Loncastuximab
(NCT05144009) Grade 3b FL Tesirine in Combination With Rituximab
(Lonca-R) in Previously Untreated Unfit/Frail
Patients With Diffuse Large B-cell Lymphoma
(DLBCL)

Key: ASCT, autologous stem cell transplant; B-NHL, B-cell non-Hodgkin lymphoma; DLBCL, diffuse large B-cell
lymphoma; ECOG, Eastern Cooperative Oncology Group; FL, follicular lymphoma; lonca, loncastuximab tesirine;
MCL, mantle cell ymphoma; PS, performance status; R/R, relapsed/refractory.

B.2.12. Interpretation of clinical effectiveness and safety evidence

B.2.12.1. Principal findings from the available clinical evidence

The Phase 2 trial LOTIS-2 evaluated the efficacy and safety of loncastuximab tesirine in adults

with R/R DLBCL and HGBL after two or more lines of systemic therapy.

¢ Loncastuximab tesirine was effective, producing durable responses in heavily pre-treated
patients with DLBCL.:

— In the all-treated population, the ORR was 48.3% (70/145 patients; 95% CI: 39.9% to
56.7%). BORs included 35 patients (24.1%) with CR and 35 patients (24.1%) with
PR (data cut 6 April 2020). Responses were also achieved in patients who failed

third-line treatment, including those who received CAR T-cell therapy at third-line.

— As of the final data cut (_), ORR was . with . of patients achieving
complete response (60); ] and [l of the patients who achieved CR
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|
I (G0). Clinical opinion received by the Company

suggests that it is reasonable to assume that patients who are progression free at

two years following treatment can be discharged and regarded as ‘cured’ (22).

o Clinical experts in the UK indicated the major advantage of loncastuximab tesirine being a
fast-acting treatment. The median time to first response (CR or PR) was 41.0 days (range:
35 to 247 days) and the mean time was 51.5 days (6 April 2020 and 1 March 2021 data
cuts) (83).

e The median DOR was 10.25 months (95% CI: 6.87 to not estimable); the probability of
maintaining response was 68.1% at six months, 63.8% at nine months, and 38.3% at 12
months (data cut 6 April 2020). As of the final data cut (| [ | @& QENEE). the median duration

of response (DOR) was I

o The median PFS was 4.93 months (95% CI: 2.89, 8.31) and the median OS was 9.92
months (95% ClI: 6.74, 11.47) (6 April 2020 data cut). As of the final data cut

(). thc median PFS was ] months (95% CI: |l and the median OS
was ] months (95% CI: | (60).

e Loncastuximab tesirine produced durable responses in patients with double hit/triple hit
genetics, advanced stage disease (Stage IlI/IV), transformed disease, primary refractory
disease, and disease which was refractory to all prior therapies; and was also effective in

elderly patients and in patients who had previous CD19-directed CAR-T therapy.

e EQ-5D-5L and FACT-Lym questionnaires demonstrated improvement in QoL for patients

who responded to treatment.

e Loncastuximab tesirine demonstrated a strong safety profile compared with other similar
therapies. Most TEAEs were Grade <3, with minimal number of Grade 4 or 5 TEAEs. No
new safety concerns were identified and no increase in toxicity was observed in patients

aged =65 years.

The sparsity of available comparator data in the target population to inform the MAIC
comparisons confirmed the findings from the clinician interviews, which suggested lack of a
consistent treatment approach at third- or later-line for these patients, particularly with respect to
the choice of chemotherapy regimen. However, the data that were available for the treatment
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most commonly considered SoC in this line of treatment, Pola+BR, suggest that loncastuximab
tesirine is at least as effective as Pola+BR, with the HR for OS and PFS likely to be closest to
the estimates obtained from the comparison with the real-world COTA database study, where
loncastuximab tesirine offered significantly longer survival outcomes (robust SE based on
bootstrap estimates). For the comparison with chemotherapy, loncastuximab tesirine also

showed a significant OS advantage.

B.2.12.2. Strengths and limitations of the data package

LOTIS-2 was a single-arm study with a trial population of 145 and no randomisation to a control
arm. Due to the nature of single-arm design, there is a lack of direct evidence identified for
loncastuximab tesirine versus relevant comparators to inform relative efficacy. Inferences of the
relative effect of loncastuximab tesirine can only rely on indirect comparisons with efficacy
outcomes from other comparator trials with different patient populations and trial parameters.
Although an open-label design can be associated with limitations such as possible higher
patient dropout, or concerns regarding patients’ reporting of adverse events, these concerns
have been mitigated by setting objective endpoints such as OS, PFS which are less prone to
biases resulting from patient or investigator expectations. Independent reviewers were also
used to ensure objective evaluation of assessments. Moreover, all patients were followed every
12 weeks for up to 3 years after treatment discontinuation (59). The duration of follow-up of the
pivotal trial is longer than most cancer treatments and other approved therapies (30-month
follow-up in Pola+BR study (11). This further provides assurances of its efficacy and tolerability.
Loncastuximab tesirine has shown antitumor activity with an acceptable toxicity profile in a
difficult to treat group of patients with R/R DLBCL, who are at high risk of a poor prognosis. The
overall health state and health-related quality of life were stable or improved in high-risk patients
during the course of treatment. From Cycle 3 of treatment, 40% of patients consistently reported
improved EQ-VAS scores by at least the minimally important difference (MID), suggesting that
loncastuximab tesirine was associated with QoL benefits as early as after 2 cycles of treatment
(6 weeks) (84).

Heterogeneity in prior treatments and baseline imbalance may arise with the trial design of
different drugs. It is notable that the studies of other drugs approved for patients with R/R
DLBCL did not consistently include patients who had at least two prior lines of treatment, who
have poor prognosis and more challenging to manage. For example, the study of Pola+BR

included a significant proportion of second-line patients (27%) and no patients with HGBL-
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DH/TH (52). It therefore remains unknown if these recently approved drugs are effective in

these heavily pre-treated patients.

LOTIS-2 included patients with high-risk disease characteristics, such as age >65 years
(representing 55% of patients enrolled), =23 prior lines of therapy (56%), DH/TH lymphoma
(10%), double- or triple-expressor DLBCL (14%) and advanced disease (Stage llI-1V; 77%)
(59). The patient population enrolled represents a difficult to treat population, based on
treatment refractoriness and treatment history, where all patients in LOTIS-2 received =2 prior
lines of systemic therapy (59). By contrast, studies of targeted therapies included patients from
earlier treatment lines; during GO29365 (pivotal study evaluating Pola+BR) 27.5% of patients

received only one prior systemic therapy, respectively (52).

In the inclusion criteria, the definition of ‘refractory’ was more stringent in LOTIS-2 compared to
other trials as patients with a response who relapsed within six months were not excluded. The
durable clinical antitumour activity of loncastuximab tesirine compared with recently approved
drugs, including activity in difficult-to-treat subgroups, suggest it could change practice as a
potential treatment option for patients with R/R DLBCL who have received two or more previous
systemic therapies, delivering to the unmet need in this large group of patients with poor
prognosis and a lack of an established SoC. Safety data from the trial further demonstrated a
clinically meaningful reduction in neutropenia, thrombocytopenia, anaemia, infections and any
serious AE. No new safety concerns were identified and there was no increase in toxicity in

patients 265 years vs younger patients.

Outcomes on tumour response, DOR and survival between the overall cohort and in subgroups
with high-risk disease characteristics were consistent; subgroups included age 275 years,
HGBL, DH/TH lymphoma, double/triple expressor DLBCL, >3 lines of prior therapy and cell-of-
origin (COO) subtype (59). However, while these results are encouraging, it should be noted
that results for some subgroup analyses were informed by small patient numbers, and any

conclusions should be considered in this context.

No head-to-head data are available for loncastuximab tesirine versus the comparators listed in
the scope. Inferences of the effect of loncastuximab tesirine can only rely on indirect
comparisons with efficacy outcomes from other comparator trials with different patient
populations and trial parameters. In addition, the available data to inform the MAIC is taken from

published evidence in which limited baseline characteristics for the 3L subgroup are reported
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hindering the comparison of data. It is known that prognosis is particularly poor for patients with
R/R DLBCL after 22 or more lines of systemic therapy due to the progressive nature of the
disease and the cumulative adverse effects of prior treatments (4-6). Therefore, if patients are
not compared with treatment received within the same line of therapy, there may be more
patients with further advanced disease in one comparator versus another, resulting in bias in the
survival outcomes. Given the impact of the number of prior lines of treatment, this should be

taken into consideration when interpreting the results.
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B.3. Cost effectiveness

o A cost-utility analysis with a lifetime time horizon was conducted to evaluate the cost-
effectiveness of loncastuximab tesirine compared with Pola+BR and chemotherapy.

¢ The population included in the cost-effectiveness analysis consists of adults with
relapsed or refractory DLBCL and HGBL, after two or more lines of systemic therapy.

e Pola+BR has been shown to be more effective than chemotherapy, with experts
indicating they would use Pola+BR in all patients, provided they were willing to accept the
additional toxicity. A UK RWE study suggests that the majority of use is in third-line-plus
patients (21). As such, the primary comparison in this analysis is with Pola+BR. A
proportion of patients are still treated with chemotherapy and so a comparison with
chemotherapy has also been included.

¢ The model was structured as a partitioned survival model (PSM), comprised of three
mutually exclusive health states: progression-free (PF), progressed disease (PD) and
death. Patients can be either on or off initial treatment in the PF and PD states based on
time-to-treatment discontinuation (TTD).

e To inform the clinical inputs for loncastuximab tesirine, IPD from the LOTIS-2 study were
used for PFS, OS and TTD.

e  Outcomes for pola+BR were extrapolated from GO29365 and outcomes for LOTIS-2
were weighted to match this population. Outcomes for chemotherapy were informed by
the MAIC.

e EQ-5D-5L scores from LOTIS-2 were mapped to the EQ-5D-3L.

e Grade 23 TEAEs occurring in 25% of patients were obtained from LOTIS-2 for
loncastuximab tesirine and from TAG649 for Pola+BR (11). The CORAL extension studies
do not report safety data. AE rates for chemotherapy were taken from TA567 (18) and
TAG49 (11).

e Patients treated with Pola+BR would expect to receive 1.82 QALYs, an absolute shortfall
of 9.84 QALYs and a proportional shortfall of 0.84. Patients treated with chemotherapy
would expect to receive 0.92 QALYSs, an absolute shortfall of 10.74 QALYs and a
proportional shortfall of 0.92, meeting the criteria for a multiplier of 1.2 for QALY gains.

e Inthe base case (with PAS price) analysis, loncastuximab tesirine dominates Pola+BR
(loncastuximab tesirine was associated with a cost saving of il and an incremental
QALY gain of [Ji.

e Scenario analyses using RWE for Pola+BR suggest that these results may be
conservative, as the data sources used to inform the comparators arms in the model may
provide an optimistic assessment of survival.

e Probabilistic analysis indicated that loncastuximab tesirine was dominant in l% of
simulations, more effective in % of simulations and cost saving in [|% of simulations.

e Compared with chemotherapy, in the base case analysis (with PAS price), loncastuximab
tesirine has an incremental cost-effectiveness ratio (ICER) of £48,986 per QALY gained
(loncastuximab tesirine was associated with incremental costs [JJJli] and incremental
QALYs D
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B.3.1. Published cost-effectiveness studies

A broad systematic literature review (SLR) was conducted in October 2022 to identify cost-
effectiveness studies from the published literature. A summary of published cost-effectiveness
studies is provided in Table 49. A complete description of the search strategies is presented in

Appendix G.

A total of 461 papers were identified through the electronic searches. Upon the removal of
duplicate papers, 394 titles and abstracts were reviewed. A total of 69 papers were potentially
relevant and were ordered for full paper review. At this stage, a further 28 papers were
excluded. Hand-searching yielded 19 additional relevant publications, resulting in a total of 60

publications for final inclusion in the review.

Seven included studies (one conference abstract, three public summary documents, and three
HTA submissions) reported UK data and were deemed relevant for the NICE decision problem.
Of these, one reported a budget impact analysis and six reported cost-effectiveness or cost-
utility analyses (11, 15, 18, 85-87). The six HTAs including cost-utility analyses are summarised
in Table 49.
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Table 49. Summary list of published cost-effectiveness studies

Polatuzumab vedotin

(11)

model with 3 health
states (progression-
free, progressed
disease, death). Time
horizon of 45 years.
UK NHS perspective.
One month cycle

DLBCL ineligible for
SCT

0.68 (vs BR;
Company base-case);
0.67 (vs BR;
Company updated
base-case)

BR: £18,019
(Company base-
case); £17,440
(Company updated
base-case); £19,904
(ERG preferred);

Study Year Summary of model Patient population QALYs (intervention, | Costs (currency) ICER (per QALY
published (average age in comparator) (intervention, gained)
years) comparator)
NICE TA559 2018 Partitioned survival Adult patients with Incremental QALYs: Incremental costs: £67,323 (vs BSC)
Axicabtagene model with 3 health R/R DLBCL, PMBCL | 4.30 (vs BSC) £289,571 (vs BSC)
ciloleucel (15) states (progression- and tFL who were
free, progressed ineligible for auto-SCT
disease, death). Time
horizon of 44 years.
UK NHS
perspective.One
month cycle length
with half cycle
correction.
NICE TA567 2019 Partitioned survival Adult patients with - - Deterministic
Tisagenlecleucel (18) model with 3 health R/R DLBCL Company base-case
states (progression- (tisa-cel PAS):
free, progressed £47,684 (vs R-
disease, death). Time GEMOx); £47,526 (vs
horizon of 46 years. R-GDP)
UK NHS perspective. Probablistic Company
One week cycle base-case with R-
length with half cycle GemOx as salvage
correction. chemotherapy (with
PAS): £50,963 (vs R-
GEMOXx)
Probablistic Company
base-case with R-
GDP as salvage
chemotherapy (with
PAS): £50,963 (vs R-
GEMOx)
NICE TA649 2020 Partitioned survival Patients with R/R Incremental; QALYs: Incremental costs vs Company base-case:

£26,877 (vs BR)

Company updated
base-case: £25,307
(vs BR)
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vedotin (87)

model with 3 health
states (progression-
free, progressed
disease, death). Time
horizon of 45 years.
UK NHS perspective.

R/R DLBCL ineligible
for HSCT receiving
Pola+BR

polatuzumab £11,060

Study Year Summary of model Patient population QALYs (intervention, | Costs (currency) ICER (per QALY
published (average age in comparator) (intervention, gained)
years) comparator)
length with half cycle £21,061 (revised
correction. One week base-case)
cycle length.
SMC Axicabtagene 2019 Partitioned survival Adult patients with - Cost per course: axi- £49,136 (vs BSC)
ciloleucel model with 3 health R/R DLBCL and cel, £280,451; tisa-
(85) states (progression- PMBCL, after two or cel, £282,000
free, progressed more lines of systemic
disease, death). Time | therapy
horizon of 44 years.
UK NHS perspective.
SMC 2019 Partitioned survival Adult patients with - Cost per course: axi- Company base-case:
Tisagenlecleucel (86) model with 3 health R/R DLBCL after two cel, £280,451; tisa- £44,330 (vs R-
states (progression- or more lines of cel, £282,000 GemOx); £44,151 (vs
free, progressed systemic therapy R-GDP)
disease, death). Time Alternative base-case
horizon of 46 years. using CORAL as
UK NHS perspective. source for comparator
arm modelling:
£48,116 (vs R-
GemOx); £47,903 (vs
R-GDP)
SMC: Polatuzumab 2020 Partitioned survival Adult patients with - Cost per cycle: £27,396 (vs BR; with

PAS)

Source: (11, 15, 18) (85-87)

Abbreviations: BR, bendamustine + rituximab; BSC, best supportive care; DLBCL, diffuse large-B-cell ymphoma; ERG, Evidence Review Group; ICER, incremental cost-
effectiveness ratio; PMBCL, primary mediastinal large B cell ymphoma; NHS, National Health Service; PAS, Patient Access Scheme; PMBCL, primary mediastinal large B-
cell ymphoma; Pola+BR, polatuzumab + bendamustine + rituximab; QALYs, quality-adjusted life years; R-GDP, rituximab + cisplatin, gemcitabine, dexamethasone; R-GemOx,
rituximab + gemcitabine + oxaliplatin; R/R, relapsed or refractory; SCT, stem cell transplant; SMC, Scottish Medicines Consortium; TA, technology appraisal; tLF, transformed

follicular lymphoma; UK, United Kingdom.
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B.3.2. Economic analysis

No existing economic evaluations of loncastuximab were identified in the cost-effectiveness
SLR (Section B.3.1). It was therefore necessary to develop a de novo cost-effectiveness model

(CEM) for the purpose of this submission.

B.3.2.1. Patient population

The population included in the cost-effectiveness analysis consists of adults with relapsed or
refractory diffuse large B-cell ymphoma (DLBCL) and high-grade B-cell lymphoma (HGBL),
after two or more lines of systemic therapy. This is in line with the marketing authorisation for

loncastuximab and the final scope issued by NICE.

B.3.2.2. Model structure

The cost-effectiveness analysis uses a partitioned survival analysis (PartSA) model, with the
following mutually exclusive health states:

e Progression-free disease

e Progressed disease

e Death.

A PartSA was implemented in line with NICE DSU guidance presented in TSD 19 (88) and is in
line with the approach taken in previous NICE technology appraisals in R/R DLBCL, including:
e TA559 — Axi-cel (15)

o TA567 — Tisa-cel (18)

e TA649 - Pola+BR (11)

e ID3795 - Taf +len (19)

Using a PartSA approach, health state membership is determined using extrapolated survival
outcomes. PFS and OS curves are estimated for each comparator and at each time point the
proportion of patients that are progression-free at each time point is determined by the PFS
curve. The proportion that are alive with progressed disease is given by the difference between
the OS and PFS curves and the proportion that are dead is given by 1 minus the OS curve. This
provides a direct link between the trial outcomes and health state membership in the economic
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model. The time-to-discontinuation (TTD) curve informs the number of individuals remaining on
treatment with their initial treatment. A cycle length of one week has been applied, and half-
cycle correction implemented using the life table method (89). A discount rate of 3.5% per

annum was applied to cost and health outcomes in line with current NICE guidelines (90)
The model schematic Is presented in Figure 23.

Figure 23: Model schematic

Table 50 summarises the features of the economic analysis.
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Table 50. Features of the economic analysis

Previous evaluations

Current evaluation

Factor TA306 (17) TA559 (15) TA567 (18) TA649 (11) ID3795 (19) Chosen values | Justification
Time horizon Lifetime (23 Lifetime (44 Lifetime (46 Lifetime (45 Lifetime (45 Lifetime (40 A lifetime time
years) years) years) years) years) years) horizon has been
adopted to
capture costs
and benefits over
a patient’s
lifetime, in line
with the NICE
reference case
Treatment waning No No No No No No KM curves for
effect? loncastuximab
are mature and
there is no
evidence of a
waning effect in
the clinical data
Source of utilities Literature values | EQ-5D data EQ-5D data Values from Values from EQ-5D data from | HRQoL data
(PFS: 0.76; PD: collected in collected in TA559 TA559 LOTIS-2, with from LOTIS-2
0.68) ZUMA-1 (PFS: JULIET (PFS: scenarios using best matches the
0.72; PD: 0.65) 0.83; PD: 0.71) data from NICE reference
previous case
appraisals
Source of costs Clinician Resource use Resource use Resource use Resource use Resource use Resource use is
survey on based on TA306 | based on NG52 | from TA306. Unit | from previous from TA306. Unit | based on values
¢ nd for SOC, with for SOC, with costs Tas and L-MIND | costs that have been
ypea additional additional From eMIT BNF. | clinical trial. Unit | From eMIT BNF. | accepted in
frequency of resource use for | resource use for | NHS reference | costs NHS reference | previous
resource use CAR-T therapy. | CAR-T therapy. | costs and From eMIT BNF, | costs and evaluations. Cost
in DLBCL. Unit costs Unit costs PSSRU. NHS reference | PSSRU. sources of
Unit costs From eMIT BNF, | From eMIT BNF, costs and standard UK
NHS reference NHS reference PSSRU. sources aligned

from BNF, NHS
reference costs
and PSSRU.

costs and
PSSRU.

costs and
PSSRU.

with the
reference case.

Abbreviations: BNF, British National Formulary; CAR-T, chimeric antigen receptor T-cell; DLBCL, diffuse large B-cell ymphoma; eMIT, electronic market information tool; HRQoL,
health-related quality of life; KM, Kaplan-Meier; NHS, National Health Service; NICE, National Institute for Health and Care Excellence; PD, progressed disease; PFS, progression-
free survival; PSSRU, personal social services research unit; TA, technology appraisal; SOC, standard of care.
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B.3.2.3. Intervention technology and comparators

The intervention is loncastuximab tesirine, administered intravenously on Day 1 of each 21-day
cycle, at 150 pg/kg for two cycles, then 75 ug/kg thereafter, for up to one year or until disease
relapse or progression, unacceptable toxicity, death, major protocol deviation, pregnancy, or

patient, investigator, or sponsor decision.
Comparators included in the model are:

¢ PolatBR

— Polatuzumab vedotin 1.8mg/kg via IV infusion on Day 1 of each three-week cycle, for

up to six cycles
— Bendamustine 90 mg/m2/day on Day 1 and Day 2 of each cycle, for up to six cycles
— Rituximab 375 mg/m2 on Day 1 of each cycle, for up to six cycles

e  Chemotherapy, including:

— DHAP (cisplatin, cytarabine, dexamethasone)

— GDP (cisplatin, gemcitabine, dexamethasone)

— ICE (ifosfamide, carboplatin, etoposide)

— IVE (ifosfamide, epirubicin and etoposide)

— R-GemOx (rituximab + gemcitabine + oxaliplatin)
— BR (bendamustine and rituximab)

Clinical experts stated that Pola+BR was more effective than chemotherapy, with one of the
clinical experts saying they would use Pola+BR in all patients, provided they were willing to
accept the additional toxicity. A second clinician said that the driver behind this decision was
whether they had previously received treatment and that they would look for a trial or
compassionate access to bispecifics rather than use chemotherapy (22). While Pola+BR can be

used at second-line as well as third-line-plus, data from a UK RWE study suggests that the
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majority of use is in third-line-plus patients (21). As such, the primary comparison in this

analysis is with Pola+BR.

A proportion of patients are still treated with chemotherapy and so a comparison with
chemotherapy has also been included. The company sought clinical opinion on which
chemotherapy regimens were most widely used at third line in R/R DLBCL. The clinicians stated
that DHAP, ICE and IVE would not be used at this line as they are considered too toxic (22).
The most commonly mentioned regimen was RGemOX, however (RYGDP, DECC, PEPC,
gemcitabine monotherapy and R+lenalidomide were also considered as options and third-line-
plus. It was highlighted that the wide range of treatments used was due to a lack of
differentiation between options, with the key driver behind treatment choice being toxicity rather
than efficacy. For the base-case analysis RGemOx has been selected as a representative

chemotherapy regimen, as it was the most widely cited by clinicians.

As outlined in Section B1.1, clinical input has indicated that the most likely position for
loncastuximab tesirine in clinical practice would be in patients that are not eligible for HSCT or
CAR-T therapy. As such, CAR-T therapies such as axicabtagene ciloleucel have not been

included as comparators in the model (22).

Additionally, pixantrone has not been included as a comparator. Previously appraisals of
intervention for R/R DLBCL including TA559, TA567, TA649 and GID-TA10645 removed
pixantrone as a comparator either at the scoping stage or through the committee process. The
respective committees were informed by clinical experts that pixantrone is rarely used in the UK;
therefore, they concluded in each case that it was not a relevant comparator. This was
confirmed by clinical experts consulted by the company, who unanimously stated that

pixantrone does not from part of the treatment pathway (22).

B.3.3. Clinical parameters and variables
B.3.3.1. Survival outcomes

B.3.3.1.1. Data sources

To inform outcomes for loncastuximab tesirine, including TTD, PFS and OS, IPD from LOTIS-2
were used. As LOTIS-2 is a single-arm study, outcomes for Pola+BR and chemotherapy were
informed by the MAIC analyses (Section B.2.9).
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Outcomes from the GO29365 study were used to inform the model base-case for the
comparison with Pola+BR, with scenario analyses presented using the COTA electronic medical
record (EMR) data. While the MAIC analyses comparing to the GO29365 study were limited by
the lack of baseline characteristics or KM data for the third-line-plus population, there were also
limitations in the comparison to the COTA EMR as there were limited characteristics available
for matching. RWE from the UK has suggested outcomes for patients treated with Pola+BR are
worse than observed in the clinical trial (21, 53). Thus, though both data sources are subject to
uncertainty, a comparison using the GO29365 data is expected to be conservative for
loncastuximab tesirine and this has been used to inform the base-case analysis. However, both
sources are relevant and a comparison with the COTA data has been provided in scenario

analysis.

The MAIC indicated that the proportional hazards assumption does not hold between
loncastuximab tesirine and Pola+BR for either OS or PFS (Section B.2.9). As such, the
comparison uses directly extrapolated outcomes for Pola+BR and loncastuximab tesirine, with
the MAIC weights applied to the loncastuximab tesirine arm. As no KM data are available for the
third-line-plus population in GO29365, extrapolations were based on the full population and

hazard ratios were applied for being in third-line-plus.

Outcomes for the chemotherapy arm are informed by the CORAL extension studies (4, 5).
These do not provide data specifically on RGemOx; across the two studies, 44 patients (16%)
were treated with gemcitabine containing regimens. However, given the paucity of data on
specific chemotherapy regimens, this was deemed to be the most appropriate evidence to
inform outcomes at third-line-plus. As outlined in Section B.3.2.3, clinical opinion provided to the
company was that there is little differentiation on efficacy between treatment options at third line
and beyond, with the choice of therapy being driven by toxicity. Additionally, the CORAL
extension studies were judged to be the most appropriate source for third-line-plus

chemotherapy outcomes by the committee in TA567.

The proportional hazards assumption for the comparison with chemotherapy does hold, the
Schoenfeld test was borderline significant (p=0.09) but log-cumulative hazard plots support the
PH assumptions. The base-case analysis for the comparison with chemotherapy uses directly
extrapolated outcomes from LOTIS-2, as this was confirmed by clinicians to be generalisable to

UK clinical practice, with hazard ratios applied for chemotherapy (22). As such, the base case
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analysis for each comparison considers different populations and a fully incremental analysis

was not possible. Appendix N presents additional analyses with fully incremental ICERs.

B.3.3.1.2. Methods

Standard parametric survival analysis consisted of fitting six parametric distributions to the
observed data: exponential, Weibull, Gompertz, log-logistic, log-normal, and generalised
gamma distributions. The process of selecting the most appropriate parametric model was
assessed using goodness-of-fit statistics, visual comparison with KM curves and clinical expert
validation of long-term extrapolations and the underlying hazard functions. The standard
parametric survival analyses followed the approach outlined in the NICE DSU technical support
document 14 (91). Where the standard methods for extrapolation did not provide a good fit,
consideration was also given to more flexible methods. Spline models with up to five degrees of

freedom were also considered, using the hazards, odds and normal scales.

No assumptions around cure have been included in the model base-case, as the proportion of
patients that might achieve a long-term remission was deemed to be uncertain. However,
clinical experts did highlight that patients that are progression-free after 2 years are often
discharged from care and there is evidence of a plateau in survival for patients treated with
loncastuximab, without the need for further therapies (60). Scenarios including assumptions
about cure have been included in the scenario analyses, assuming patients that remain
progression-free at 2, 5 and 10 years can be considered cured. These patients would return to
general population utility values but would be expected to have slightly elevated mortality. In line
with the committee preference in TA649, an SMR of 1.41 has been applied to general

population mortality for cured patients (11).

The CORAL extension trials took place before the advent of CAR-T therapies and no patients in
either cohort were reported to go on to receive a CAR-T. Clinical experts consulted by the
company largely felt that CAR-T would not be used as a subsequent therapy for patients treated
with loncastuximab tesirine (Section B.3.5.1.3). In the extrapolations of loncastuximab tesirine,
the impact of subsequent CAR-T therapy has been removed from the OS curves using a two-
stage method (91), similar to those used in treatment switching analyses. Further details are
provided in Section B.3.3.1.3.1. This was not done for comparisons to Pola+BR, as CAR-T

therapies were used as subsequent treatments, and it was not possible to adjust both arms.
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Additional survival analyses to inform scenario analyses are presented in Appendix O, including
comparisons to the COTA EMR data and analyses of LOTIS-2 data weighted to match the
CORAL extension studies.

B.3.3.1.3. Loncastuximab vs Pola+BR

B.3.3.1.3.1.0S

Outputs of the MAIC indicated that the proportional hazards assumption does not hold between
loncastuximab tesirine and Pola+BR for OS. While the Schoenfeld residuals test (Figure 24)
does not reject the assumption of proportion hazards, the log-cumulative hazard plots cross
(Figure 25). As such, outcomes for Pola+BR and loncastuximab tesirine were extrapolated
separately. This comparison has been made using the COTA EMR data as the proportional

hazards (PH) tests cannot be applied to summary data.

Figure 24: OS Schoenfeld test, loncastuximab tesirine and Pola+BR (COTA database)

Global Schoenfeld Test p: 0.1477

Schoenfeld Individual Test p: 0.1477
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Abbreviations: OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.
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Figure 25: OS log-cumulative hazard plot, loncastuximab tesirine and Pola+BR (COTA
database)
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Abbreviations: Lonca, loncastuximab tesirine; OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus
rituximab; unadj, unadjusted.

Table 51 presents the parameters for each parametric survival distribution for loncastuximab

tesirine, where weights from the MAIC have been applied to compare against GO29365.

Table 51: Parameters and goodness-of-fit statistics for loncastuximab tesirine weighted
vs GO29365, OS

Parameter | Coefficient SE LCI UcCl AIC BIC
Generalised | Constant I [ [ B 313.4 321.3
gamma insigma) | N | N | HN | E
kappa Il B |
Weibull Constant [ e [ [ 328.8 334.1

Company evidence submission for loncastuximab tesirine for treating relapsed or refractory DLBCL and HGBL and
high-grade B-cell lymphoma after 2 or more systemic therapies [ID3943]
© Sobi (2023). All rights reserved Page 134 of 207



Parameter | Coefficient SE LCI UcCl AIC BIC
Ln(p) Il B B
Gompertz Constant [ [ [ B 312.2 3175
gamma Il B B
Exponential | Constant [ e [ [ 334.1 336.7
Lognormal Constant [ [ ] [ ] [ ] 314.9 320.2
tnsigma) | N | N | I | H |
Loglogistic Constant [ [ ] [ ] [ ] 316.7 321.9
tngamma) | N |  HE BB

Abbreviations: AIC, Akaike's Information Criterion; BIC, Bayesian Information Criterion; LCI, lower confidence
interval; OS, overall survival; SE, standard error; UCI, upper confidence interval.

Directly extrapolated outcomes for Pola+BR from GO29365 are presented in Table 52. These
outcomes are based on KM data for the entire population, including patients treated at second-
line. To generate outcomes for the third-line-plus populations, a hazard ratio was applied. A
hazard ratio for second-line vs third-line-plus can be generated from the median survival times.
Assuming that the hazard for the overall population is the weighted average of the hazard for
the second-line and third-line-plus populations, the hazard ratio for the third-line-plus population

can be calculated as shown below.
Hoverau = %21, * Hyp + %314 * Hypp = (%1 * HRyp ps 314 + %314) * Hapy

HOverall
(%321 * HRyp ps 314+ + Y314)

Hzpy =

Table 53 presents the hazard ratio for the third-line-plus population.

Table 52: Parameters and goodness-of-fit statistics for GO29365, OS

Parameter | Coefficient SE LCI UcCl AlC BIC
Generalised | Constant e e [ [ 383.7 392.7
amma - e

9 In(sigma) I B N ]
kappa I B N ]

Weibull Constant [ e [ [ 404.5 410.4
Ln(p) I B N ]

Gompertz Constant - - - - 392.3 398.2
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Parameter | Coefficient SE LCI UcCl AIC BIC
gamma Il B B
Exponential | Constant [ [ [ [ 405.0 407.0
Lognormal Constant [ [ [ [ 387.8 393.8
tnsigma) | I | @ HE B
Loglogistic Constant [ [ ] [ ] [ ] 391.8 397.8
tngemma) | [ |1  HE B

Abbreviations: AIC, Akaike's Information Criterion; BIC, Bayesian Information Criterion; LCI, lower confidence
interval; OS, overall survival; SE, standard error; UCI, upper confidence interval.

Table 53: Hazard ratio for the 3L+ population

Population N Median survival HR, 2L vs 3L+ (95% HR, 3L+ vs overall
(months) Cl) (95% CI)

2L 50 18.4 - -

3L+ 102 9.5 0.52 (0.37 t0 0.72) 1.19 ( 1.10 to 1.26)

Abbreviations: 2L, second-line; 3L+, third-line plus; Cl, confidence interval; HR, hazard ratio.

Figure 26 and Figure 27 present a comparison of extrapolations with the OS KM curve, and the
long-term extrapolations for loncastuximab tesirine respectively. Table 54 presents a summary

of the long-term extrapolations.
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Figure 26: Parametric fits for OS compared with KM data — loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; OS, overall survival.
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Figure 27: Long-term OS extrapolations — loncastuximab tesirine

Abbreviations: OS, overall survival

Table 54: Summary of long-term extrapolations for OS — loncastuximab tesirine

Exponential Gamma Gompertz | Loglogistic | Lognormal Weibull
Median N I I I I I
survival
(months)
2-year | I I | | I I
surviva
S-year I I I I I I
surviva
10-year | | | I I I
surviva

Abbreviations: OS, overall survival

Figure 28 presents the long-term extrapolations for Pola+BR. Table 55 presents a summary of

the long-term extrapolations.
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Figure 28: Long-term OS extrapolations - Pola+BR

Abbreviations: OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

Table 55: Summary of long-term extrapolations for OS — Pola+BR

Exponential Gamma Gompertz | Loglogistic | Lognormal Weibull
Median N I I I I I
survival
(months)
2-year | I I | | I I
surviva
S-year I I I I I I
surviva
10-year | | | I I I
surviva

Abbreviations: OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

The Gompertz model exhibits the best fit to the loncastuximab tesirine data, followed by the
generalised gamma model. The Gompertz model shows a plateau in survival after the trial
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period, with hazards approaching 0 and approximately B of patients essentially returning to
general population mortality risk. Clinical experts considered that it was possible that plateau in
survival would be observed, as the risk of death decrease over time. One explained that
patients that remain progression-free after two years are often discharged from care. These
patients would have mortality above the general population, but not substantially higher.
However, the plateau seen in the Gompertz curve was considered overly optimistic, as it shows
very little mortality after the trial period and a long-term survival between . and . was
considered more appropriate. The generalised gamma curve shows a reduction in mortality over

time that was better aligned with clinicians expectations.

For Pola+BR, the generalised gamma curve shows the best fit to the data, followed by the
lognormal and log-logistic models. As with loncastuximab tesirine, clinicians stated that mortality
would reduce over time. The generalised gamma curve shows the best fit to the observed data

and exhibits the expected pattern of survival for Pola+BR.

As such, the generalised gamma curve was selected to extrapolate OS for loncastuximab
tesirine and Pola+BR, with alternative distributions tested in scenario analysis. Figure 29 and
Figure 30 present predicted vs observed hazards for loncastuximab tesirine and Pola+BR
extrapolations respectively. In both cases, the hazard functions show a peak in the hazard in the

initial period, followed by a decline.
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Figure 29: Observed vs predicted hazards - loncastuximab tesirine OS

Abbreviations: OS, overall survival.
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Figure 30: Observed vs predicted hazards - Pola+BR OS

Note: These are predicted and observed hazards for the overall population.

Abbreviations: OS, overall survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

B.3.3.1.3.2.PFS

As with OS, the outputs of the MAIC indicated that the proportional hazards assumptions does
not hold between loncastuximab tesirine and Pola+BR for PFS. The Schoenfeld residuals test
(Figure 31) rejects the assumption of proportion hazards and the log-cumulative hazard plots
cross (Figure 32). As such, outcomes for Pola+BR and loncastuximab tesirine were
extrapolated separately. This comparison has been made using the COTA EMR data as the PH

tests cannot be applied to summary data.
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Figure 31: PFS Schoenfeld test, loncastuximab tesirine and Pola+BR

Global Schoenfeld Test p: 0.001781

Schoenfeld Individual Test p: 0.0018
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Abbreviations: PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.
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Figure 32: PFS log-cumulative hazard plot, loncastuximab tesirine and Pola+BR
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Abbreviations: Lonca, loncastuximab tesirine; PFS, progression-free survival; Pola+BR, polatuzumab plus
bendamustine plus rituximab; unadj, unadjusted.

The fit statistics and parameters for each parametric survival distribution for progression-free
survival with loncastuximab tesirine are presented in Table 56 and for Pola+BR in Table 57.

Table 58 presents the hazard ratios for third-line-plus vs the overall population in GO29365.

Table 56: Parameters and goodness-of-fit statistics for loncastuximab tesirine weighted
vs GO29365, PFS

Parameter | Coefficient SE LCI UcCl AIC BIC
Generalised Constant [ [ [ ] 326.0 334.9
gamma In(sigma) HE B |
kappa I Il B
Weibull Constant ] ] ] ] 371.9 377.9
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Parameter | Coefficient SE LCI UcCl AIC BIC

Ln(p) Il B B
Gompertz Constant [ [ [ B

gamma B I I i 344.3 350.3
Exponential Constant - - - - 383.0 386.0
Lognormal Constant [ ] ] I

negma) | NN | BEE | BEm | om0 | ¢
Loglogistic Constant - - - -

nganre) | | BN | DN | mmm | 0 | *°

Abbreviations: AIC, Akaike's Information Criterion; BIC, Bayesian Information Criterion; LCI, lower confidence

interval; PFS, progression-free survival; SE, standard error; UCI, upper confidence interval.

Table 57: Parameters and goodness-of-fit statistics for GO29365, PFS

Parameter | Coefficient SE LCI UClI AlC BIC

Generalised Constant - - - -
gamma In(sigma) I B O | o 413.4

kappa | Il N ]

Weibull Constant ] B ]
——0_—— 4264 432.4

Ln(p) | Il N ]

Gompertz Constant [ [ ] ]
a1 418.0 423.9

gamma | Il N ]
Exponential Constant [ ] B ] 425.1 428.1

Lognormal Constant - - - -
. 01 406.3 412.3

Ln(sigma) | I N ]

Loglogistic Constant - - - -
410.0 416.0

Ln(gamma) | [N Il N ]

Abbreviations: AIC, Akaike's Information Criterion; BIC, Bayesian Information Criterion; LCI, lower confidence

interval; PFS, progression-free survival; SE, standard error; UCI, upper confidence interval.

Table 58: Hazard ratio for the third-line-plus population

Population N Median survival HR, 2L vs 3L+ (95% HR, 3L+ vs overall
(months) Cl) (95% CI)

2L 50 11.5 - -

3L+ 102 6.1 0.53 (0.38 t0 0.74) 1.18 (1.09 to 1.26)

Abbreviations: 2L, second-line; 3L+, third-line plus; Cl, confidence interval; HR, hazard ratio.
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Figure 33 and Figure 34 present a comparison of extrapolations with the PFS KM curve, and the
long-term extrapolations for loncastuximab tesirine respectively. Table 59 presents a summary

of the long-term extrapolations.

Figure 33: Parametric fits for PFS compared with KM data — loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; PFS, progression-free survival.
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Figure 34: Long-term PFS extrapolations — loncastuximab tesirine

Abbreviations: PFS, progression-free survival.

Table 59: Summary of long-term extrapolations for PFS — loncastuximab tesirine

Exponenti Gamma Gompertz | Loglogisti | Lognormal Weibull
al c
Median survival | [ I I I I I
(months)
1- year survival I I I I I I
2-year survival I I I I I I
5-year survival I I I I I I

Abbreviations: PFS, progression-free survival.

Figure 35 presents the long-term extrapolations for Pola+BR and Table 60 summarises the

long-term outcomes.
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Figure 35: Long-term extrapolations for PFS - Pola+BR

Abbreviations: PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

Table 60: Summary of long-term extrapolations for PFS — Pola+BR

Exponential Gamma Gompertz Loglogistic Lognormal Weibull
Median I I HE | N HE |
survival
(months)
I- year I I HE | N HE |
surviva
2-year I I HE | N HE |
surviva
S-year I I HE | N HE |
surviva

Abbreviations: PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

The generalised gamma model shows the best statistical fit for loncastuximab tesirine and
Pola+BR, and clinical experts explained that the pattern of survival for PFS was likely to be
similar to OS, with a reduction in events after two years. As such the generalised gamma curve

was selected to extrapolate PFS for loncastuximab tesirine and Pola+BR in the base-case.
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Figure 36 and Figure 37 present predicted vs observed hazards for PFS for loncastuximab

tesirine and Pola+BR respectively.

Figure 36: Predicted vs observed PFS hazards — loncastuximab tesirine

Abbreviations: PFS, progression-free survival.
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Figure 37: Predicted vs observed PFS hazards - Pola+BR

Abbreviations: PFS, progression-free survival; Pola+BR, polatuzumab plus bendamustine plus rituximab.

B.3.3.1.3.3.TTD

Table 61 presents the parameters and goodness-of-fit statistics for extrapolations of TTD for
loncastuximab tesirine and Figure 38 presents a comparison of extrapolations with KM data.
The generalised gamma model shows a good fit to the data and was selected for the base-case

analysis. Time on treatment was capped at one year, per the trial protocol.

Table 61: Parameters and goodness-of-fit statistics for loncastuximab tesirine weighted
vs COTA, TTD

Parameter | Coefficient SE LCI UCl AIC BIC
Generalised Constant - - - -
gamma In(sigma) B B B | Bl | 5«7 | 556
kappa Il B B
Weibull Constant Il B B 547. 553.0
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Parameter | Coefficient SE LCI UcCl AIC BIC

Ln(p) Il B B
Gompertz Constant [ [ [ B

Jamma B I I i 560.6 566.5
Exponential Constant - - - - 562.2 565.1
Lognormal Constant [ ] I I

negma) | HEN | BEE | BEW | mam | | %2
Loglogistic Constant - - - -

hearma) | N NEE | DEE | W | 0 | %%

Abbreviations: AIC, Akaike Information Criterion; BIC, Bayesian Information Criterion; LCI, lower confidence intervals;

SE, standard error; TTD, time to discontinuation; UCI, upper confidence interval.

Figure 38: Parametric fits for TTD compared with KM data — loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; TTD, time to discontinuation.
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For Pola+BR, patients were assumed to receive 6 cycles of treatment, unless they progressed

prior to completion.

B.3.3.1.4. Loncastuximab tesirine vs chemotherapy

Outputs of the MAIC demonstrate that the proportion hazards assumption holds between
loncastuximab tesirine and chemotherapy for OS. The Schoenfeld residuals test does not reject
the assumption of proportion hazards, and the log-cumulative hazard plots appear to show
proportionality. As such, OS outcomes for chemotherapy were estimated by applying the HR

from the MAIC to curves for loncastuximab tesirine.

Figure 39: OS Schoenfeld test, loncastuximab tesirine and chemotherapy

Global Schoenfeld Test p: 0.09149

Schoenfeld Individual Test p: 0.0915
201

101 n g

PR - LI B T P M D X T

Beta(t) for Treatment
[a=]

040 18 28 43 58 81 11 20
Months

Abbreviations: OS, overall survival.
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Figure 40: OS log-cumulative hazard plot, loncastuximab tesirine and chemotherapy
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Abbreviations: CT, chemotherapy; Lonca, loncastuximab tesirine; OS, overall survival; unadj, unadjusted.

B.3.3.1.4.1.Survival extrapolations for loncastuximab tesirine

Survival extrapolation was conducted for loncastuximab tesirine and comparator arms of the
model. Standard parametric survival analysis consisted of fitting six parametric distributions to
the observed data: exponential, Weibull, Gompertz, log-logistic, log-normal, and generalised
gamma distributions. The process of selecting the most appropriate parametric model was
assessed using goodness-of-fit statistics, visual comparison with KM curves and clinical expert
validation of long-term extrapolations and the underlying hazard functions. The standard
parametric survival analyses followed the approach outlined in the NICE DSU technical support
document 14 (91). Where the standard methods for extrapolation did not provide a good fit,
consideration was also given to more flexible methods. Spline models with up to 5 degrees of

freedom were also considered, using the hazards, odds and normal scales.
Figure 41 presents the PFS, OS and TTD curves for loncastuximab tesirine.
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Figure 41: PFS, OS and TTD curves for loncastuximab tesirine
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Abbreviations: OS, overall survival; PFS, progression-free survival; TTD, time to discontinuation.

B.3.3.1.4.2.Overall survival

For the analysis of OS, a two-stage estimation method was applied to remove the impact of
CAR-T. A secondary baseline was defined using the time of discontinuation from loncastuximab
tesirine, and survival post-discontinuation was estimated. Accelerated failure time (AFT) models
were then estimated, including a covariate for subsequent use of CAR-T, as well as age,
number of prior therapies, response to first-line and previous line of treatment, ECOG score at
baseline and disease stage at diagnosis. Log-logistic, log-normal, Weibull and generalised
gamma models were tested and the log-logistic model was used in the base-case as it shows
the best statistical fit. Counterfactual survival times were then generated for each patient and

analysed using standard methods. Figure 42 presents the observed and adjusted KM curves.
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Figure 42: Observed and counterfactual survival times
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Table 62 presents the Akaike information criterion (AIC) and Bayesian information criterion

(BIC) values for each parametric survival distribution for loncastuximab tesirine, while Figure 43

shows the parametric fits compared with the KM data. The Gompertz and generalised gamma

distributions were associated with the lowest AIC/BIC statistics. As with the comparison to

Pola+BR, the generalised gamma curve has been selected as the base-case model for OS

using the LOTIS-2 population, as it aligns with clinical input that mortality will slow over time but

is unlikely to exhibit the plateau seen in the Gompertz curve.

Table 62: Goodness-of-fit statistics and parameters for OS

Parameter | Coefficient SE LCI ucCl AlIC BIC
Generalised | Constant [ [ ] ]
gamma In(sigma) HE B EE | s 437.6
kappa ] Il I
Weibull Constant ] B e I
——_— 4526 458.6
Ln(p) ] Il I
Gompertz Constant [ e ] ]
——_ 4296 4355
gamma [ Il I
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Parameter | Coefficient SE LCI UcCl AIC BIC
Exponential | Constant [ [ [ B 457.2 460.1
Lognormal Constant - - - -

ngma) | HEE | HEE | mm mm | " | Y°
Loglogistic Constant - - - -

nganma) | N | HEE | BEE | mm | V° | Y

Abbreviations: AIC, Akaike information criteria; BIC, Bayesian information criteria; LCI, lower confidence interval; OS,
overall survival; PFS, progression-free survival; SE, standard error; UCI, upper confidence interval.

Figure 43: Parametric fits for OS compared with KM data — loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; OS, overall survival.
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Figure 44: Long-term OS extrapolations, loncastuximab tesirine

Abbreviations: OS, overall survival.

Table 63: Summary of long-term extrapolations for OS — loncastuximab tesirine

Exponential Gamma Gompertz Loglogistic Lognormal Weibull
Median || || HE | N HE |
survival
(months)
2 year | | HE | N HE
surviva
S-year | | HE | N HE
surviva
10-year | | HE | N HE
survival

Abbreviations: OS, overall survival.
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Figure 45: Smoothed OS hazard and predicted hazard for the generalised gamma curve

Abbreviations: OS, overall survival.

B.3.3.1.4.3.Progression-free survival

Table 64 presents the AIC (Akaike Information Criterion) and BIC (Bayesian Information
Criterion) values for each parametric survival distribution for loncastuximab tesirine, while Figure
46 show the parametric fits compared with the KM data. The generalised gamma distributions
provided a good visual fit to the observed data and was associated with the lowest AIC/BIC
statistics. Figure 47 compares the smoothed hazard function for PFS to the predicted hazard
from the generalised gamma model. The model shows a good fit to the hazard function, and it
was not considered necessary to fit more flexible models. As in the comparison to Pola+BR, the

generalised gamma function was applied in the model base case.

Table 64: Goodness-of-fit statistics and parameters for PFS

Parameter | Coefficient SE LCI UClI AlC BIC
Generalised | Constant [ e [ [ 326.0 334.9
gamma In(sigma) Il B | .

kappa I Il B
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Parameter | Coefficient SE LCI UClI AlC BIC

Weibull Constant [ [ [ [ 371.9 377.9
Ln(p) Il B B

Gompertz Constant [ [ [ [ 344.3 350.3
gamma Il B B

Exponential Constant [ [ ] [ ] [ ] 383.0 386.0

Lognormal Constant [ [ ] [ ] [ ] 345.9 351.9
Ln(sigma) Il B B

Loglogistic Constant [ [ ] [ ] [ ] 350.6 356.6
tngamma) | [ |1 HE B

Abbreviations: AIC, Akaike information criteria; BIC, Bayesian information criteria; LCI, lower confidence interval;
PFS, progression-free survival; SE, standard error; UCI, upper confidence interval.

Figure 46: Parametric fits for PFS compared with KM data - loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; PFS, progression-free survival.
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Table 65: Summary of long-term extrapolations for PFS — loncastuximab tesirine

Exponential Gamma Gompertz | Loglogistic | Lognormal Weibull
Median I I N N || ||
survival
(months)
1- year N N I N || ||
surviva
2-year | I I | N || ||
surviva
S-year N N I N || ||
surviva

Abbreviations: PFS, progression-free survival.

Figure 47: Smoothed PFS hazard and predicted hazard for the generalised gamma curve

Abbreviations: PFS, progression-free survival.

B.3.3.1.4.4. Time-to-discontinuation

Table 66 presents the AIC and BIC values for each parametric survival distribution for

loncastuximab tesirine, while Figure 48 show the parametric fits compared with the KM data.
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The generalised gamma distributions provided a good visual fit to the observed data and was
associated with the lowest AIC/BIC statistics. Figure 49 compares the smoothed hazard function
for TTD to the predicted hazard from the generalised gamma model. The maximum treatment
duration is one year and time on treatment was capped in the CEM. The generalised gamma

function was applied in the model base case.

Table 66: Goodness-of-fit statistics and parameters for TTD

Parameter | Coefficient SE LCI UcCl AlC BIC

Generalise | Constant [ ] e ]
dgamma  ° - ioma) | I | I 544.7 553.6

kappa | | ] ]

Weibull Constant - - - -
1 547.0 553.0

Ln(p) | | I ]

Gompertz Constant ] [ ] ]
1 560.6 566.5

gamma | | I ]
Exponential | Constant - - - - 562.2 565.1

Lognormal Constant - - - -
, — w1 084.2 590.2

Ln(sigma) | | I ]

Loglogistic | Constant ] ] I I
Ln(gamma | | I ] 581.0 586.9

)

Abbreviations: AIC, Akaike information criteria; BIC, Bayesian information criteria; LCI, lower confidence interval; SE,
standard error; TTD, time to discontinuation; UCI, upper confidence interval.
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Figure 48: Parametric fits for TTD compared with KM data — loncastuximab tesirine

Abbreviations: KM, Kaplan-Meier; TTD, time to discontinuation.
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Figure 49: Smoothed TTD hazard and predicted hazard for the generalised gamma curve

Abbreviations: TTD, time to discontinuation.

B.3.3.1.4.5.Chemotherapy outcomes

The OS hazard ratio for chemotherapy is taken from the MAIC described in Section B.2.9. This
analysis used IPD from the March 2022 data-cut of LOTIS-2 and aggregate data from two
extension studies of the CORAL trial. Patients in the LOTIS-2 trial were selected based on the
eligibility criteria and population characteristics of the CORAL extension studies. Patients i