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Abbreviations

AE
AIC
ASCO
ASH
BCMA
BIC

Cl
CD38
CR
CRAB
CRD
CRS
CT

DLT
DMC

DMSG

DoCR

DoR

DRG

DSA

ECOG PS

EHA

EMA

EORTC QLQ-30

EQ-5D
ESMO
ESS
FISH
FLC
HBV
HR
HRQoL
HTA
ICANS
ICER
IMiD
IMWG
ISS

ITC
KM
LoT
mAbs
MAH

Adverse event

Akaike information criterion

American Society of Clinical Oncology
American Society of Hematologic

B-cell maturation antigen

Bayesian information criterion
Confidence interval

Cluster of differentiation 38

Complete response

Calcium elevation, renal failure, anemia and lytic bone lesions
Centre for Review and Dissemination
Cytokine release syndrome

Computed tomography

Dose limiting toxicities

Danish Medicines Council

Danish Myeloma Study Group

Duration of complete response

Duration of response

Diagnosis-related group

Deterministic sensitivity analysis

Eastern Cooperative Oncology Group performance status
European Hematologic Association
European Medicines Agency

European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire Core 30 item
EuroQol 5 Dimension

European Society for Medical Oncology
Effective sample size

Fluorescence in situ hybridization

Free light chains

Hepatitis B virus

Hazard ratio

Health-related quality of life

Health technology assessment

Immune effector cell-associated neurotoxicity syndrome
Incremental cost-effectiveness ratio
Immune-mediated inflammatory disease
International Myeloma Working Group
International Staging System

Indirect treatment comparison

Kaplan Meier

Lines of treatment

Monoclonal antibodies

Market Authorization Holder
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MAIC
MeSH
MM
MOA
MR
MRD
M-protein
NDMM
NE

(0N

PD

PFS
PGIC
PH

Pl

PICO
PPP
PPS
PRISMA
PRO
QALY
QLQ-MY20
Q2w
RCT
RDI
RRMM
SC
SmPC
TCE
TCR
TNF
TTD

Matching-adjusted indirect comparison
Medical subject headings

Multiple myeloma

Mode of action

Minimal response

Minimal residual disease

Monoclonal protein

Newly diagnosed multiple myeloma
Not estimable

Overall survival

Progressive disease

Progression free survival

Patient Global Impression of Change
Proportional hazard

Proteasome inhibitor

Population, Intervention, Comparison and Outcomes
Pharmacy purchasing price

Post Progression Survival

Preferred Reporting Items for Systematic Reviews and Meta-Analysis
Patient Reported Outcomes

Quality adjusted life year

Multiple Myeloma module quality of life (QoL) questionnaire
Once every 2 weeks

Randomised controlled trial

Relative dose intensity
Relapsed/refractory multiple myeloma
Subcutaneous

Summary of product characteristics
Triple-class exposed

Triple-class refractory

Tumor necrosis factor

Time to treatment discontinuation
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1. Regulatory information on the
medicine

Overview of the medicine

Proprietary name

Elrexfio®

Generic name

Elranatamab

Therapeutic
indication as

Elranatamab is indicated as monotherapy for the treatment of adult
patients with relapsed and refractory multiple myeloma (RRMM), who

defined by EMA have received at least three prior therapies, including an immunomodu-
latory agent, a proteasome inhibitor, and an anti-CD38 antibody and
have demonstrated disease progression on the last therapy.

Marketing Pfizer

authorization

holder in Denmark

ATC code LO1FX32

Combination
therapy and/or co-
medication

Recommended pre-treatment medicinal products. The following pre-
treatment medicinal products should be administered approximately 1
hour prior to the first three doses of elranatamab, which includes step-
up dose 1, step-up dose 2, and the first full treatment dose:

e  paracetamol 500 mg orally (or equivalent)

e dexamethasone 20 mg orally or intravenously (or equivalent)

e diphenhydramine 25 mg orally (or equivalent)

e  Prophylactic antimicrobials and anti-virals should be
considered according to local institutional guidelines

(Expected) Date of
EC approval

December 8 2023
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Overview of the medicine

Has the medicine
received a
conditional
marketing
authorization?

Yes. March 2025. In order to further characterise the duration of
response and long-term safety in subjects with multiple myeloma (MM)
who have received at least three prior therapies, including an
immunomodulatory agent, a proteasome inhibitor, and an anti-CD38
antibody, the market authorization holder (MAH) shall submit the final
study report of C1071003, a Phase 2, open-label, multicentre, non-
randomised study of elranatamab monotherapy in participants with MM
who are refractory to at least one Pl, one IMiD, and one anti-CD38 Ab.

June 2027. In order to confirm the efficacy and safety of elranatamab
indicated as monotherapy for the treatment of adult patients with
RRMM, who have received at least three prior therapies, including an
immunomodulatory agent, a proteasome inhibitor, and an anti-CD38
antibody, and have demonstrated disease progression on the last
therapy, the MAH shall submit the results of study C1071005 a phase 3
randomised study of elranatamab monotherapy and elranatamab +
daratumumab versus daratumumab + pomalidomide + dexamethasone
in participants with RRMM, who have received at least one prior line of
therapy, including lenalidomide and a PI.

Accelerated
assessment in the
European Medicines
Agency (EMA)

N/A

Orphan drug
designation (include
date)

N/A

Other therapeutic
indications
approved by EMA

N/A

Other indications
that have been
evaluated by the
DMC (yes/no)

N/A

Dispensing group

BEGR

Packaging — types,
sizes/number of
units and
concentrations

Elranatamab 40 mg/mL solution for injection: 2 different volumes
available:
One single vial containing 44 mg of elranatamab in 1.1 ml (40 mg/ml)
One single vial containing 76 mg of elranatamab in 1.9 ml (40 mg/ml)
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2. Summary table

Therapeutic indication
relevant for the assessment

Elranatamab is indicated as monotherapy for the treatment of
adult patients with relapsed and refractory multiple myeloma
(RRMM), who have received at least three prior therapies,
including an immunomodulatory agent, a proteasome inhibitor,
and an anti-CD38 antibody and have demonstrated disease
progression on the last therapy.

Dosage regiment and
administration

Elranatamab 40 mg/mL solution for injection: 2 different
volumes available:

e  Vial containing 44 mg of elranatamab in 1.1 ml (40 mg/ml)
e  Vial containing 76 mg of elranatamab in 1.9 ml (40 mg/ml)

Choice of comparator

Teclistamab

Prognosis with current
treatment (comparator)

Multiple myeloma (MM) is considered an incurable disease,
with most patients experiencing multiple relapses that require
further treatment (i.e. relapsed or refractory MM (RRMM))
even in those who respond to treatment initially. Efficacy of
treatment regimens decreases with relapses leading to reduced
duration of response and increased therapy resistance.

Patients with MM report impaired health-related quality of life
(HRQoL). Moreover, current MM therapies are associated with
a number of toxicities that may negatively impact HRQoL.

Type of evidence for the
clinical evaluation

Elranatamab:

e  MagnetisMM-3. Ongoing, multicenter, open-label, single-
arm, phase 2 study

Teclistamab:

e  MajesTEC-1. Ongoing, first-in-human, multicenter, open-
label, single-arm, phase 1/2 study.

Indirect comparative analysis (MAIC) of elranatamab and

teclistamab

15



e%e

Most important efficacy
endpoints (Difference/gain
compared to comparator)

os

Elranatamab: At 14.7 months OS was not reached, and the
Kaplan—Meier estimate at 14.7 months was 56.7% (95% Cl:
47.4-65.1). Latest follow-up (data cut-off date September 11
2023; median duration 17.6 months) showed a median OS of
21.9 months. OS not mature yet — study still ongoing.

Results from an extended follow up was recently presented at
EHA June 2024. Updated results in BCMA-naive patients > 2
years after the last patient was initially dosed in Magnetism
MM-3 showed a median OS of 24.6 months ( 95%Cl, 13.4 -not
evaluable (NE) months (81).

Teclistamab: With a median follow-up of 22 months median OS
was 21.91 months (95% Cl, 16.0—-NE).

Indirect comparison: Naive analysis: OS is equal. MAIC analysis -
elranatamab was associated with a numerically longer OS
compared with teclistamab (not statistically significant).

PFS

Elranatamab: At the 14.7 months follow-up, 33.3% of patients
still received elranatamab and median PFS was not reached.
Kaplan—Meier estimate of PFS at 14.7 months was 50.9% (95%
Cl: 40.9-60.0). Last follow-up (data cut-off date September 11
2023; median duration 17.6 months) showed sustained clinical
efficacy with a median PFS of 17.2 months.

Teclistamab: Median follow-up of 23 months median PFS was
11.3 months (95% Cl, 8.8-16.4).

Indirect comparison: Naive analysis: N/A. MAIC: Elranatamab
associated with significantly longer PFS than teclistamab.

Most important serious
adverse events for the
intervention and comparator

Most important serious adverse events reported for
elranatamab in 25% of patients (Cohort A) were COVID-19
pneumonia: 17 (13.8%), cytokine release syndrome: 16 (13%),
pneumonia: 12 (9.8%).

Most common serious adverse events for teclistamab in 25% of
patients (Cohort A) were COVID 19: 24 (14.5%), pneumonia: 17
(10.3%) and sepsis: 3 (1.5%).

Impact on health-related
quality of life

Clinical documentation: Overall, treatment with elranatamab
demonstrated improvements in QoL in heavily pre-treated
patients with RRMM.

Health economic model: N/A (cost-minimization analysis)

Type of economic analysis
that is submitted

Cost-minimization model adopting a partitioned survival
approach

Data sources used to model
the clinical effects

. Elranatamab: MagnetisMM-3 (46,49-52).
. Teclistamab: MajesTEC-1 (48,53).
. MAIC analysis of elranatamab and teclistamab (64)
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Data sources used to model
the health-related quality of
life

N/A (cost-minimisation analysis)

Life years gained

N/A (cost-minimisation analysis)

QALYs gained

N/A (cost-minimisation analysis)

Incremental costs

Base case 1: -346,935 DKK per patient in savings with
elranatamab (vs. teclistamab)

Base case 2: -775,894 DKK per patient in savings with
elranatamab (vs. teclistamab)

ICER (DKK/QALY)

N/A (cost-minimisation analysis)

Uncertainty associated with
the ICER estimate

ICER: N/A
Incremental costs: TTD, RDI, mean weight and vial sharing

Number of eligible patients in
Denmark

Incidence: 60% out of 90 patients (i.e., 54 RRMM patients)
Prevalence: 3,500 patients

Budget impact (in year 5)

-17,271,984 DKK
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3. The patient population,
Intervention, choice of
comparator(s) and relevant
outcomes

3.1 The medical condition
3.1.1 Pathophysiology of Multiple Myeloma

Multiple myeloma (MM) is a plasma cell malignancy characterized by the proliferation of
a single clone of plasma cells derived from B cells in the bone marrow, which leads to
hypercalcemia, renal impairment, anemia, bone fractures, and susceptibility to infections
(1). It is a biologically heterogenous malignancy that appears to arise from the
accumulation of chromosomal abnormalities in plasma cells, a type of white blood cell,
responsible for the production of antibodies (1). These malignant plasma cells (myeloma
cells) migrate and collect in the bone marrow of multiple bones, leaving less space for
healthy cells and interfering with the production of other normal blood cells such as red
blood cells and platelets. Malignant plasma cells can also be extramedullary or found in
the peripheral blood and/or soft tissues and organs, which leads to damage in other
anatomic locations (2).

A characteristic feature of myeloma cells is the overexpression and secretion of a high
level of a harmful abnormal antibody called monoclonal immunoglobulin or monoclonal
protein (M-protein) (2,3). M-proteins accumulate, interfering with organ function and
causing damage (2). Roughly 15% to 20% of patients with MM have myeloma cells that
produce only part of the immunoglobulin, the free light chains (FLCs), whereas <3%
secrete no M-protein. In addition, B-cell maturation antigen (BCMA) expression is a
hallmark of myeloma cells. BCMA is a member of the tumor necrosis factor (TNF)
receptor family, which enhances both survival and proliferation (4,5).

Clinical symptoms and diagnosis of multiple myeloma

The M-proteins, FLCs, and malignant cells as well as the inflammatory cytokines secrete
are responsible for several deleterious effects that lead to organ damage and the
symptoms experienced by patients with MM (2). The most common symptoms of MM
are related to the underlying pathology of the CRAB features, i.e. calcium elevation, renal
failure, anemia, and lytic bone lesions (2). Most patients present with pain, especially
bone pain, and fatigue; dyspnea and neurologic symptoms are also common ). MM has a
heterogeneous progression pathway, with periods of disease control after initial therapy
followed by progression, typically with subsequently shorter periods of response and
relapse with each successive therapy (6).

MM is diagnosed based on the detection of serum M-protein levels, clonal plasma cell
infiltration in bone marrow and assessment of biomarkers and CRAB features. These
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criteria have been established by the International Myeloma Working Group (IMWG),
and involve assessments of blood tests, urine tests, bone marrow examination, CT scan
of the skeleton as well as the assessment of the cytogenetic profile (7). In Denmark, MM
is diagnosed based on the nationwide clinical guidelines, developed by the Danish
Myeloma Study Group (DMSG) (8,9), which are aligned with the IMWG guidelines.

Prevalence and prognosis in Denmark

MM is the second most common hematologic malignancy in Denmark with a total of
approximately 3,500 people living with this disease (10) of which approximately 2,058
require treatment (11). Each year approximately 380 new patients are diagnosed with
MM, who require treatment, with a median age around 70 years (12).

The risk of MM increases with age and occurs slightly more frequently in men than in
women (13). The prevalence of MM is increasing due to the increasing average life
expectancy of the Danish population as well as improved prognosis (13). The latter is due
to the introduction of high-dose chemotherapy with stem cell transplant in the early
1990s and the many new treatments that have been introduced since then (13). With
the introduction of proteasome inhibitors (PI), immunomodulatory drugs (IMiDs) and
particularly monoclonal antibodies (mAbs) the 5-year survival rate has increased more
than 10% points over the last 5 years for both younger (i.e. < 70 years of age) and older
patients (i.e. >70 years of age) in Denmark (11).

According to the 2021 annual report from the Danish Myeloma Study Group (DMSG) the
3-year survival for Danish patients with MM is 82% for younger patients (<70 years), 58%
for older patients (>70 years) and 69% for the entire patient group (11). The 5-year
survival for the same patient groups is 69%, 40% and 53% (12).

Despite the advances and availability of multiple therapeutic options, MM is considered
an incurable disease, with most patients experiencing multiple relapses that require
further treatment (i.e. relapsed or refractory MM, RRMM) even in those who respond to
treatment initially (2,14). The efficacy of treatment regimens decreases with each
relapse, leading to reduced duration of response (DoR) and increased resistance to
available therapies (2). The increasing complexity of tumor genetics, the accumulation of
mutations, and the tumor microenvironment all contribute to reduced efficacy of
treatments and refractoriness over time and over increasing line(s) of treatment (LoT)

(2).

Apart from refractoriness to previous treatment regimens, age and/or frailty, there are
also other disease- and patient-related factors that may impact prognosis negatively,
such as high-risk cytogenetic features, high tumor burden (i.e., high International Staging
System, ISS stage), renal impairment, and extramedullary plasmacytomas (15-17).

Health-Related Quality of Life

Patients with MM experience variable morbidity caused by bone destruction/ fractures,
renal dysfunction, bone marrow failure, high infection rates and potential physical
disability. The most prevalent symptoms across the disease pattern from diagnosis to
advanced MM disease stage are fatigue, pain, insomnia, and peripheral neuropathy
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resulting in decreased physical, cognitive and role functioning (18). In addition, a
substantial proportion of MM patients report depression, anxiety, and impairment of
psychosocial well-being (19). As a result, patients with MM report impaired health-
related quality of life (HRQoL). Moreover, current therapies for MM are associated with
a number of toxicities that may also negatively impact patients’ quality of life (21).

3.2 Patient population

The relevant Danish patient population for this application is adult patients with relapsed
and refractory multiple myeloma, who have received at least three prior therapies,
including an immunomodulatory agent (IMiD), a proteasome inhibitor (PI), and an anti-
CD38 antibody and have demonstrated disease progression on the last therapy; in line
with the approved EMA indication for elranatamab (Elrexfio®) (21). Relapsed and
refractory MM (RRMM ) is defined as disease that is nonresponsive on salvage therapy or
progresses within 60 days of the last therapy in patients who achieved at least a minimal
response (MR) to treatment prior to disease progression (21). With each successive
relapse, symptoms return, quality of life worsens, and the chance and duration of
response typically decreases. Therefore, there remains a significant and critical unmet
need for new therapeutic options with alternative mechanisms of action that can better
control the disease; provide deeper, more sustained responses; and yield better long-
term outcomes including maintenance of HRQolL.

Patients with RRMM may receive different MM treatment combinations/ regimens with
each relapse. RRMM can therefore be divided into distinct subsets, defined by the
patient's previous exposure and response to the different types of treatment.
Triple-class exposed (TCE) patients refer to patients who have been treated with a
proteasome inhibitor (Pl such as bortezomib, carfilzomib and ixazomib), an immuno-
modulatory drug (IMiD such as thalidomide, lenalidomide and pomalidomide) and anti-
CD38 monoclonal antibody (such as daratumumab and isatuximab). They have typically
received one drug from each treatment class in various combinations (22,23). While they
may have relapsed, they are not necessarily refractory to these treatments. Triple class
refractory (TCR) patients, on the other hand, have been treated with and are refractory
to these three main drug classes (P, IMiD and anti-CD38-mAb) (24,25). Patients are
defined as pentarefractory if they are refractory to two IMiDs, two Pls and one anti-CD38
monoclonal antibody (23,26-28).
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Figure 1 Types of refractory and relapsed MM.

Abbreviations: CD38, cluster of differentiation 38; IMiD, immunomodulatory drug; mAb, monoclonal antibody;
NDMM, newly diagnosed multiple myeloma; Penta, penta-refractory; Pl, proteasome inhibitor; RRMM,
relapsed or refractory multiple myeloma; TCE, triple-class exposed; TCR, triple-class refractor. Source: Adapted
from (22,29,30).

The Danish myeloma database does not contain information on the prevalence and
incidence of TCE or TCR MM patients. However, the DMC, has estimated the number of
patients that reach fourth line treatment and thus are TCE/TCR estimated to be 90
patients per year, and of these approximately 60% (54 patients) would be eligible for
treatment with teclistamab (31). As teclistamab has the exact same indication as
elranatamab, the eligible patient population for elranatamab is also estimated to 54
patients per year.

Table 1 Incidence and prevalence of MM in Denmark in 2017 -2021.

Year 2017 2018 2019 2020 2021
Incidence in 537 552 607 564 632
Denmark
Prevalence in 2,665 2,852 3,106 3,332 3,577
Denmark

Source: (10).
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Table 2 Estimated number of patients eligible for treatment.

Year Year 1l Year 2 Year 3 Year 4 Year 5

Number of patients 54 54 54 54 54
in Denmark who are

eligible for

treatment in the

coming years

3.3  Current treatment options

The goals of therapy include inducing deep and lasting remissions to prolong both PFS
and OS, in addition to relieving disease-related symptoms and preserving HRQoL (32,33).
The exact approach depends on a patient’s risk classification, health status, age, and
prior treatment history.

In Denmark treatment of MM is based on the nationwide clinical guidelines, developed
by the Danish Medicines Council and the DMSG (8,9) and consists of a combination of
chemotherapy and immunotherapy that is given in different treatment regimens, and as
a general rule continuously until disease progression. The disease at some point
becomes refractory to the given treatment, and then the patient needs a different type
of treatment regimen with a different mode of action (MoA). The various treatment
lines/regimens in Danish clinical practice are outlined in the treatment algorithm in
Figure 2.

_B‘}“""l‘. gsalgoritme for nydi i k 1 for ny patienter med 1 vskraell,
patienter med knoglemarvskraft, der er kandidater dor ikke or kandidater til } 1 N -
til knoglemarvstransplantation
| T 1
Induktion:
BorlenDex

oo
=
i HDT
= DaraliorMelPred BorlenDex

~% Eventuel kensolidering
= BorlenDex

-

vedligehold
- lenalidomid
Patienter med SRR, omme ktaere

= refractare lang remission® Dams relraktere Dara-fglsomme Dara-felsomme
-

g - Induktion:

< BorLenDex eller CarLenDex

CartenDa

3 DaralenDex  DaraBorDex ;I or X DaralenDex DaraBorDex
g. EloLenDex

% HOT

~

®re of len-refrakire

CarDex eller
PomDex eller DaralenDex DaraBorDex PomBarDex eller PomDex eller CarDex
PomBorDex

3, linje
behandling

® § Dare-relrakiae og | Data-relrakiere og len-refiakuere
o

v =

3 PomDex PomDex efler

=5 eller PomBorDex aler Pombex eller CarDex
e CarDex CarDex

“For paherer [ved\RRRolslseeEe handIng o1 Iang remiznon > 3 3¢

den veddlgrtcl el sesont ger lorg

Figure 2 Treatment algorithm for patients with multiple myeloma (MM).
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As can be seen from Figure 2, treatment of RRMM is heterogenous and the regimen
selected should consider a patient’s previous treatments, including response and
tolerability, as well as their frailty/performance status, preferences, co-morbidities and
patient preferences, including the number of treatment visits.

Carfilzomib- and pomalidomide-containing regimens are the recommended treatment in
the 4th and subsequent lines (i.e. can be used for 3rd relapse to patients who have
received at least three previous treatments). Carfilzomib and dexamethasone (CarDex),
pomalidomide and dexamethasone (PomDex), or pomalidomide, bortezomib and
dexamethasone (PomBorDex) are the recommended treatment regimens, while
pomalidomid + cyklofosfamid + dexamethason (PomCyDex) can be considered (8).

On February 21 2024, the DMC recommended teclistamab as a treatment option for
adult patients with RRMM in 4% or |ater lines of therapy, as compared to pomalidomide -
or carfilzomib-containing treatment regimens the DMC assessed that treatment with
teclistamab postpones the time to disease progression and increases patients' survival
(31). The recommendation applies to patients who are in good general condition
(performance status 0-1) and who have received at least three previous treatments,
including an immunomodulatory drug, a proteasome inhibitor and an anti-CD38
antibody, and who have had disease progression during the last recent treatment.

Real world studies show that the median OS of TCR patients is approximately 1 year
(34,35), and a Danish real-world study, showed that TCE patients who started a
pomalidomide-based regimen had a median OS of approximately 1 year (36). At a
median follow-up of 14.1 months RRMM patients treated with teclistamab in the
MajecTEC-1 trial had a median duration of OS of 18.3 months (95% Cl, 15.1 to not
estimable) (37).

For patients who experience disease progression during 4" line treatment or who can no
longer tolerate the treatment, the treatment options are limited. These patients are
generally penta-refractory and retrospective real-world studies show that the median
remaining life expectancy is approx. 6 months (27,38). In a recently published RWD study
with 123 German patients treated with teclistamab, of which 60% were penta-refractory,
the median OS was not reached after a median of 5.5 months of follow-up (39).

3.4 The intervention

Elranatamab is a humanized, off-the-shelf, bispecific antibody that targets BCMA on
myeloma cells and CD3 on T-cells (Figure 3) (21). It is comprised of humanized anti-BCMA
and anti-CD3e targeting arms paired on an IgG2a backbone with nullified Fc binding
function, which leads to a longer half-life.
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Anti-CD3 H and L chain
(Derived from PF-06863059)

Anti-BCMA H and L chain
(Derived from PF-06863058)

— b

Figure 3 Molecular structure of elranatamab.
Abbreviations: BCMA, B-cell maturation antigen

Elranatamab binds to the BCMA expressed on the surface of myeloma cells (present on
80% to 100% of myeloma cells) and to the CD3 receptor on T-cells, effectively creating a
bridge between them (see Figure 4 (40-42).

Cytotoxic T cell activation

Elranatamab &% Tumar cell
A killing

Figure 4 Mechanism of action of elranatamab.
Abbreviations: BCMA, B-cell maturation antigen

Activated T-cells release perforin and granzyme B leading to cytolysis of myeloma cells
(40,43-45). Elranatamab-mediated activation of T-cells also leads to cytokine release,
enhancing the immune response and recruiting tumor-infiltrating lymphocytes to the
myeloma cells (46).

Elranatamab received a conditional marketing authorisation from EMA in December
2023, and pursuant to Article 14-a of Regulation (EC) No 726/2004, the Danish Medicines
Agency shall complete within stated timeframes (refer to section 1 for further details).

Overview of intervention
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Overview of intervention

Therapeutic
indication relevant
for the assessment

Elranatamab (Elrexfio®) is indicated as monotherapy for the treatment of
adult patients with relapsed and refractory multiple myeloma, who have
received at least three prior therapies, including an immunomodulatory
agent, a proteasome inhibitor, and an anti-CD38 antibody and have
demonstrated disease progression on the last therapy

Method of admini-
stration

Subcutaneous injection.

The required dose should be injected into the subcutaneous tissue of the
abdomen (preferred injection site). Alternatively, it may be injected into
the subcutaneous tissue of the thigh.

Dosing

Elranatamab has fixed dosing.

The recommended doses are step-up doses of 12 mg on day 1 and 32 mg
on day 4, followed by a full treatment dose of 76 mg weekly from week 2
to week 24.

For patients who have received at least 24 weeks of treatment and have
achieved a response, the dosing interval should transition to an every
two-week schedule.

Due to the risk of CRS and ICANS, patients should be monitored for signs
and symptoms for 48 hours after administration of each of the 2 step-up
doses and instructed to remain within proximity of a healthcare facility.

Dosing schedule

Week/day Do

Step-up dosing*®

Week 1: day 1

Step-up dose 1

Week 1: day 4

Step-up dose 2

Weekly dosing™

Week 2-24: day |

Full treatment dose

Every 2 weeks dosing®*

Week 25 onward: day |

Full treatment dose

Pre-treatment medicinal products should be administered prior to the first three doses of ELREX
A minimum of 2 days should be maintained between step-up dose 1 (12 mg) and step-up dose 2
A minimum of 3 days should be maintained between step-up dose 2 (32 mg) and the first full tre.
A minimum of 6 days should be maintained between doses.

For patients who have achieved a response.

paegs

Dosing in the health
economic model
(including relative
dose intensity)

The dosing of elranatamab in the cost-minimization analysis follows the
SmPC (21) as well as the MagnetisMM-3 study (for dose intensity) (47).

Should the
medicine be
administered with
other medicines?

The following pre-treatment medicinal products should be administered
approximately 1 hour prior to the first three doses of elranatamab, which
includes step-up dose 1, step-up dose 2, and the first full treatment dose

to reduce the risk of CRS:

. Paracetamol 500 mg orally (or equivalent)

. Dexamethasone 20 mg orally or intravenously (or equivalent)

. Diphenhydramine 25 mg orally (or equivalent)

. Prophylactic antimicrobials and antivirals should be considered

according to local institutional guidelines.
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Overview of intervention

Treatment duration Treatment should be continued until disease progression or
/ criteria for end of  unacceptable toxicity

treatment

Necessary Due to the risk of CRS and ICANS, patients should be monitored for signs
monitoring, both and symptoms for 48 hours after administration of each of the 2 step-up
during doses and instructed to remain within proximity of a healthcare facility.
administration and  During treatment patients should be monitored for CRS and ICANS and
during the counselled to seek urgent medical attention should signs or symptoms of
treatment period CRS or neurologic toxicity occur.

Patients should be monitored for signs and symptoms of infection prior
to and during treatment with elranatamab and treated appropriately.
Complete blood cell counts should be monitored at baseline and
periodically during treatment.

Immunoglobulin levels should be monitored during treatment.
Treatment with subcutaneous or intravenous immunoglobulin (IVIG)
should be considered if IgG levels fall below 400 mg/dL and patients
should be treated according to local institutional guidelines, including
infection precautions and antimicrobial prophylaxis.

Need for diagnostics No
or other tests (e.g.
companion

diagnostics). How

are these included

in the model?

Package size(s) Elranatamab 40 mg/mL solution for injection: 2 different volumes
available:

e Single vial containing 44 mg of elranatamab in 1.1 ml (40 mg/ml)
e  Single vial containing 76 mg of elranatamab in 1.9 ml (40 mg/ml)

3.4.1 The intervention in relation to Danish clinical practice

Elranatamab is approved for the treatment of adult patients with relapsed and refractory
multiple myeloma, who have received at least three prior therapies, including an
immunomodulatory agent, a proteasome inhibitor, and an anti-CD38 antibody and have
demonstrated disease progression on the last therapy (21).

Most of the MM patients included in the MagnestisMM-3 trial, whose data contributed
to the approved indication, were TCR and had ECOG status of <2. With the current
Danish treatment guidelines this patient population would correspond to patients
reaching 4™ line therapy (12). Current treatment options for 4*" line therapy are
carfilzomib- and pomalidomide-containing regimens, and most recently on February 21
2024, the DMC recommended the BCMA-targeted bispecific antibody, teclistamab, as a
treatment option for adult patients with RRMM in 4% or later lines of therapy (31).
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3.5 Choice of comparator(s)

The recommended treatment regimens in 4% line, according to the current guidelines
from the Danish Medicines Council are (8,9):

° PomDex; i.e. pomalidomide plus dexamethasone
° PomBorDex; i.e. pomalidomide plus bortezomib and dexamethasone
° CarDex; i.e. Carfilzomib plus dexamethasone

On February 21 2024, the BCMA-targeted bispecific antibody, teclistamab, has also been
recommended by the DMC as a treatment option for adult patients with RRMM and a
performance status 0-1, who have received at least three prior therapies, including an
IMiD, Pl and an anti-CD38 antibody, and have demonstrated disease progression on the
last therapy (31).

The most relevant comparator for elranatamab is therefore teclistamab, as elranatamab
and teclistamab have an identical mechanism of action and EMA approved indication,
while the MagnetisMM-3 and MajesTEC-1 studies also have a similar study design and
included comparable patient populations.

Overview of comparator

Genericname Teclistamab (Tecvayli®)

ATC code LO1FX24

Mechanism of Teclistamab is a full-size, IgG4-PAA bispecific antibody that targets the CD3

action receptor expressed on the surface of T cells and B cell maturation antigen
(BCMA), which is expressed on the surface of malignant multiple myeloma B-
lineage cells, as well as late-stage B cells and plasma cells. With its dual binding
sites, teclistamab is able to draw CD3+ T cells in close proximity to BCMA+
cells, resulting in T cell activation and subsequent lysis and death of BCMA+
cells, which is mediated by secreted perforin and various granzymes stored in
the secretory vesicles of cytotoxic T cells. This effect occurs without regardto T
cell receptor specificity or reliance on major histocompatibility complex (MHC)
Class 1 molecules on the surface of antigen presenting cells. The presence of
pomalidomide in vitro, substrate proteins aiolos and lkaros are targeted for
ubiquitination and subsequent degradation leading to direct cytotoxic and
immunomodulatory effects.

Method of Subcutaneous injection.
administration

Dosing The recommended dosing schedule for teclistamab is provided in the table
below from the SmPC. The recommended doses of teclistamab are 1.5 mg/kg
by subcutaneous injection (SC) weekly, preceded by step-up doses of 0.06
mg/kg and 0.3 mg/kg. In patients who have a complete response or better for
a minimum of 6 months, a reduced dosing frequency of 1.5 mg/kg SC every
two weeks may be considered.
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Overview of comparator

TECVAYLI dosing schedule

| Dosing schedule Day Dose*
|_All patients )
Day 1 Step-up dose 1 0.06 mg/kg SC single
— : — dose
Step-up dosing Day 3¢ Step-up dose 2 0.3 mg/kg SC single
schedule" dose
Day 5¢ First maintenance 1.5 mg/kg SC single
) o dose dose
Weekly dosing nc eckiafter st Subsequent 1.5 mg/kg SC once
schedule® maintenance dose and maintenance doses weekly
weekly thereafter
Patients who have a complete response or better for a of 6 h
Biweekly (every
two weeks) dosing | Consider reducing the dosing frequency to 1.5 mg/kg SC every two weeks
schedule”

*  Doseis based on actual body weight and should be administered subcutaneously.
See Table 2 for recommendations on restarting TECVAYLI after dose delays,
Step-up dose 2 may be given between two to seven days after Step-up dose 1

First maintenance dose may be given between two to seven days after Step-up dose 2. This is the first full maintenance
dose (1.5 mg/kg)
Mainain a minimum of five days between weekly maintenance doses.

Dosing in the
health
economic
model
(including
relative dose
intensity)

The dosing of teclistamab in the cost-minimization analysis follows the SmPC
(48) as well as the MagnetisMM-3 study (for relative dose intensity) JJJj-

Should the
medicine be
administered

Pre-treatment medicinal products

The following pre-treatment medicinal products must be administered 1 to 3
hours before each dose of the teclistamab step-up dosing schedule (see table

with other : _
madicinies? above from the SmPC) to reduce the risk of cytokine release syndrome.
e  Corticosteroid (oral or intravenous dexamethasone 16 mg)
e  Antihistamine (oral or intravenous diphenhydramine 50 mg, or
equivalent)
e  Antipyretics (oral or intravenous acetaminophen 650 to 1 000 mg, or
equivalent.
Administration of pre-treatment medicinal products may also be required
prior to administration of subsequent doses of teclistamab for the following
patients:
e  Patients who repeat doses within the teclistamab step-up dosing
schedule due to dose delays, or
e  Patients who experienced CRS following the previous dose
e  Prevention of herpes zoster reactivation
Prior to starting treatment with teclistamab, antiviral prophylaxis should be
considered for the prevention of herpes zoster virus reactivation, per local
institutional guidelines
Treatment Patients should be treated with teclistamab until disease progression or
duration/ unacceptable toxicity.
criteria for
end of
treatment
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Overview of comparator

Need for Patients with evidence of positive hepatitis B virus (HBV) serology should be
diagnostics or monitored for clinical and laboratory signs of HBV reactivation while receiving

other tests teclistamab, and for at least six months following the end of teclistamab
(i.e. treatment.
companion

y . Immunoglobulin levels should be monitored during treatment with
diagnostics) ;
teclistamab.

Patients should be treated according to local institutional guidelines, including
infection precautions, antibiotic or antiviral prophylaxis, and administration of

immunoglobulin replacement.

Complete blood cell counts should be monitored at baseline and periodically
during treatment. Supportive care should be provided per local institutional

guidelines.
Package Teclistamab 10 mg/mL solution for injection (only for priming dose)
size(s) One 3 mL vial contains 30 mg of teclistamab (10 mg/mL).

Teclistamab 90 mg/mL solution for injection
One 1.7 mL vial contains 153 mg of teclistamab (90 mg/mL).

3.6 Cost-effectiveness of the comparator(s)

Teclistamab has been evaluated by the DMC and was February 21 2024 recommended
for adult patients with relapsed and refractory multiple myeloma who have received at
least three previous treatments, including an immunomodulatory drug, a proteasome
inhibitor and an anti-CD38 antibody, and who have had disease progression during the
most recent treatment. The recommendation applies to patients who are in good
general condition (performance status 0-1) (31).

3.7 Relevant efficacy outcomes

3.7.1 Definition of efficacy outcomes included in the application

In the evaluation of teclistamab, the DMC states that OS, PFS and HRQol are sufficient
for evaluation of efficacy (31). Although Janssen provided other efficacy parameters such
as, ORR, VGPR, DOR, MRD negativity, these were not included in the DMC’s efficacy
evaluation of teclistamab (31). In this application for elranatamab, we therefore only
focus on OS, PFS and HRQolL (Table 3).

Table 3 Efficacy outcome measures relevant for the application.

Outcome Time point*  Definition How was the measure

measure investigated/method of data collection
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Outcome
measure

Overall Survival
(0s)

MagnetisMM-3
Latest data cut-
off date
(Source: 52)

MagnetisMM-3

(Sources: 47-
51)

Time point*

Data cut-off:
September
112023
(median
duration of
follow-up:
17.6
months)

Data cut-off:
March 14
2023
(median
duration of
follow-up:
14.7
months)

Definition

How was the measure

investigated/method of data collection

0OS was summarized using Kaplan-Meier
method and displayed graphically.
Median OS and 2-sided 95% Cl was
provided.

MajesTEC-1
(Sources: 37,53)

Clinical cut-
off date:
March 16
2022
(median
duration of
follow-up:
14.1
months) and
January 4
2023
(median
duration of
follow-up:
23 months)

Time from date of
first dose of study
drug to the date of
the subject’s
death. If the
subject is alive or
the vital status is
unknown, then
the subject’s data
will be censored at
the date the
subject was last
known to be alive

The efficacy population for this analysis
included all patients who had received
at least one dose of teclistamab at the
recommended phase 2 dose in phase 1
or phase 2 as of September 7, 2021.

Kaplan—Meier methods were used to
estimate time-to-event end points
(progression-free survival and overall
survival).

Progression-
Free Survival
(PFS)

MagnetisMM-3

Latest data cut-
off date
(Source: 52)

Data cut-off:
September
112023
(median
duration of
follow-up:
17.6

months)




Outcome
measure

MagnetisMM-3

(Sources: 47-
51)

Time point*

Data cut-off:

March 14
2023
(median
duration of
follow-up:
14.7
months)

Definition

How was the measure
investigated/method of data collection

PFS was summarized using Kaplan-
Meier method and displayed
graphically. Median PFS and 2-sided
95% Cl will be provided.

MajesTEC-1
(Sources: 37,53)

Clinical cut-
off date:
March 16
2022
(median
duration of
follow-up:
14.1
months) and
January 4
2023
(median
duration of
follow-up:
23 months)

Time from the
date of first dose
of study drug to
the date of first
documented
disease
progression, as
defined in the
IMWG criteria, or
death due to any
cause, whichever
occurs first.

For subjects who had not progressed
and are alive, data was censored at the
last disease evaluation before the start
of any subsequent anti-myeloma
therapy.

PFS was summarized using Kaplan-
Meier method and displayed
graphically.

Health-Related
Quality of Life
(HRQoL)

MagnetisMM-3
(Source: 54)

Data cut-off:
March 14
2023
(median
follow

up: 14.7
months)

European
Organisation for
the Research and
Treatment of
Cancer Core
Quality of Life
questionnaire
(EORTC QLQ-30)

The EORTC QLQ-

All Patient Reported Outcomes (PRO)
measures were administered
electronically on D1 and D15 of the first
three cycles (C) and D1 of each
subsequent cycle through C12.

The PRO analysis dataset for each
cohort included all patients in the safety
analysis dataset who completed a
baseline (last PRO assessment prior to




Outcome
measure

Time point*

Definition

C30 is a validated
cancer-specific
questionnaire
across five
functional scales
(physical, role,
cognitive,
emotional and
social), one global
health status
scale, three
symptom scales
(pain, fatigue, and
nausea or
vomiting) and six
single items
(dyspnoea,
insomnia, appetite
loss, constipation,
diarrhoea and
financial
difficulties). Better
health is indicated
by higher scores
on the five
functional scales
and the global
health status
scale. Conversely,
higher scores on
the symptom scale
indicate a greater
degree of
symptom severity
(55,56).

EuroQol-5D-5L
(EQ-5D-5L)

The EQ-5D-5L
health
questionnaire is a
measure of health
status assessing
five domains
(mobility, self-
care, usual
activities, pain,
and anxiety or
depression) and
includes a visual
analogue scale

How was the measure

investigated/method of data collection

or on the first dose of study treatment)
and 21 post-baseline PRO assessment.

EORTC QLQ-C30 contains 30 questions
organized into 5 multi-item functional
scales, 3 multi-item symptom scales, a
global health/quality of life scale, and 6
single item symptom scales. For each of
the 15 scales, the results will be
summarized using descriptive statistics
including mean, standard deviation, 95%
Cl, median, minimum, maximum at each
timepoint. This will be done based on
the observed values as well as change
from baseline values.

Analysis of the EQ-5D index and EQ-VAS
will consist of descriptive statistics
based on observed values and,
separately, based on change from
baseline.

The EORTC QLQ-MY20 contains 20
questions organized into 2 functional
scales and 2 symptom scales (57). As
with the QLQ-C30, the analysis of the
QLQ-MY20 scales will be summarized
using descriptive statistics including
mean, standard deviation, 95% Cl,
median, minimum, maximum at each
timepoint. This will be done based on
the observed values as well as change
from baseline values.

Like for the other PROs, data on PGIC
was summarized using descriptive
statistics at each time point, and the
relative changes from baseline were
calculated as the change in the least
square means (LSM).
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Outcome
measure

Time point*

Definition How was the measure

investigated/method of data collection

(VAS) wherein
respondents rate
their overall
health on that day
on a scale of 0 to
100 (where 0 and
100 are worst and
best possible
health, resp.).

Multiple Myeloma
module quality of
life (QoL)
questionnaire
(QLQ-MY20)

A myeloma-
specific
questionnaire to
assess disease
symptoms, side
effects of
treatment, future
perspectives and
body image (30).
Decreases in
disease symptom
and side-effect
domain scores and
increases in future
perspective and
body image
domain scores
indicate
improvement (58).

Patient Global
Impression of
Change (PGIC)

The PGIC were
collected to assess
the patient’s
overall sense of a
change in their
disease since
starting treatment
or a perception of
their disease
severity at a given
pointin time
respectively.
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Outcome Time point*
measure

MajesTEC-1 Clinical cut-

(Source: 59) off date:
March 16
2022

Definition

EORTC QLQ-C30
and EQ-5D-5L (see
above for
definitions)

How was the measure

investigated/method of data collection

Patients enrolled in Phase 2 part of the
trial completed both PRO assessments
during site visits through use of on-site
tablets at screening and on day 1 of
every other treatment cycle (28
days/cycle).

Change from baseline in patient-
reported overall symptoms, functioning,
and HRQol were secondary endpoints
of the phase Il part of the study.

No imputation of missing data.

No adjustments for multiplicity were
made, as these analyses were not part
of the statistical hierarchy, and no P -
values were presented.

Descriptive statistics were used as
appropriate: number and percentage
were used to report categorical
variables, with means, medians, and
ranges used to report continuous
variables. Compliance rates for
completion of PROs were calculated as
the number of assessments received
divided by the number of assessments
expected (number of patients on
treatment) at each time point.

Changes from baseline in the EORTC
QLQ-C30 scales and the EQ-5D-5L VAS
were fitted to a mixed-effects repeated
measures model that included patient
as a random effect, and baseline PRO
value and time as fixed effects.

Post hoc analyses based on depth of
patient response to teclistamab
(complete response or better [ 2CR],
very good partial response [VGPR], and
partial response [PR]) were also
conducted. Results are presented as LS
means with 95% Cls. The proportions of
patients with clinically meaningful
improvement or worsening at any time
on study treatment were calculated
using thresholds that were defined a
priori and based on the published
literature: change 210 points for the
EORTC QLQC-30 scales (60,61) and 27
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Outcome Time point*  Definition How was the measure

measure investigated/method of data collection

points for the EQ-5D-5L VAS (62).

Median time to meaningful worsening
was calculated using the Kaplan-Meier
method; for this analysis, worsening was
defined using a distribution-based
meaningful change threshold defined as
at least one half of 1 standard deviation
from baseline. Death due to disease
progression was included as worsening.
Patients who had not met the definition
of worsening were censored at the last
PRO assessment.

* Time point for data collection used in analysis (follow-up time for time-to-event measures)

Validity of outcomes

The DMC considered the following outcomes OS, HRQoL and PFS sufficient for the
evaluation of the effect of teclistamab and ciltacabtagene autoleucelfor the treatment of
adult patients with RRMM, who have received at least three prior therapies, including an
immunomodulatory agent, a proteasome inhibitor, and an anti-CD38 antibody and have
demonstrated disease progression on the last therapy (31). Therefore, this application
for elranatamab also only focusses on these efficacy parameters.

4. Health economic analysis

The health economics analysis was a cost-minimisation analysis of elranatamab
compared to teclistamab in RRMM patients who had received at least three prior
therapies, including an immunomodulatory agent, a proteasome inhibitor and an anti-
(D38 antibody, and had demonstrated disease progression on the last therapy. A cost-
minimization analysis was chosen, as it was expected that the efficacy and safety profiles
of elranatamab and teclistamab are comparable and similar. Uncertainty in the
parameters included in the analysis was assessed with deterministic one-way sensitivity
analyses (DSAs) and scenario analyses. A budget impact analysis was conducted to assess
the budgetary impact of recommending elranatamab for RRMM patients.

Two base case analyses were presented in the present application. The two base cases
differed in terms of the curves applied for OS and PFS. The modelling of PFS and OS in
base case 1 and base case 2 is described in section 8. The rationale for presenting two
base case analyses was showing the impact of assuming equal effect in terms of OS and
PFS based on elranatamab data with a median follow-up of 14.7 months (from
MagnetisMM-3) and based on teclistamab data with a median follow-up of 22.8 months
(from MajesTEC-1).
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4.1 Model structure

Even though the analysis was a cost-minimization analysis, the model adopted a
partitioned survival approach to account for the progressive nature and increased
mortality of patients with multiple myeloma. The model comprised three mutually
exclusive health states: PFS, progressed and death. All patients entered the model in the
progression-free state and either moved to a post-progression-free state according to
IMWSG criteria as the disease progressed or died. Death was an absorbing state. The
model structure is illustrated in Figure 5:

e  PFS was the starting health state and defined as the time from the date of first

dose until confirmed progressed disease per IMWG criteria

e  Progressed state encompassed time after the first progression until death
e Death

Progression
Free

Progressed

G

Figure 5 Model structure.

The model estimated the proportion of patients in each health state at each time point.
The probability of patients residing in each health state for any given time point was
calculated by the methods explained below:

e  PFS: probability a patient has not yet progressed and is still alive, calculated
from the PFS curve

e  Progressed state: (probability a patient is alive, as calculated from the OS curve)
— (probability a patient has not yet progressed and is still alive, as calculated
from the PFS curve)

e Death: 1—(probability a patient is alive, as calculated from the OS curve)

As the analysis was a cost-minimization analysis, PFS and OS in the model were assumed
to be similar for elranatamab and teclistamab based on the 14.7-month data from cohort
A in MagnetisMM-3 on elranatamab or the 22.8-month data from MajesTEC-1. The OS
curve was applied to estimate the proportion of the cohort being alive over time and was
extrapolated beyond the currently available data to meet the requirement of modelling
over the selected time horizon. The area under the extrapolated OS curve provided an
estimate of mean life expectancy. TTD was also included to model how much of the time
patients are on active treatment while in the PFS state. In addition, for each health state,
a specific cost was assigned within each period to calculate the cumulative costs over
model time horizon.
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42 Model features

Table 4 presents a summary of the model features.

Table 4 Features of the economic model.

Model features

Patient population

Description

Adult patients with relapsed and
refractory multiple myeloma who have
received at least three prior therapies,
with an immunomodulatory agent, a
proteasome inhibitor and an anti-CD38
antibody and have demonstrated
disease progression on the last therapy.

The patient population included in the
model was cohort A from MagnetisMM-
3, i.e., a population with no prior BCMA-
directed therapy

Justification

Based on the full EMA
indication. The rationale for
selecting a population with no
prior BCMA-directed therapy
(cohort A in MagnetisMM-3)
was that this population
corresponds to the population
in the DMC evaluation of
teclistamab.

Perspective

Limited societal perspective

According to DMC guidelines

Time horizon

Lifetime, 32 years in the base case

Capture all health benefits
and costs in line with DMC
guidelines and based on
median age in Denmark,
which according to the DMC'’s
evaluation of teclistamab is 68
years (31)

Cycle length

1 week

To sufficiently account for the
changes in the health states of
the model or treatment
strategies. This is the majority
choice of the previous HTA
submissions in RRMM, such as
NICE TA658 (isatuximab), NICE
TA510 (daratumumab), NICE
TAS505 (ixazomib) and NICE
TA427 (pomalidomide).

Half-cycle correction

Yes

To estimate the costs more
accurately across model
cycles.

Discount rate

3.5%

A discount rate of 3.5% for all
years was applied in
accordance with 2024
guidelines from the Ministry
of Finance (63).

Intervention

Elranatamab in a dosing regimen with
step-up doses of 12 mg on day 1 and 32
mg on day 4, followed by a full

The dosing regimen is in
accordance with the SmPC on
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Model features

Description

treatment dose of 76 mg weekly (week
2 - week 24). Patients who have
received at least 24 weeks of treatment
and have achieved a response, the
dosing interval transition to an every-2-
week schedule (21).

Justification

elranatamab (21).

Comparator Teclistamab in a dosing regimen of 1.5 Teclistamab was recently
mg/kg by SC injection weekly, preceded recommended by the DMC as
by step-up doses of 0.06 mg/kg and 0.3  standard treatment for
mg/kg. In patients who have a complete patients in the same
response or better for a minimum of 6 indication as elranatamab
months, a reduced dosing frequency of  (31). Therefore, teclistamab
1.5 mg/kg SC every 2 weeks may be was regarded as the relevant
considered (48). comparator for elranatamab.

Dosing regimen in accordance
with the SmPC.

Outcomes

0S, PFS, TTD and safety

0OS and PFS were applied in
the model to account for
increased mortality and
progressive nature of multiple
myeloma. TTD was applied to
model time patients are on
active treatment. Safety was
applied to assess increment-
tal cost associated with mana-
ging AEs in elranatamab and
teclistamab.
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5. Overview of literature

A systematic literature search was conducted for the present application, as no head-to-
head studies between elranatamab and teclistamab exist. In the systematic search,
relevant search terms for the condition (relapsed and/or refractory multiple myeloma),
intervention (elranatamab) and comparator (teclistamab) were applied as well as filters
to identify RCTs and a filter to exclude irrelevant publication types and study designs. In
addition, the time period was set to 2015 and onwards. The literature search was
conducted in the databases Medline (via PubMed) and CENTRAL (via Cochrane Library)
on March 5 2024 and is described in detail in Appendix H. In addition, conference
materials, clinicaltrials.gov, EMA’s webpage and the DMC’s webpage were searched for
relevant information.

5.1 Literature used for the clinical assessment

The aim of the systematic literature search was to identify studies assessing the efficacy,
HRQolL and safety of elranatamab and teclistamab. The MagnetisMM-3 trial
(NCT04649359) (47) was used to demonstrate efficacy and safety of elranatamab,
whereas the efficacy and safety of teclistamab was demonstrated using the MajesTEC-1
trial (NCT03145181 and NCT04557098) (37). The studies were used for indirect
comparative analyses of elranatamab and teclistamab in an unanchored MAIC published
in Mol et al. 2024 (64). In Table 5 we present an overview of the studies and literature
used in the present application. In addition to the studies on elranatamab and
teclistamab, the SmPC and public assessment report on elranatamab and teclistamab
were identified on EMA’s webpage and included in order to inform the present
application (21,48,51,53). The DMC evaluation of teclistamab was also included (31).
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Table 5 Relevant literature included in the assessment of efficacy and safety.

Reference

(Full citation incl. reference number)

Trial name

NCT identifier

Dates of study Used in comparison of

(from clinicaltrials.gov)

Lesokhin AM, Tomasson MH, Arnulf B, Bahlis NJ, Miles Prince H, Niesvizky R, MagnetisMM-3 NCT04649359 Start: February 2 2021 Elranatamab vs.
Rodriguez-Otero P, Martinez-Lopez J, Koehne G, Touzeau C, Jethava Y, Quach i i i d —_. teclistamab
H, Depaus J, Yokoyama H, Gabayan AE, Stevens DA, Nooka AK, Manier S, Raje imianyacsmplstion (il Sine
N, lida S, Raab MS, Searle E, Leip E, Sullivan ST, Conte U, Elmeliegy M, Czibere Study completion (estimated): December 31
A, Vigueira A, Mohty M. Elranatamab in relapsed or refractory multiple 2025
myeloma: phase 2 MagnetisMM-3 trial results. Nat Med. 2023 Sep;29(9):2259-
2267. doi: 10.1038/541591-023-02528-9. Epub 2023 Aug 15. PMID: 37582952; Data cut-off: ||
PMCID: PMC10504075. {47) Lesokhin et al. 2023 (47): Data cut-off for
Mohty M, Bahlis NJ, Nooka AK, DiBonaventura M, Ren J, Conte U. Impact of efficacy and safety was March 14 2023, except
elranatamab on quality of life: Patient-reported outcomes from MagnetisMM- for CRS and ICANS data, which was based on
3. BrJ Haematol. 2024 Feb 29. doi: 10.1111/bjh.19346. Epub ahead of print. January 12 2023.
PMID: 38420657. (54)
Conference materials:
Tomasson M, Sf?lnsuke k; Nleswz'ky R, Mohty Mf Bahlls NJ, IV'Iartlnez—Lopez A, Tomasson et al. 2023 (52): September 11 2023
Koehne G, Rodriguez Otero P, Miles Prince H, Viqueira A, Leip E, Conte U, T
Sullivan S, Lesokhin A. Long-Term Efficacy and Safety of Elranatamab Future data cut-offs: Dates for future data cut-
Monotherapy in the Phase 2 MagnetisMM-3 Trial in Relapsed or Refractory offs are currently unknown.
Multiple Myeloma. Presented at the 65th American Society of Hematology
(ASH) Annual Meeting - December 9-12, 2023 - San Diego, CA, USA. doi:
10.1182/blood-2023-182130. (52)
Moreau P, Garfall AL, van de Donk NWCJ, Nahi H, San-Miguel JF, Oriol A, MajesTEC-1 Phase 1: Phase 1 Elranatamab vs.
Nooka AK, Martin T, Rosinol L, Chari A, Karlin L, Benboubker L, Mateos MV, NCT03145181 . T — teclistamab
Bahlis N, Popat R, Besemer B, Martinez-Lépez J, Sidana S, Delforge M, Pei L, - . Ha el ey
ase 2:

Trancucci D, Verona R, Girgis S, Lin SXW, Olyslager Y, Jaffe M, Uhlar C,

40



Reference Trial name NCT identifier Dates of study Used in comparison of

(Full citation incl. reference number) (from clinicaltrials.gov)

Stephenson T, Van Rampelbergh R, Banerjee A, Goldberg JD, Kobos R, Krishnan NCT04557098 Primary completion (actual): November 9 2021
A, Usmani SZ. Teclistamab in relapsed or refractory multiple myeloma. N Engl J
Med. 2022 Aug 11;387(6):495-505. doi: 10.1056/NEJM0a2203478. Epub 2022

Jun 5. PMID: 35661166; PMCID: PMC10587778. (37) Data cut-off: March 29 2021 (Source: 65)

Study completion (estimated): July 22 2026

Martin TG, Moreau P, Usmani SZ, Garfall A, Mateos MV, San-Miguel JF, Oriol A, Phase?
Nooka AK, Rosinol L, Chari A, Karlin L, Krishnan A, Bahlis N, Popat R, Besemer

B, Martinez-Lépez J, Delforge M, Trancucci D, Pei L, Kobos R, Fastenau J, Gries
KS, van de Donk NWCJ. Teclistamab improves patient-reported symptoms and

Start: September 17 2020

Primary Completion (estimated): March 13

health-related quality of life in relapsed or refractory multiple myeloma: 2025

Results from the phase Il MajesTEC-1 Study. Clin Lymphoma Myeloma Leuk.

2024 Mar;24(3):194-202. doi: 10.1016/j.cim1.2023.11.001. Epub 2023 Nov Study Completion (estimated): September 25
2023. PMID: 38052709. (59) 2025

Conference materials: Data cut-off: January 4 2023 (Source: 66)

Sidana S, Moreau P, Garfall A, Bhutani M, Oriol A, Nooka A, Martin T, Rosifol
Dachs L, Mateos MV, Bahlis NJ, Popat R, Besemer B, Martinez-Lopez J,
Krishnan A, Delforge M, Trancucci D, Verona R, Stephenson T, Chastain K, van
de Donk NWCJ. P879: Long-term follow-up from MajesTEC-1 of teclistamab, a
B-cell maturation antigen (BCMA) x CD3 bispecific antibody, in patients with
relapsed/refractory multiple myeloma (RRMM). Hemasphere. 2023 Aug
8;7(Suppl):e62475d0. doi: 10.1097/01.HS9.0000970420.62475.d0. PMCID:
PM(C10431083. (66)

Mol I, Hu Y, LeBlanc TW, Cappelleri JC, Chu H, Nador G, Aydin D, Schepart A, MAIC N/A N/A Elranatamab vs
Hlavacek P. A matching-adjusted indirect comparison of the efficacy of o teclistamab
elranatamab versus teclistamab in patients with triple-class n |rect.

comparison

exposed/refractory multiple myeloma. Leuk Lymphoma. 2024 Feb 12:1-9. doi:
10.1080/10428194.2024.2313628. Epub ahead of print. PMID: 38347747. (64)
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5.2 Literature used for the assessment of health-related quality of life

Not applicable as a cost-utility analysis was not conducted, i.e., no utilities were necessary for the analysis. HRQoL outcomes were included in the search for efficacy and safety on
elranatamab and teclistamab.

Table 6 Relevant literature included for (documentation of) health-related quality of life (Table 6 is Not Applicable)

Reference Health state/Disutility Reference to where in the application the data is

(Full citation incl. reference number) described/applied

N/A N/A N/A

5.3 Literature used for mputs for the health economics model

Not applicable.

Table 7 Relevant literature used for input to the health economic model (Table 7 is Not Applicable)

Reference Input/estimate Method of identification Reference to where in the application the data

(Full citation incl. reference number) is described/applied
N/A N/A N/A N/A
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6.1

6.1.1

Efficacy

Efficacy of elranatamab compared to teclistamab in patients
with triple-class exposed/refractory multiple myeloma

Relevant studies
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Table 8 Overview of study design for studies included in the comparison.

Trial name, NCT-  Study design

number

(reference)

MagnetisMM-3 Ongoing,

NCT04649359. multicenter,
open-label,

Lesokhin et al. single-arm,

(Source: 47) phase 2 study

Tomasson et al.

Study duration

Cohort A
(BCMA-naive
patients) had a
median length of
follow-up of
14,7 months
(range: 0.2-25.1

Patient population

Adult patients with multiple myeloma
refractory to at least one proteasome
inhibitor, one immunomodulatory
drug and one anti-CD38 antibody, and
disease relapsed or refractory to their
last antimyeloma regimen on the last
therapy. Not previously treated with

Intervention

Subcutaneous elranatamab 76 mg N/A
once weekly in 28-d cycles after two
step-up priming doses of 12 mg and

32 mg given on day 1 and day 4 of

cycle 1. After six cycles, persistent
responders (partial response (PR) or
better lasting at least 2 months)

Comparator

Outcomes and follow-up period

Outcomes were measured at data cut-off March 14
2023 - median follow-up of 14.7 months (0.2 to 25.1)
and data cut-off September 11 2023 — median duration
of follow-up of 17.6 months (0.2-31.1) — OS not mature
yet

Primary Endpoint:
e  Objective response rate (ORR) by blinded inde-

(Source: 52) months) (47); BCMA-directed therapy. switched to a dosing interval of
17.6 months e ek T pendent central review (BICR) per IMWG criteria.
Mohty etal. (range: 0.2-31.1 Eljgible. patients had.a score of <2 0n Number of patients switching to Secondary Endpoints:
(Source: 54) it the Eastern Cooperative Oncology Q2W dosing: 50. ’
Group performance-status scale e  ORR by BICR baseline extramedullary disease
status, ORR by investigator, complete response
(CR) rate (defined as CR or better), time to
response (TTR), duration of response (DOR),
duration of CR or better (DOCR), minimal residual
disease (MRD) negativity rate, PFS, OS, safety,
pharmacokinetics and immunogenicity. Adverse
events (AEs) and laboratory abnormalities.
MajesTEC-1, Ongoing, Cohort A (i.e. Patients were 218 years of age, hada  Teclistamab. N/A Outcomes were measured at data cut-off March 16
NCT03145181 first-in- patients who documented diagnosis of relapsed or  Dose: 1.5 mg/kg, subcutaneously 2022 - median duration of follow-up of 14.1 month (0.3
human, received 23 prior refractory myeloma according to the Dosing schedule: Step-up doses of to 24.4) and data cut-off: January 4 2023 — median

Moreau et al.

multicenter,
(Source: 37)

open-label,

Sidana et al. single-arm,

MM treatment
lines of
treatment and

criteria of the International Myeloma
Working Group. Patients must have
previously received at least three lines

0.06 and 0.3 mg/kg were
administered, followed by 1.5
mg/kg.

duration of follow-up of 23 months:




Trial name, NCT-
number

(reference)

(Source: 66)

Martin et al.
(Source: 59)

Study design

phase 1/2
study.

Study duration

previously
received an
IMiD, Pl and
anti-CD38 mAb)
median duration
of follow-up:
14,1 month
(range 0.3 to
24 .4) (data cut-
off: March 16
2022); 23
months (data
cut-off: January
42023)

Patient population

of therapy (including an IMiD, a PI,
and an anti-CD38 antibody) and have
had progressive, measurable disease
at screening. Previous treatment with
a BCMA-targeted therapy was not
allowed. Eligible patients had a score
of 0 or 1 on the Eastern Cooperative
Oncology Group performance-status
scale.

Intervention Comparator Outcomes and follow-up period

The step-up doses were separated . .
Primary Endpoint:

by 2 to 4 days and were completed
v ¥ B e  ORR (PR or better) as defined by IMWG criteria

2 to 4 days before the
administration of the first full Secondary Endpoints:

teclistamab dose (1.5 mg/k
( e/ke) e  PFS; OS; DOR; VGPR or better/CR or better/sCR as

defined by IMWG response criteria; TTR; MRD
negativity status; occurrence and severity of

Timing of switch to Q2W dosing:
11.3 months
Number of patients switching to

Q2W dosing: 63 adverse events, serious adverse events and
osing:

laboratory values; pharmacokinetic parameters;
presence and activity of teclistamab antibodies;
change from baseline in overall HRQoL; symptoms
and functioning; ORR in patients with high-risk
molecular features
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6.1.2 Comparability of studies

MagnetisMM-3 was an open label, phase 2 study and MajesTEC-1 was an open label

phasel/2 study. Overall, the inclusion and exclusion criteria of the trials were similar;

however, MajesTEC-1 excluded patients with Eastern Cooperative Oncology Group

performance status (ECOG PS) >1, whereas MagnetisMM-3 allowed enrollment of
patients with an ECOG PS of 2. As such, patients with ECOG PS = 2 in the MagnetisMM-3
trial were removed from the analysis (resulting N = 116).

In the MajesTEC-1 trial, extra-medullary disease was defined as the presence of one or

more extramedullary soft-tissue lesions. This definition was slightly different from the

definition in theMagnetisMM-3 trial where it was defined as the presence of any

plasmacytoma (extramedullary and/or paramedullary) with a soft-tissue component.

Therefore, a new variable for extramedullary plasmacytomas was created for

elranatamab using the MagnetisMM-3 IPD. This variable more closely follows the

definition of extramedullary disease in MajesTEC-1 and was used in the MAIC.

6.1.2.1

Comparability of patients across studies

Table 9 Baseline characteristics of patients in studies included for the comparative analysis of

efficacy and safety.

MagnetisMM3

elranatamab n=123
(sources: 47,49-52)

MajesTEC-1

teclistamab n=165
(sources: 37,53)

Median age (range) years 68.0 (36-89) 64.0 (33-84)
Gender 68 (55.3) 96 (58.2)
Male n, (%)

Race, n (%)

White 72 (58.5) 134 (81.2)
Asian 16 (13.0) 3(1.8)
Black or African American 9(7.3) 21 (12.7)
Not reported or unknown? 26 (21.1) N/A
Other N/A 7(4.2)
Geographical region, n (%) N/A
North America 58 (47.2)

Europe 45 (36.6)

Asia 12 (9.8)

Other 8(6.5)

Median time since diagnosis
(range)

72.9 months ((16-228 months)®

84 months (10-272 months)

[ECOG performance status, n
(%)]

0

1

45 (36.6)

71 (57.7)

55 (33.3)
110 (66.7)
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MagnetisMM3 MajesTEC-1

teclistamab n=165
(sources: 37,53)

elranatamab n=123
(sources: 47,49-52)

2 ST N/A

Type of myeloma, n (%) N/A

18G 65 (52.8)

Non-IgG 21(17.1)

IgA 20(16.3)

IgD 1(0.8)

Light chain 24 (19.5)

Unknown 13 (10.6)

[R-ISS disease stage, n (%)

characteristic] n=162

I 28(22.8) 85 (52.5)
I 68 (55.3) 57 (35.2)
n 19 (15.4) 20 (12.3)
Unknown 8 (6.5) N/A
Cytogenetic risk, n (%)

Standard 83 (67.5) N/A

Hight 31(25.2) 38/148 (25.7)¢
Missing 9(7.3) N/A
Extramedullary disease by 39(31.7) N/A

BICR, n (%)e

> =

21 Extra-medullary N/A 28 (17.0)
plasmacytoma — no. (%)f

Bone marrow plasma cells, n

(%)

<50% 89 (72.4) N/A

>50% 26 (21.1) N/A

260% N/A 18/160 (11.2)
Missing 8 (6.5) N/A

21 poor prognosis feature® 94 (76.4) N/A

Prior stem cell transplant, n 87 (70.7) 135(81.8)
(%)

Number of prior lines

2 5(4%) N/A

3 21 (17%) N/A

4 33 (27%) N/A

>5 64 (52%) N/A
Median (range) 5(2-22) 5(2-14)
Exposure status n (%)

triple class 123 (100) 165 (100.0)
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MagnetisMM3 MajesTEC-1

elranatamab n=123 teclistamab n=165
(sources: 47,49-52) (sources: 37,53)
penta-drug 87 (70.7) 116 (70.3)

Refractory status n (%)

triple class® 119 (96.7) 128 (77.6)
penta-drug' 52 (42.3) 50 (30.3)
Refractory to last line of 118 (95.9) 148 (89.7)

therapy, n (%)

Includes patients recruited in countries where the collection of races is prohibited.

a.
|| Date of Initial Diagnosis to date of first dose comes from_

Includes t(4;14), t(14;16) and del(17p) chromosomal abnormalities

d. del(17p): 23/148 (15.5%); t(4:14): 16/148 (10.8%) and t(14;16): 4/148 (2.7%)

e. Extramedullary disease was defined as the presence of any plasmacytoma (extramedullary and/or
paramedaullary with a soft-tissue component).

f. Included in this category are patients with soft-tissue plasmacytomas that were not associated with
bone.

g. Poor prognosis feature refers to at least one of the following: ECOG performance status of 2, R-ISS stage
IlI, high cytogenetic risk, extramedullary disease at baseline, bone marrow plasma cells 250% or penta-
refractory disease

h. Triple-class refers to at least one proteasome inhibitor, one immunomodulatory drug and one anti-CD38

antibody

0

i. Penta-drug refers to at least two proteasome inhibitors, two immunomodulatory drugs and one anti-
CD38 antibody

MagnetisMM-3 had a higher proportion of patients with ISS stage Ill and a lower
proportion of patients who were ISS stage | compared with MajesTEC-1. In addition,
there was a higher proportion of patients with extramedullary disease and TCR or penta-
drug refractory status in MagnestisMM-3 versus MajesTEC-1. After adjustment in the
MAIC, the key prognostic variables and effect modifiers (i.e., age, sex (for OS endpoint
only) median time since diagnosis, ISS stage, high-risk cytogenetics, extramedullary
disease, number of prior lines of therapy, ECOG performance status, and penta-drug
exposed and penta-drug refractory status) were comparable between patients who
received elranatamab and those who received teclistamab.

6.1.3 Comparability of the study population(s) with Danish patients eligible for

treatment

Unfortunately, the Danish Myeloma Database does not provide information on patients
who are TCE/TCR. However, a study by Szabo et al. looking at the use patterns and
efficacy of pomalidomide in Danish patients with RRMM, including outcomes in patients
who had previously been exposed to a PI, IMiD and the anti-CD38 Mab, daratumumab,
showed that median age in this latter group was 71.4 years (36). Time from diagnosis to
becoming TCE was 4.2 years, and the median prior lines of therapy was 4 (36). According
to the DMC most patients reaching 4% line of therapy have an ECOG >1, and their
median age is around 68 (31).



Table 10 Characteristics in the relevant Danish population and in the health economic model.

Value in Danish population

(Sources: 12,31,36)

Age (median) 71.4

Gender N/A

Time from diagnosis to t0; years; median (IQR) 4.2 (2.8-7.0)

Prior lines of therapy (median) 4

High risk FISH 26%

t0 = The date of initiation of the index regimen with pomalidomide
FISH, Fluorescence in situ hybridization; high-risk FISH, at least one of t(4;14), t{14;16) or del17p

6.1.4 Efficacy —results per MagnetisMM-3

In the data read-out in Lesokhin et al. (2023) with the cut-off date of March 14 2023 -
reflecting a median duration of follow-up of 14.7 months (range: 0.2-25.1 months) -
33.3% of patients were still receiving elranatamab (47).

The median duration of treatment was 5.6 months (range: 0.03—24.4 months), 48.0%
were treated for at least 6 months and 35.8% for at least 12 months. The median relative
dose intensity for all treatment cycles was 78.4% (range: 8.9-101.3%). The most
common primary reasons for permanent treatment discontinuation were progressive
disease (PD)/lack of efficacy (41.5%) and AEs (13.8%) (47).

The last data read-out from the MagnetisMM-2 study have been presented at the ASH
conference by Tomasson et al. (2023) with a data cut-off date of September 11 2023
reflecting a median duration of follow-up of 17.6 months (range: 0.2-31.1 months) (52).
At this data cut-off 26.8% of the patients were still receiving elranatamab treatment and
still with a median duration of treatment of 5.6 months.

In the presentation of the PFS and OS efficacy outcomes below results for both data cut-
off dates are presented.

In addition updated results were presented at EHA June 2024 last week and we include
the long term survival results from Magnetsism MM-3 in the section below. Elranatamab
continued to demonstrate deep and durable responses in heavily pretreated patients,
BCMA-naive patients with RRMM. With extended follow up, ORR per BICR remained at
61%.

Progression Free Survival

The median PFS was not reached (95% Cl: 9.9 months to not estimable), with 70 (56.9%)
patients censored at data cut-off, and the Kaplan—Meier estimate of PFS at 14.7 months
was 50.9% (95% Cl: 40.9-60.0; Figure 6). For patients in >CR, the Kaplan—Meier estimates
of PFS at 14.7 months was 89.5% (95% Cl: 74.3-95.9).
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Figure 6 PFS assessed by BICR per IMWG criteria in the overall population (red line) and in 43

patients who had 2CR (blue line). Source: (47).
Tick marks indicate censored data. NE, not estimable.

At the latest follow-up from the ongoing phase 2 MagnetisMM-3 trial of elranatamab
with a median duration of follow-up of 17.6 months (range: 0.2-31.1 months; data cut-
off: September 11, 2023) demonstrated sustained clinical efficacy (52). The probability of
maintaining a response at 18 months was 68.8% and the Kaplan—Meier median PFS was
17.2 months (Figure 7).
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Probability, %

Median PFS, 17.2 months (95% CI, 9.8-NE)

0 ! 6 9 12 15 18 21 24 27 30
Months
No. at risk 123 78 67 63 54 48 44 34 ¥ 2 0

Figure 7 PFS after 17.6 months of follow-up (data cut-off date of September 11 2023) Source:
(52).

Tick marks indicate censored data. NE, not estimable.
Overall survival

The median duration of OS was not reached (95% Cl: 13.9 months to not estimable), and
the Kaplan—Meier estimate at 14.7 months was 56.7% (95% Cl: 47.4—65.1; Figure 8). For

patients in >CR, the Kaplan—Meier estimates of OS at 14.7 months was 92.6% (95% Cl:
78.7-97.6) (Figure 8).
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Figure 8 OS in the overall population (red line) and in 43 patients who had 2CR (blue line).

Source: (47).
Tick marks indicate censored data. NE, not estimable.

The latest follow-up with a data cut-off date of September 11 2023 (median duration of
follow-up of 17.6 months (range: 0.2-31.1 months) showed that the Kaplan-Meier
median OS was 21.9 months (Figure 9) (52). Though OS is not mature yet.
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Median OS5, 21.9 months (85% CI, 13.4-NE)
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Months
No. at risk 123 106 92 84 74 67 61 53 " 3 2 0

Figure 9 OS after 17.6 months of follow-up (data cut-off date of September 11 2023) Source: (52).
Tick marks indicate censored data. NE, not estimable.

Results from an extended follow up was recently presented at EHA June 2024. Updated
results in BCMA-naive patients > 2 years after the last patient was initially dosed in
Magnetism MM-3 showed a median OS of 24.6 months ( 95%Cl, 13.4 -not evaluable (NE)
months (81).
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HRQolL
Patient reported outcomes (PRO) in terms of HRQol were an exploratory endpoint of the
MagnetisMM-3 study.

The PRO analysis dataset included all patients in the safety analysis dataset who

completed a baseline (last PRO assessment prior to or on the first dose of study

treatment) and 21 post-baseline PRO assessment (54). | NN
.

QLQ-30

Based on their QLQ-30 scores, BCMA-naive patients (cohort A) showed a transient
worsening in the mean global health status score relative to baseline through C2D15
(LSM change [95% Cl], -5.9 [-10.7 to -1.1]), followed by an improvement back to
baseline levels at C3D1 that was maintained through C12D1 N
I Furthermore, they had significant (i.e. 95% Cl did not cross zero) reductions
in pain, starting at C4D1 (-6.7 [-13.0 to -0.4]), which were maintained through C12D1
(Figure 10).
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Figure 10 Change from baseline in QLQ-C30.
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QLQ-MY20

Results from the myeloma-specific QLQ-MY20 questionnaire revealed that BCMA-naive
patients (Cohort A) had significant reductions in disease symptoms starting at C5D1 (-6.9
[-10.6 to -3.1]), which were maintained through C12D1. On the other hand, in the side
effects domain there was a transient worsening in the score relative to baseline through
C2D15 (4.3 [1.4-7.2]), followed by an improvement back to baseline levels at C3D1 that
was maintained through C12D1.

There was little change in the body image domain for patients over treatment cycles,
whereas significant improvements in the future perspectives’ domain scores were
observed as early as C1D15 (5.2 [1.1-9.2], which continued to improve or were
maintained through C12D1 (Figure 11).
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BCMA naive (n=116)
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Figure 11 Change from baseline in QLQ-MY20.

EQ-5D

In cohort A, overall QOL assessed by EQ-5D remained at baseline levels until C11D1,
when a slight improvement was observed and then maintained through C12D1 (Figure
12). The EQ-5D VAS scores followed a trend similar to the EQ-5D index scores, with a
transient decrease from baseline followed by an increase in scores over time starting at
C6D1, reflecting an improvement in general HRQoL.
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Figure 12 Change from baseline in EQ-5D index score. BL, baseline; C, cycle; D, day.

PGIC

By the first PGIC assessment (C1D15), 40.2% of BCMA-naive patients (Cohort A) were
reporting an improvement in the disease symptoms (either ‘a little better’ or ‘much
better’). These improvements continued through C5D1 for BCMA-naive patients and
C2D15 for BCMA-exposed patients and were maintained in both groups through C12D1
(Figure 13).
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Figure 13 Impression of change in disease with elranatamab. C, cycle; D, day.



6.1.5 Efficacy — results per MajesTEC-1

As of March 16 2022, after a median follow-up of 14.1 months (range, 0.3 to 24.4), 70
patients (42.4%) were continuing to receive treatment, with a median treatment
duration of 8.5 months (range: 0.2-24.4 months) (37). A total of 98 patients (59.4%)
received at least 6 months of teclistamab treatment, and 79 patients (47.9%) received at
least 9 months of treatment. The median relative dose intensity (the ratio of the dose
administered to the planned dose) for all treatment cycles, including step-up doses, was
93.7%.

Progression free survival
The median duration of progression-free survival was 11.3 months (95% Cl, 8.8 to 17.1).

Figure 14 Progression-free survival in the overall population at data cut-off March 16 2022.
Source: (48).

Sidana et al presented updated results from the MajesTEC-1 study with extended follow-

up at EHA 2023. After a median follow-up of 23 months (data cut-off January 4, 2023)
median PFS was 11.3 months (95% Cl, 8.8—16.4) (66).
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Patients progression free and alive, %

Median (95% CI)
Overall: 11.3(8.8-16.4)
>CR: 26.9 (22.8-NE)
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0 3
No. at risk
2CR 75 75
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Figure 15 Progression- free survival in the overall population and patients 2CR at data cut-off

T T T 1 T T T T T T 1
6 9 12 15 18 21 24 27 30 33 36

PFS, mo

73 70 64 62 54 45 17 5 1 1 0
98 8 74 69 57 48 19 6 2 1 0

=@ >CR =—&— Overall population

January 4, 2023. Source: (66).

Overall survival

The median duration of overall survival was 18.3 months (95% Cl, 15.1 to not estimable)

and was not mature after censoring of data for 97 patients (58.8%) at data cut-off March

16 2022.
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Figure 16 Overall survival for 165 patients at data cut-off March 16 2022. Source: (48).

3 6 9 12 15 18 21 24 27
Months
5 135 124 114 91 37 14 2 1 0

57



Sidana et al did also report updated OS results from the MajesTEC-1 study at EHA 2023.
After a median follow-up of 22 months median OS was 21.9 months (95% Cl, 16.0—NE)
(66).

Patients alive, %

Median (95% Cl)

207
Overall: 21.9 (15.1-NE)
>CR: NE (NE-NE)
0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Overall survival, mo
No. at risk

=CR 75 75 75 74 71 70 65 62 23 8 3: 1 0

Overall 165 136 124 119 102 93 81 76: 297 13 4 1

- =CR m—dyem Overall population

Figure 17 Overall survival for all 165 patients and those with 2CR at data cut-off January 4, 2023.
Source: (66).

CR = complete response

HRQolL

Change from baseline in patient-reported overall symptoms, functioning, and HRQoL
were secondary endpoints of the phase Il part of the MajesTEC-1 study. All 125 patients
enrolled in phase Il provided PRO data for analyses. Compliance rates for all patients
who provided PRO assessments (n = 125) were 83% at baseline for the EORTC QLQ-C30
and 77% for the EQ-5D-5L and were similar through cycle 8 (277%). There was no
imputation of missing data and no adjustments for multiplicity were made, as these
analyses were not part of the statistical hierarchy, and no P -values are presented (59).

EORTC QLQ-C30

Treatment with teclistamab was associated with a reduction in symptoms and a
sustained improvement in overall HRQoL. Pain scores improved as early as cycle 2 and
showed meaningful improvement (95% Cls for LS mean change did not include 0) at
cycles 4 through 12 (Figure 18 A). Fatigue initially worsened but returned to near-
baseline levels for cycles 4, 6, and 8 before showing a trend toward improvement for
cycles 10 and 12 (Figure 18 B). Symptoms of nausea and vomiting worsened from
baseline at cycle 2 but showed little change from baseline from cycle 4 onward (Figure
18 C). Average EORTC QLQ-30 GHS scores improved from baseline at cycles 4, 6, 8, 10,
and 12 (Figure 18 D). LS mean change in EQ-5D-5L VAS showed improvement from cycle
4 through cycle 12 (Figure 18 E).
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Figure 18 Change from baseline in EORTC QLQ-C30 (A) pain, (B) fatigue, (C) nausea and vomiting,
(D) GHS, and (E) EQ-5D-5L VAS scores.

Values are LS mean changes from a mixed-effects model for repeated measures. C = cycle; D = day; EQ-5D-5L VAS = EuroQol 5
Dimension 5 Level visual analogue scale; GHS = global health status; LS = least squares

The proportion of patients reporting clinically meaningful improvements generally
increased over time for all scales of EORTC QLQ-C30 and EQ-5D-5L VAS score (Figure 19).
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Figure 19 Percentage of patients who achieved meaningful improvement from baseline in EORTC
QLQ-C30 (A) symptom, (B) functioning scales, and (C) EQ-5D-5L VAS based on a literature-
defined threshold.

Meaningful improvement was defined as a 210-point decrease from baseline for symptom scales and >10-point
increase from baseline for functioning scales and 27 points for the EQ-5D-5L VAS. C = cycle; D = day; EQ-5D-5L
VAS = EuroQol 5 Dimension 5 Level visual analogue scale. (A)a n = 75 for fatigue.b n = 62 for pain.c n = 58 for
pain. (B)a n = 62 for global health status.
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7. Comparative analyses of
efficacy

7.1.1 Differences in definitions of outcomes between studies

The focus of the present comparative analysis presented in this application is on OS and
PFS of elranatamab and teclistamab. There was no difference in the definition of these
outcomes in the MagnetisMM-3 study and the MajesTEC-1 study. In both studies OS was
defined as time from date of first dose until death (all-cause) or study completion,
whichever occurred first. Similarly, PFS was in the two studies defined as time from the
date of initial dose until progressive disease per IMWG criteria, or death due to any
cause.

Furthermore, both studies did also use two of the same PRO instruments to measure
changes in patients HRQoL: the EORTC QLQ-C30 and the EuroQol 5D-5L questionnaires.

7.1.2  Method of synthesis

As there is no head-to-head randomized controlled trial comparing elranatamab to
teclistamab, an indirect treatment comparison was made. Indirect treatment comparison
methods can be used, when patient data at individual level are available from one trial,
but only summary data are available from another trial. A commonly used method for
indirect treatment comparison is the Matching-Adjusted Indirect treatment Comparison
(MAIC) method. MAIC is a statistical method trying to account for cross-trial differences
by applying propensity score weighting to balance covariate distributions across
populations in the trials. The MAIC method can be anchored or unanchored. The
unanchored MAIC is usually chosen in cases, where there is no connected network
between the trials compared, which is the case dealing with single-arm trial, e.g. like
MagnetisMM-3 and MajesTEC-1 trials. The unanchored MAIC was therefore chosen as
the method for indirect treatment comparison to evaluate the comparative effectiveness
of elranatamab in relation to teclistamab with the focus upon OS and PFS outcomes (64).

Data Sources

For elranatamab, individual patient data (IPD) from MagnetisMM-3 (Cohort A (BCMA-
naive); N = 123) were used (47]])- Published summary data from MajesTEC-1 (N = 165)
reported in Sidana et al. were used for PFS and OS for teclistamab (66). Furthermore,
baseline characteristics and response outcome data for the MajesTEC-1 study were
obtained from Moreau et al. (37). Length of follow-up was 14.7 months for elranatamab
from the MagnetisMM-3 trial following the data cut-off date of March 14 2023 as
reported in Lesokhin et al. (47) and 14.1 months for teclistamab from the MajesTEC-1
trial as reported in Moreau et al. (37) and for ~23 months for Sidana et al. (66).

The latest data cut-off date of September 11 2023 for elranatamab — median duration of
follow-up of 17.6 months — as reported in Tomasson et al. (52) was not included in the
MAIC (64). However, Tomasson et al.’s results demonstrated sustained clinical efficacy of
elranatamab, why this supports the results found in the MAIC (64).



Matching-Adjusted Indirect Comparison (MAIC)
To adjust for cross-trial differences, patients from MagnetisMM-3 were reweighted to

match the selected key baseline characteristics of patients who received teclistamab in
the MajesTEC-1 study as reported by Moreau et al. (37). Weights were determined using
a propensity score-type logistic regression via the method of moments (67) based on
age, median time since diagnosis, International Staging System (ISS) disease stage, high-
risk cytogenetics as defined by the presence of one of t(4;14), t(14;16), or del17p,
extramedullary disease, number of prior lines of therapy, Eastern Cooperative Oncology
Group performance status (ECOG PS), penta-drug exposed and penta-drug refractory
status (64). The complete list of prognostic variables (PVs) and effect modifiers (EMs)
was derived from an SLR conducted on clinical and RWE studies in relapsed refractory
multiple myeloma (RRMM) with a focus on PVs/EMs, a review of previous indirect
treatment comparison (ITC) studies in triple class exposed/refractory (TCE/R) MM, and
clinical opinions. The only difference in the list of PVs/EMs for the endpoints of OS and
PFS is gender. Gender was identified as a PV/EM for OS in the SLR. Therefore, it was only

included in the adjustment for OS.

The distribution of weights for elranatamab vs. teclistamab are presented in Figure 20

and Figure 21 below for the two outcome measures OS and PFS.

Figure 20 Distribution of weights: Elranatamab vs Teclistamab — overall survival (0S)
Source: Data on file (64)
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Figure 21 Distribution of weights: Elranatamab vs Teclistamab — progression-free survival (PFS)
Source: Data on file (64)

Table 11 presents the baseline characteristics for cohort A from the MagnetisMM-3
study post-matching (weighting). In addition, the table also shows unweighted baseline
characteristics from both the MagnetisMM-3 (elranatamab) (first column) and the

MajesTEC-1 (teclistamab) study (second column).

Table 11 Pre- and Post-matching baseline characteristics: Elranatamab vs. Teclistamab




Only PFS and OS were adjusted as KM curves for TTD were not available.

In MagnetisMM-3, certain adjusted baseline characteristics contained missing values. To
potentially increase the sample size, variables in the elranatamab individual patient level
data that contained missing data were imputed in the sensitivity analysis. This means
that a random sample of the observed data was used to run the imputation.

Table 12 presents the two baseline variables with missing values, ||| | | | | N NI
, respectively, including the percentage of data that were missing and

therefore imputed in the sensitivity analysis.

Table 12 Overview of variables with missing values from the elranatamab individual patient level

data

J
l

Table 13 summarizes the base case settings and scenario analyses.

Table 13 Overview of base case settings and scenario analyses for MAIC (64).

Scenario Settings

Naive Unadjusted comparison of elranatamab and comparator
comparison

Base case Adjusting for: age, median time since diagnosis, ISS disease stage, high-risk
cytogenetics as defined by the presence of one of t(4;14), t(14;16), or del17p,
extramedullary disease, number of prior lines of therapy, ECOG PS, penta-drug
exposed and penta-drug refractory status.

Sex was included in the analysis for OS.

Sensitivity ~ Using imputed data for variables in MagnetisMM-3 data where there were missing
analysis data (imputed based on a random sample of the observed data)

To assess time-to-event endpoints, Kaplan—Meier’s curves from MajesTEC-1 were
digitized following the methodology outlined by Guyot et al. (67). Subsequently, a



weighted (based on the weights assigned for the adjustment of baseline characteristics)
Cox proportional hazards model was employed to estimate each hazard ratio (HR) and its
respective 95% Cl. Conclusions regarding significantly better or worse outcomes were
drawn based on whether the 95% Cl excluded 1 (for odds ratio/HR) or O (for rate
difference). Numeric conclusions are based on the HR/odds ratio value. Effective sample
size (ESS) was assessed after conducting the MAIC. The ESS is the number of
independent non-weighted individuals that would be required to give an estimate with
the same precision as the weighted sample estimate (68). The ESS is one key statistic
which shows the statistical power of a MAIC analysis. A small ESS is indicative of large
differences in patient populations between the comparators.

Comparability assessment

As MajesTEC-1 excluded patients with ECOG PS >1, whereas MagnetisMM-3 allowed
enrolment of patients with an ECOG PS of <2, patients with an ECOG PS of 2 in
MagnetisMM-3 trial were removed from the analysis (resulting in N=116).

In the MajesTEC-1 trial, extramedullary disease was defined as the presence of one or
more extramedullary soft-tissue lesion. This definition was slightly different from the
definition in the MagnetisMM-3 trial where it was defined as the presence of any
plasmacytoma (extramedullary and/or paramedullary) with a soft-tissue component.
Therefore, a new variable for extramedullary plasmacytomas was created for
elranatamab using the MagnetisMM-3 IPD. This variable more closely follows the
definition of extramedullary disease in MajesTEC-1 and was used in the present MAIC
analysis.

Between the two trials, median age, proportion of male patients, median time since
diagnosis, and proportion with high cytogenetic risk were similar. MagnetisMM-3 had a
higher proportion of patients with ISS stage Ill and a lower proportion of patients who
were ISS stage | compared with MajesTEC-1. In addition, there was a higher proportion
of patients with extramedullary disease and TCR or penta-drug refractory status in
MagnestisMM-3 versus MajesTEC-1. After adjustment in the MAIC, the key prognostic
variables and effect modifiers (i.e. age, gender (for OS endpoint only), median time since
diagnosis, ISS stage, high-risk cytogenetics, extramedullary disease, number of prior lines
of therapy, ECOG performance status, and penta-drug exposed and penta-drug
refractory status) were comparable between patients who received elranatamab and
those who received teclistamab.

7.1.3  Results from the comparative analysis

In Table 14 below the overall results of the MAIC analysis (64) are presented. Again, be
aware of that the latest data cut-off date of September 11 2023 for elranatamab by
Tomasson et al. (52) was not included in this comparison. But efficacy results of
elranatamab demonstrated sustainability. Further, it has to be remembered that OS
results of elranatamab is not mature yet, as the trial is still ongoing.
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Table 14 Results from the comparative analysis of elranatamab vs. teclistamab for patients with

triple-class exposed/refractory multiple myeloma. Source: (64).%

Multiple myeloma Elranatamab Teclistamab (N=165) Result

Outcome measure (N=116)

0S, time point Median: Not  Median: 21.9 months Unweighted HR (95% Cl):
estimable at median (95% Cl, 16.0-NE) at 1.05 (0.74, 1.50)
FU 14,7 months ~23 months FU Weighted HR, base-case

(95% Cl): 0.66 (0.42, 1.03)
Weighted HR, sensitivity
(95% Cl): 0.79 (0.52, 1.18)

PFS, time point Median: Not  Median: 11.3 months Unweighted HR (95% Cl):
estimable at median (95% ClI: 8.8, 16.4) at 0.86 (0.61, 1.21)
FU 14,7 months ~23 months FU Weighted HR, base-case

(95% Cl): 0.59 (0.39, 0.89)
Weighted HR, sensitivity
(95% Cl): 0.65 (0.44, 0.95)

§. Data for Quality of Life is not included as no MAIC was performed on this outcome.

7.1.4  Efficacy —results per 0S

In the naive analysis, the OS of elranatamab was similar to teclistamab (Table 15).
Following MAIC adjustment, the HR improved and elranatamab was associated with a
numerically longer OS compared with teclistamab, yet results were not statistically
significant. The HR of elranatamab compared with teclistamab was 1.053 (0.738,1.502)
before weighting and 0.660 (0.423, 1.030) after weighting. Like the base case, the OS of
elranatamab was in the sensitivity analysis numerically longer than teclistamab following
MAIC adjustment, yet the results were not statistically significant (Table 15).

Table 15 Hazard ratios of OS: elranatamab vs. teclistamab. Source: (64).

Scenario ESS HR (95% ClI) p-value
Naive comparison 116 1.053 (0.738, 1.502) 0.777
Base case™® 73 0.660 (0.423, 1.030) 0.067
Sensitivity analysis® 87 0.785 (0.520, 1.183) 0.247

(imputation)
Abbreviations: Cl = confidence interval; ESS = effective sample size; HR = hazard ratio; OS = overall survival
* adjusted for age, sex, median time since diagnosis, ISS stage, high-risk cytogenetics, extramedullary disease,
number of prior lines of therapy, ECOG performance status, and penta-drug exposed and penta-drug refractory
status
# using imputed data for variables in MagnetisMM-3 data where there were missing data (imputed based on a
random sample of the observed data)

Figure 22 shows the Kaplan Meier curves for OS for elranatamab (unweighted and
weighted) and teclistamab.
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Figure 22 OS results for elranatamab in MagnetisMM-3 versus teclistamab in MajesTEC-1 (64).

Source: (64).
Cl: confidence interval; HR: hazard ratio; NE: not estimable; OS: overall survival

Table 16 provides the OS-rates at 6, 12 and 15 months for both the unadjusted
(MagnetisMM-3) cohort A population and the MAIC population. Both estimates are
based on the March 14, 2023, data cut of MagnetisMM-3, which represented a median
follow-up of 14.7 months. Due to this follow-up period it isn’t possible to provide OS
rates for time periods exceeding 15 months.

Table 16: OS rates at 6, 12 & 15 months: Unadjusted and MAIC adjusted for elranatamab.

Median OS follow up

0s
% (95% CI)

Probability of being event- 12

free at month

Source: Data on file (50), Data on file (64)

7.1.5 Efficacy —results per PFS

In the MAIC analysis elranatamab was associated with significantly longer PFS than
teclistamab. The PFS HR compared with teclistamab was 0.856 (0.608, 1.205) before
weighting and 0.586 (0.386, 0.889) after weighting (Table 17). The sensitivity analysis
results were consistent with the base case.
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Table 17 Hazard ratios of PFS: elranatamab vs. teclistamab. Source: (64).

Scenario HR (95% ClI)

Naive comparison 116 0.856 (0.608, 1.205) 0.373
Base case* 73 0.586 (0.386, 0.889) 0.012
Sensitivity analysis® 87 0.646 (0.439, 0.949) 0.026

(imputation)

Abbreviations: Cl = confidence interval; ESS = effective sample size; HR = hazard ratio; OS = overall survival

* adjustied for age, median time since diagnosis, ISS stage, high-risk cytogenetics, extramedullary disease,
number of prior lines of therapy, ECOG performance status, and penta-drug exposed and penta-drug refractory
status

# using imputed data for variables in MagnetisMM-3 data where there were missing data (imputed based on a
random sample of the observed data)

Figure 23 shows the Kaplan Meier curves for PFS for elranatamab (unweighted and
weighted) and teclistamab.
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Figure 23 PFS results for elranatamab in cohort A of MagnetisMM-3 vs. teclistamab in MajesTEC-

1. Source: (64).
Cl: confidence interval, HR: hazard ratio; NE_ not estimable; PFS: progression-free survival

Table 18 provides the PFS-rates at 6, 12 and 15 months for both the unadjusted
(MagnetisMM-3) cohort A population and the MAIC adjusted population. Both estimates
are based on the March 14, 2023, data cut of MagnetisMM-3, which represented a
median follow-up of 14.7 months. Due to this follow-up period it isn’t possible to provide

PFS rates for time periods exceeding 15 months.
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Table 18: PFS rates at 6, 12 & 15 months: Unadjusted and MAIC adjusted for elranatamab.

Median PFS follow up

PFS
% (95% Cl)
Probability of being event-

12
free at month

Source: Data on file (50), Data on file (64)

7.1.6  Efficacy —results per HRQoL

To contextualize the patient-reported outcome (PRO) benefit derived from elranatamab,
a comparison with published teclistamab results was performed. Data for elranatamab
were obtained from the March 14 2023 data cut of MagnetisMM-3, which represented a
median follow-up of 14.7 months and was the source of a recent publication on the
elranatamab PRO data (Mohty et al 2024). Data from both Cohort A and B were
combined in this analysis.

Data for teclistamab were obtained from Martin et al (2024) which summarized the PROs
from the MajesTEC-1 trial after 14.1 months of follow-up (results from 22.8 months of
follow-up are referenced in the article as part of a sensitivity analysis but were not
reported; the authors indicated there was no change to the overall results with this

additional follow-up).

No matching-adjusted indirect treatment comparison (MAIC) was employed to evaluate
the comparative effectiveness of elranatamab in relation to teclistamab with regards to
HRQolL. It should be noted, that any naive comparisons across trials are subject to several
biases and this comparison is no exception, with a few additional challenges. First, the
set of measures are not the same across trials. We were only able to contextualize the
specific PROs at the specific time points as reported by Martin et al (2024). This was
limited to select EORTC-QLQ. C30 domain scores (pain, fatigue, nausea and vomiting, and
the general health score [GHS]) and the visual analog scale (VAS) of the EQ-5D. We
cannot determine how changes in other patient-relevant measures (eg, disease
symptoms from the EORTC-QLQ MY20 or patient global impression of change [PGIC])
would differ across trials or how changes would compare at different timepoints not
included in Martin et al (2024). Additionally, although 95% confidence intervals are
reported visually in Martin et al (2024) they are not reported numerically, which makes
any reliable statistical comparison impossible.

Aside from these challenges, the typical limitations also apply. The specific methods of
administering the PRO measures across trials could differ (e.g., instructions given to the
patient, when the administrations took place in relation to other study procedures, etc.),
which would introduce measurement bias. Similarly, the geographic footprint of the two
trials varied so different proportions of different language versions of the PRO measures
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were administered. Across both trials, such versions would be linguistically validated but
it is not clear the extent to which the quantitative properties (such as the sensitivity to
detect change) of these different language versions would equate to one another.

Lastly, the patient populations of these two trials differ. For example, MagnetisMM-3
included patients with an ECOG performance score of 2, while MajesTEC-1 did not.
Proportions of patients with extramedullary disease, triple-class refractoriness, and other
characteristics all varied and it is not clear the extent to which these factors could affect
PROs and changes over time. The baseline values of these PRO measures were also
different between the two trials, and it is not clear the degree to which changes from
baseline would be influenced by the baseline value itself.

With these limitations in mind, the least square mean (LSM) changes from baseline for
elranatamab from MagnetisMM-3 and for teclistamab from MajesTEC-1 are reported in
Table 19. The results are broadly similar. A naive comparison between elranatamab and
teclistamab would suggest similar trajectories of both pain and fatigue over the specific
time points included in Martin et al (2024). Although the decreases of both symptoms
were numerically larger in MajesTEC-1 for some time points, the baseline values were
also higher and patients across both trials ultimately had nearly identical scores by
C12D1 (ie, approximately |Jilif for pain and fatigue, respectively). The reverse was
true for nausea and vomiting in which case the decreases were numerically larger in
MagnetisMM-3 but patients also had higher baseline values with the scores being nearly
identical by C12D1 (ie, approximately]). For both the general health score (GHS) and
the EQ-5D-5L VAS, numerically higher baseline scores were observed in MagnetisMM-3
and, at select time points, numerically higher improvements in MajesTEC-1. Ultimately,
similar scores across both trials were observed by C12D1 (ie, i for GHS and i}
[ for EQ-5D VAS).

Table 19: Patient-reported outcome changes from baseline for elranatamab in MagnetisMM-3

and teclistamab in MajesTEC-1.
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Especially considering the limitations of such a comparison, which is associated with
significant sources of bias and uncertainty, the results would suggest an equivalent
benefit of both teclistamab and elranatamab with respect to changes in PROs while on
treatment.

7.1.7  Overall assessment of the indirect comparison of elranatamab and teclistamab

in terms of OS and PFS

The results from the MAIC analyses showed that - after adjusting for cross-trial
differences with elranatamab patients (MagnetisMM-3) being reweighted to match the
selected key baseline characteristics of teclistamab patients (MajesTEC-1) - elranatamab
had an OS similar to teclistamab (although numerically higher), as well as a significantly
longer PFS compared with teclistamab (64).

However, the MAIC method has the limitation that it is only possible to adjust baseline
variables that are mutually reported in the trials, which is not always the case in trials
with slightly different design. What is not possible with MAIC is to address the potential
unmeasurable differences between the trials. Although the underlying MAIC approach
was thorough and based on extensive literature reviews, differences cannot be ruled
out. Furthermore, it was possible in the MAIC analysis to adjust for the notable
difference in proportion of patients with TCR multiple myeloma in the MagnetisMM-3
trial (97%) versus the MajesTEC-1 trial (78%) due to the resulting reduction in effective
sample size (ESS) of the elranatamab patients primarily. This is, however, likely to be
conservative as patients with TCR multiple myeloma tend to have poorer outcomes than
those who are simply TCE and thus not being an advantage for elranatamab. Finally, it
has to be noted that the efficacy results of elranatamab from the latest data cut-off date
of September 11 2023 was not included in the MAIC analysis, but that these efficacy



results — both PFS and OS — would have reassured the sustainability of the elranatamab
results. Adding to this also that the OS results of elranatamab is not mature yet, since the
MagnetisMM-3 trial is still ongoing.

It should be noted, that updated results of a matching-adjusted indirect comparison of
elranatamab were recently presented at EHA June 2024. These results show that indirect
comparison of elranatamab versus teclistamab in patients with triple-class
exposed/refractory multiple myoloma, in some of the presented analyses, shows a
statistically significant longer OS and PFS and a numerically longer DOR than teclistamab.
(82). At the time of application, it has not been possible to include these results in the
assessment.

With this indirect comparison of elranatamab versus teclistamab (64) focusing on OS and
PFS it can though conservatively be concluded that the two treatment options at least
have similar outcomes. This supports the decision to undertake a cost-minimization
analysis in the health economic part of the application for elranatamab.
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8. Modelling of efficacy in the
health economics analysis

Even though a cost-minimisation analysis was conducted, it was necessary to include OS
and PFS as parameters in the model in order to model survival and progression of the
RRMM patients. TTD was also included to model discontinuation of treatment in patients
on elranatamab and teclistamab.

In the base case 1 analysis, to be consistent with the comparative analysis of
elranatamab versus teclistamab in the MAIC (Section 7) the efficacy results (OS, PFS and
TTD) used for elranatamab in the cost-minimisation analysis was those with a data cut-
off date March 14 2023 and a median duration of follow-up of 14.7 months as presented
by Lesokhin et al. (47). In base case 2, OS and PFS for elranatamab and teclistamab were
modelled based on the data-cut from 4 January 2023 in MajesTEC-1.

8.1 Presentation of efficacy data from the clinical
documentation used in the model

In base case 1, MagnetisMM-3 data on OS and PFS was applied for both elranatamab and
teclistamab based on the assumption that the efficacy of the two treatment options is
comparable; hence the feasibility of a cost-minimization analysis (see section 7 above).
TTD data on elranatamab came from MagnetisMM-3 and included patients with an
ECOG PS of 2. OS and PFS (and TTD) in the health economic model are based on the non-
weighted KM curves from MagnetisMM-3. As mentioned in section 7.1.2 it is not
possible to present a weighted TTD as KM curves for TTD were not available and there is
therefore consistency between the chosen methods for generating both OS, PFS and
TTD. TTD for teclistamab was obtained from Figure 16 in the DMC’s evaluation of
teclistamab, which was based on data from MajesTEC-1 (31). OS, PFS and TTD were
extrapolated beyond the time periods of the trials.

In the base case 2 analysis, the OS curve and PFS curve for teclistamab from Figure 5 and
Figure 10, respectively, in the DMC evaluation of teclistamab were applied. The curves
were from the MajesTEC-1 trial on teclistamab with a median duration of 22.8 months (4
January 2023, Sidana et al. 2023). Based on these curves, we have estimated the relevant
extrapolation parameters and entered them into the model. The extrapolation
parameters have been estimated based on more than 400 data points from each of the
two curves. If the Danish Medicines Council wishes to prepare calculations based on the
exact parameters used in the health economic analysis of teclistamab, these can be
inserted in the Survival sheet in cells Y1695:Y1696 for OS and cells Y3379:Y3380 for PFS.
In base case 2, the OS and PFS curves from the DMC evaluation of teclistamab were
applied to both teclistamab and elranatamab. TTD in base case 2 was based on Figure 16
for teclistamab and data from MagnetisMM-3 for elranatamab.

In the following sections, the extrapolation of OS, PFS and TTD in the model is described.
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8.1.1 Extrapolation of efficacy data

Standard parametric fits (i.e., Weibull, log-normal, exponential, log-logistic, Gompertz,

generalised gamma and gamma) were used on the Kaplan-Meier (KM) curves based on
either 14.7-month data from cohort A in the MagnetisMM-3 or 22.8-months data from
MajesTEC-1. The best parametric fits were decided based on both the visual checks and
Akaike information criterion (AIC)/Bayesian information criterion (BIC) statistics.

8.1.1.1 Extrapolation of overall survival

In both base cases, life tables from the Danish general population from Statistics

Denmark were included in the model to ensure that the risk of death in the model was
not lower than the risk of death of the general population. The exponential parametric
curve was selected based on clinical plausibility and statistical fit. See Appendix D for a

justification for selecting this curve.

Table 20 Summary of assumptions associated with extrapolation of OS.

Method/approach Description/assumption

Data input

MagnetisMM-3 and MajesTEC-1

Model

Parametric survival model

Assumption of proportional
hazards between intervention and

comparator

N/A

Function with best AIC fit

Base case 1: Log-normal

Base case 2: N/A

Function with best BIC fit

Base case 1: Exponential

Base case 2: N/A

Function with best visual fit

Base case 1: Weibull, exponential and gamma

Base case 2: N/A

Function with best fit according to
evaluation of smoothed hazard
assumptions

N/A

Validation of selected extrapolated
curves (external evidence)
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Method/approach Description/assumption

Function with the best fit according Not assessed due to missing evidence
to external evidence

Selected parametric function in Base case 1: Exponential

base case analysis
Base case 2: N/A

Adjustment of background Yes
mortality with data from Statistics
Denmark

Adjustment for treatment No

switching/crossover

Assumptions of waning effect No

Assumptions of cure point No
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Figure 25 Base case 2: Observed and extrapolated OS curves for teclistamab from MajesTEC-1.

Source: Figure 5 from DMC teclistamab evaluation.

8.1.1.2 Extrapolation of progression-free survival

PFS was also extrapolated based on individual parametric fits. The fitted PFS curves were

capped by the fitted OS curves so that the PFS curves were never higher than the OS
curves.

Table 21 Summary of assumptions associated with extrapolation of PFS.

Method/approach Description/assumption

Data input MagnetisMM-3 and MajesTEC-1
Model Parametric survival model
Assumption of proportional N/A
hazards between intervention and
comparator
Function with best AIC fit Base case 1: Log-normal
Base case 2: N/A
Function with best BIC fit Base case 1: Generalized gamma
Base case 2: N/A
Function with best visual fit Base case 1: Exponential, gamma and Weibull
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Method/approach

Description/assumption

Base case 2: N/A

Function with best fit according to
evaluation of smoothed hazard

assumptions

N/A

Validation of selected extrapolated
curves (external evidence)

Not assessed due to missing evidence

Function with the best fit according
to external evidence

Not assessed due to missing evidence

Selected parametric function in
base case analysis

Base case 1: Weibull

Base case 2: Log-normal

Adjustment of background Yes
mortality with data from Statistics
Denmark

Adjustment for treatment No
switching/crossover

Assumptions of waning effect No
Assumptions of cure point No
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Figure 27 Observed and extrapolated PFS curves for teclistamab from MajesTEC-1. Source: Figure

10 from DMC teclistamab evaluation.

8.1.1.3 Extrapolation of time to treatment discontinuation

Patients with multiple myeloma may discontinue treatment for different reasons, such as
AEs, disease progression, investigator-determined or patient preference. Therefore, TTD
curves were fitted to account for the time spent on the treatment within the PFS state,
and patients were partitioned into on and off treatment while remaining progression-
free. In both base cases, for elranatamab, TTD was based on data from MagnetisMM-3
and extrapolated beyond the follow-up period with the standard parametric models. For
teclistamab, the extrapolation of TTD was based on Figure 16 from the DMC’s evaluation
of teclistamab (31) that shows both the observed and the extrapolated TTD curve for
patients treated with teclistamab. The method applied is described in more details in

Appendix D.

Table 22 Summary of assumptions associated with extrapolation of TTD in both base cases.

Method/approach Description/assumption

Data input MagnetisMM-3 and MajesTEC-1

Model Standard parametric models

Assumption of proportional N/A

hazards between intervention and

comparator

Function with best AIC fit Elranatamab: log-normal
Teclistamab: N/A

Function with best BIC fit Elranatamab: log-normal

Teclistamab: N/A

78



Method/approach

Description/assumption

Function with best visual fit

Elranatamab: exponential, Weibull and gamma

Teclistamab: N/A

Function with best fit according to
evaluation of smoothed hazard

assumptions

N/A

Validation of selected extrapolated
curves (external evidence)

Not assessed due to missing evidence

Function with the best fit according
to external evidence

Not assessed due to missing evidence

Selected parametric function in
base case analysis

Elranatamab: Weibull
Teclistamab: log-normal

Adjustment of background N/A
mortality with data from Statistics
Denmark

Adjustment for treatment No
switching/crossover

Assumptions of waning effect No
Assumptions of cure point No
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Figure 29 TTD for teclistamab. Source: (31).

8.1.2 Calculation of transition probabilities

Not applicable.

Table 23 Transitions in the health economic model (Table 23 is Not Applicable)

Health state (from) Health state (to) Description of Reference

method

N/A N/A N/A N/A

8.2 Presentation of efficacy data from additional
documentation

No other data than data from MagnetisMM-3 and MajesTEC-1 was included in the
present application.

8.3  Modelling effects of subsequent treatments

Subsequent treatment was included in the model. There was no difference in terms of
which treatments patients would subsequently receiver after treatment with
elranatamab and teclistamab. The included subsequent treatments were based on the
DMC evaluation of teclistamab, where the DMC stated that patients would receive
PomDex or CarDex in a 50/50 split (31). Only the costs of subsequent treatments were
included; no effects were included, as the present analysis was a cost-minimisztion
analysis. Please see section 11.6 for an explanation of how the costs of subsequent

treatments were accounted for in the model.
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8.4  Other assumptions regarding efficacy in the model

Not applicable.

8.5 Overview of modelled average treatment length and time
in model health state

In this application, a cost-minimisation analysis was conducted. The cost-minimisation
analysis was built on the premise that elranatamab and teclistamab exhibit equivalent
efficacy and safety profiles as supported by evidence presented in the previous sections
6 and 7, and the later section 9. The model incorporates distinct TTD curves for
elranatamab and teclistamab following the section 8.1.1.3 above. The argument for
differentiating the TTD-curves is based on the observation that although elranatamab
and teclistamab are evaluated to have equivalent efficacy outcomes, these results are
obtained with varying durations of treatment. Specifically, the median treatment
duration for elranatamab was 5.6 months (range: 0.03—24.4 months) in MagnetisMM-3
and 9.3 months (range: 0.2—33.6 months) for teclistamab in MajesTEC-1. Therefore, we
regarded it as justifiable to incorporate this anticipated difference in treatment duration
into the cost-minimisation model. To assess the impact of the assumption of different
TTD between elranatamab and teclistamab, respectively, a scenario analysis has been
included. Via the drop-down menu in cell 039 in the 'Survival curves' tab, it is possible to
assume the same TTD for both treatments.

Table 24 to Table 26 below present estimates for the modelled average and modelled
median of OS, PFS and TTD predicted by the extrapolation models (undiscounted
estimates with no half-cycle correction). In addition, the medians from the trials are
presented. It should be noted that it isn’t possible to calculate the average duration of
treatment from the study, as not all patients in the study have discontinued treatment at
the specified data cut.

Table 24 OS estimates in the model.

Modelled average Modelled median for OS Observed OS median

for OS (reference to  (reference to source Excel from relevant study

source Excel sheet) sheet)

Elranatamab Base case 1: 26.52 Base case 1: 18.17 Median duration of OS
(‘Survival curves’ (‘Survival curves’ sheet) was not reached before
sheet) data cut-off on March

Reereane Za 0 14 2023 (95% CI: 13.9;
Base case 2: 62.04 NE) (47)

Teclistamab Base case 1: 26.52 Base case 1: 18.17 21.9 months (96% Cl:

(‘Survival curves’ (‘Survival curves’ sheet) 16,0; NE) (66)

sheet)
Base case 2: 20.01

Base case 2: 62.04
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Note: OS is identical for elranatamab and teclistamab due to the assumption of similar efficacy based on the
evidence from the MAIC (64). Equal eficacy is the rationale for choosing a cost-minimization approach. Data is

based on data from MagnetisMM-3.

Table 25 PFS estimates in the model.

Modelled average
for PFS (reference

to source Excel)

Base case 1: 24.87
(‘Survival curves’
sheet)

Elranatamab

Base case 2:42.19

Modelled median for PFS
(reference to source
Excel)

Base case 1: 15.41
(“Survival curves’ sheet)

Base case 2: 10.35

Observed PFS median
from relevant study

Median PFS was not
reached before data cut-
off on March 14 2023
(95% ClI: 9.9; NE) (47)

Teclistamab 24.87 (‘Survival

curves’ sheet)

Base case 2:42.19

15.41 (‘Survival curves’
sheet)

Base case 2: 10.35

11.3 months (96% Cl:
8.8; 16.4) (38)

Note: OS is identical for elranatamab and teclistamab due to the assumption of similar efficacy based on the
evidence from the MAIC (64). Equal efficacy is the rationale for choosing a cost-minimisation approach. Data is
based on data from MagnetisMM-3 and Majestec-1.

Table 26 TTD estimates in the model.

Modelled average
for TTD (reference

to source Excel)

Base case 1:15.53
(“Survival curves’
sheet)

Elranatamab

Base case 2: 15.64

Modelled median for TTD
(reference to source

Excel)

Base case 1: 6.67
(‘Survival curves’ sheet)

Base case 2: 6.67

Observed TTD median

from relevant study

Median duration of
treatment was

5.6 months (range:
0.03-24.4) from data
cut-off on March 14
2023 (47)

Base case 1: 21.05
(‘Survival curves’
sheet)

Teclistamab

Base case 2:30.43

Base case 1: 8.97
(“Survival curves’ sheet)

Base case 2: 8.97

Median treatment
duration was 9.3 months
(range: 0.2—33.6) from
data cut-off on January
2023 per DMC
evaluation (31)

Note: the difference in the modelled average and median TTD between elranatamab and teclistamab is
because the difference in TTD between elranatamab and teclistamab was accounted for in the model.

Table 27 presents the modelled average treatment length and time in the model health

states.
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Table 27 Overview of modelled average treatment length and time in model health state,

undiscounted and not adjusted for half-cycle correction.

Treatment Modelled PFS (months) PPS (months) Death (months)
average

treatment
length (months)

Base case 1

Elranatamab 15.53 24.87 1.65 357.54
Teclistamab 21.05 24.87 1.65 357.54
Base case 2

Elranatamab 15.64 42.19 19.84 322.03
Teclistamab 30.43 42.19 19.84 322.03

Note: the time in the model health states is identical for elranatamab and teclistamab due to the expectation
of similar OS and PFS between elranatamab and teclistamab. PPS = Post Progression Survival.

9. Safety

9.1 Safety data from the clinical documentation

The MagnetisMM-3 study consisted of cohort A (N = 123) and Cohort B (N=64) (46JJ])-
Patients in Cohort A did not receive prior BCMA-directed therapy. Cohort B consisted of
patients previously exposed to BCMA-directed ADC and/or CAR T-cell therapies, hence
not relevant for this comparison. The safety findings were generally consistent between
Cohort A and Cohort B. As in the rest of the application presenting efficacy and costs
results of elranatamab the particular focus of the safety data for elranatamab will be on
the Cohort A. This patient population did not receive prior BCMA-directed therapy
(N=123) and is therefore of relevance for the use of elranatamab and for the comparison
with teclistamab. Generally, safety findings were consistent between Cohort A and
Cohort B.

The safety data in this application has the same cut-off date (March 14 2023) (46), as the

efficacy resuls. [
I ' 2ddition, a later data cut-off (September 11 2023 with a follow-

up of 17.6 months) (52) will also be included to show the safety data.
Safety data on adverse events (defined as treatment-emergent adverse events, all

causalities) and adverse reactions (defined as treatment-emergent adverse events which
were treatment related) for Cohort A are shown in Table 28 below.
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Similar to the DMC evaluation of teclistamab (31) the safety populations for teclistamab
presented here included all patients who had received at least one dose of teclistamab
either in the phase 1 study (only included patients with the same dose as in phase 2
study) or in the phase 2 study (31,48). The data cut-off date was March 16 2022.

Given that safety data of the two comparators comes from two individual single-arm
phase 2 studies with uncertainty due to cross-trial differences no comparative
assessment of safety have been made except a visual comparison from the safety results
presented in the tables below for elranatamab and teclistamab, respectively. Overall,
though, the safety profile and evidence found for elranatamab seems to be comparable
to that of teclistamab.

Table 28 Overview of safety events.

Elranatamab Teclistamab Difference,

(N=123) (N=165) % (95 % Cl)

(Source: 47) (Source: 37)

Cohort A. Median

Median follow-up:

follow-up: 14.1 months

14.7 months
Number of adverse events, n -@ N/A N/A
Number and proportion of patients with 21 123 (100.0) 165 (100.00) N/A

adverse events, n (%)

Number of serious adverse events*, n N/A N/A

Number and proportion of patients with 2 1 113 (68.5)% N/A

serious adverse events*, n (%)

Number of CTCAE grade 2 3 events, n N/A N/A

= =

o~ o}

I ’ I ’
B

Number and proportion of patients with 2 1 @ 156 (94.5)* N/A

CTCAE grade 2 3 events, n (%)

Number of adverse reactions, n s N/A N/A

Number and proportion of patients with 2 1 s 154 (93.3)% N/A

adverse reactions, n (%)

Number and proportion of patients who had a @ 123 (74.5)* N/A

dose reduction, n (%)5

Number and proportion of patients who 95 (57.6)* N/A

discontinue treatment regardless of reason, n (%)

®

Number and proportion of patients who dis- @9 63(38.2)*22 N/A

continue treatment due to adverse events, n (%)

Number and proportion of patients with a serious 39 (31.7) 48 (29.1)** N/A
adverse reaction, n (%)




Elranatamab Teclistamab Difference,
(N=123) (N=165) % (95 % Cl)
(Source: 47) (Source: 37)

Cohort A. Median
Median follow-up:
follow-up: 14.1 months
14.7 months

Number and proportion of patients who died 55 (44.7) 68 (41.2) N/A
while on the study, n (%)

Death due to disease progression, n (%) 37 (30.1%) 41 (24.8) N/A
Deaths considered related to treatment, n (%) 4 (3.25%)% 5 (3.0)* N/A
@Source:,
& Source: 31 (Source table 17, page 33).
% Source: 31.

1 Number has been calculated by Pfizer.

§ Due to differences in reporting for elranatamab and teclistamab this contains both data regarding dose
reduction, discontinuation/skip and delay. And for both comparators this is due to adverse events.

* A serious adverse event is an event or reaction that at any dose results in death, is life-threatening, requires
hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or
incapacity, or results in a congenital anomaly or birth defect
(https://database.ich.org/sites/default/files/E2A_Guideline.pdf).

$ Source:

+ Source: 53 (Source table 28).

++ Source: 53 (Source page 120).

+++ Source: 53 (Source table 29).

@ Based on 61 patients discontinue due to treatment progression and 2 due to adverse events.

# One patient with adenoviral hepatitis, one with adenovirus infection and pneumonia adenoviral, one with
pneumonia pseudomonal and one with failure to thrive

¥ One patient who had discontinued teclistamab due to progressive multifocal leukoencephalopathy, two
patients who had contracted Covid-19, one patient who had hepatic failure, and one patient who had
streptococcal pneumonia

Q Participants with permanent discontinuation of study drug due to adverse events.

Extended follow-up from the ongoing phase 2 MagnetisMM-3 trial of elranatamab was
recently presented at a conference (data cut-off: Sep 11 2023: follow-up 17.6 months)
(52). The poster showed sustained clinical efficacy and no new safety signals. All patients
in Cohort A had at least one AE and 71.5% experienced grade 3/4 AEs. Safety findings in
Cohort A were generally consistent with results from the 14.7 month follow-up with no
new safety signals observed. CRS was the most common AE (any grade) and no grade 3/4
events CRS or ICANS events were reported. Death due to TEAEs occurred in 20.3% of
patients in Cohort A; disease progression was the cause of death reported in 8.9% of
patients and infection in 6.5%. Disease progression was the most common reason for
treatment discontinuation (39.8%) (52).

The safety profile of elranatamab across all four elranatamab studies (1003
(MagnetisMM-3), 1001, 1002 and 1009) including 265 patients, was consistent (51).
Most patients developed at least one TEAE during the study, and the most commonly
affected system organ classes (SOCs) for both any grade TEAEs and Grade 3/4 TEAEs
were Blood and lymphatic system disorders, Immune system disorders and Infections
and infestations.
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9.1.1 Serious adverse events

Table 29 below, presents the serious adverse events reported in 25% of patients in the
safety population. For both comparators serious adverse event data is presented for
Cohort A. Overall numbers of adverse events per type were not available. For

elranatamab, I

[l These two are the only grade 5 AEs in Table 29 of our application.

Disease progression is listed as an AE because per protocol disease progression with a
fatal outcome within the active collection period (during the on-treatment period) of the
study should be reported as an SAE. The protocol states: ‘Progression of the malignancy
under study (including signs and symptoms of progression) should not be reported as an
SAE unless the outcome is fatal within the active collection period. Hospitalization due to
signs and symptoms of disease progression should not be reported as an SAE. If the
malignancy has a fatal outcome during the study, the event leading to death must be
recorded as an AE on the CRF, and as an SAE with CTCAE Grade 5 if it occurs during the
active collection period’. Plasma cell myeloma are patients who were progressing and
died of myeloma.

Table 29 Serious adverse events reported in 2 5% of patients in the safety population.

Adverse events Elranatamab (N=123) Teclistamab (N=165)

(data on file) (37 (Appendix Table S8))

Median follow-up: 14.7 months Median follow-up: 14.1 months

Number of Number of Number of Number of
patients with adverse events  patients with adverse events
adverse events adverse events

Adverse event, n (%) [ ] [l 1l 107 (64.8) N/A
COVID-19 pneumonia _ - N/A N/A
Cytokine release I [ | 14 (8.5) N/A
syndrome

Pneumonia _ - 17 (10.3) N/A
Disease progression _ - N/A N/A
Sepsis I [l 1 3(1.8)* N/A
CovID-19 - - 24 (14.5) N/A
Plasma cell myeloma - - N/A N/A

* A serious adverse event is an event or reaction that at any dose results in death, is life-threatening, requires
hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability or
incapacity, or results in a congenital anomaly or birth defect (see the ICH’s complete definition).
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# The selected serious adverse events reported in > 5% of patients follows the findings among the elranatamab
patients, as this is only reported as > 2% of patients for teclistamab. However, the number and proportions
reported for teclistamab in the table are correct.

s@Source: I
§ Data on file. [

& Data on file.
+ Source: 53 (Source table 32).

All serious adverse events observed in the MagnetisMM-3 study — both for all causalities
and for treatment related only — are listed in Appendix E.

9.1.2 Efficacy and safety of elranatamab in a patient population in poorer general

condition

We note that in section 2.3.1 of the Danish Medicines Council's ‘Anbefaling og vurdering’
regarding teclistamab it is stated that the Danish patient population will generally be
older and with poorer general condition in the 4th line compared to study populations.
Therefore, in the assessment of teclistmab, the Danish Medicines Council adjusts the
median age and instead assumes it to be 68 years. The median age of cohort A in
MagnetisMM-3 study is 68 years, c.f. Table 9.

To further evaluate the effect of elranatamab in a patient population in poorer general
condition we also refer to data presented at European Hematology Association (EHA).
These data report the efficacy and safety of elranatamab monotherapy in the real- word
setting in relapsed-refractory multiple myeloma (RRMM) from the French compassionate
use program. Here 101 patients with a median age of 68 years were treated as part of
the program. Data shows that despite the advanced disease stage including a significant
proportion of patients with prior anti-BCMA directed therapy, extra-medullary disease,
adverse prognostic features e.g., severe kidney dysfunction and poor ECOG-PS, these
results demonstrate a good safety profile and efficacy of elranatamab in patients with
RRMM treated in a real-world setting (83).

9.1.3 DRS, ICANS and deaths related to adverse events

Table 30 and Table 31 presents study participants evaluable for CRS and ICANS,
respectively. In cohort A, ratients experience a grade 1 CRS AE, and [l ratients
experience a grade 2 CRS AE. For ICANS,- patients in cohort A, experience grade 1

and 2 cavs. I

—
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Table 30 Patients Evaluable for Adverse Event CRS

Source: Data on file (data cut-off of March 14, 2023)

Table 31 Patients Evaluable for Adverse Event ICANS

Source: Data on file (data cut-off of March 14, 2023)

At the 14 March 2023 cut-off a total of ] study participants had died, c.f. Table 32. Of
these, ] died of Treatment-Emergent Adverse Events, i.e., deaths during the on-
treatment period, c.f. Table 32.

Table 32 Summary of Death (Safety Analysis Set)

Number (%) of Participants  Elranatamab, Cohort A
(N=123)
n (%)

Median follow-up: 14.7 months
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Number (%) of Participants  Elranatamab, Cohort A
(N=123)
n (%)

Median follow-up: 14.7 months

Table 33 Summary of Treatment-Emergent Adverse Events Leading to Death

Number (%) of Participants Elranatamab, Cohort A
(N=123)

n (%)

Median follow-up: 14.7 months
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Number (%) of Participants Elranatamab, Cohort A
(N=123)

n (%)

Median follow-up: 14.7 months

9.1.4 Adverse events in the health economic model

The health economic model (cost-minimization) includes the costs of managing adverse
events with the two comparators. Evidence on grade 3/4 adverse events for elranatamab
(MagnetisMM-3 study) and for teclistamab (MajesTEC-1 study) were used in the model.
This was done to include the costs of managing adverse events with the two
comparators. Adverse events with grade 1/2 (except for CRS) or with a frequency lower
than 5% were excluded as these would have no impact on the economic analysis and its
result. In addition, no comparative analysis on the safety data have been conducted.
Given the relatively small impact safety data, both on cost and utility decrement, has on
the ICER we don’t anticipate weighted safety data will have a significant impact on the
results. Below in Table 34 is the included adverse events shown.



.
L X

Table 34 Adverse events used in the health economic model - most common (25%) Grade 3/4

AEs from MagnetisMM-3 (data cut-off March 14 2023) and MajesTEC-1.

Adverse events

Elranatamab

Teclistamab

(N=123), (N=165)
Cohort A
Frequency Frequency Source Justification
used in used in
economic economic
model for model for
intervention comparator
Anaemia 37.4% 37.6% Elranatamab: (47) Grade 3/4 and 25%
Teclistamab: (31)
CRS (grade 1-2) 57.7% 71.5% Elranatamab: (47) Grade 3/4 and 25%
Teclistamab: (31)
Hypertension [ 6.1% Elranatamab: {]) Grade 3/4 and 25%
Teclistamab: (31)
Hypophosphatemia - 6.7% Elranatamab: § Grade 3/4 and 25%
Teclistamab: (31) (for teclistamab)
Leukopenia - 9.1% Elranatamab: .) Grade 3/4 and 25%
Teclistamab: (31)
Lymphopenia 25.2% 34.5% Elranatamab: (47) Grade 3/4 and 25%
Teclistamab: (31)
Neutropenia 48.8% 65.5% Elranatamab: (47) Grade 3/4 and 25%
Teclistamab: (31)
Pneumonia (and - 13.3% Elranatamab: Grade 3/4 and 25%
COVID-19 @7
pneumonia for Teclistamab: (31)
elranatamab)
Thrombocytopenia 23.6% 22.4% Elranatamab: (47) Grade 3/4 and 25%
Teclistamab: (31)
Hypokalaemia 10.6% 4.8% Elranatamab: (47) Grade 3/4 and 25%

Teclistamab:

(37,70

(for elranatamab)

§ Data on file.

*For elranatamab, pneumonia also included COVID-19 pneumonia. 11.4% in Cohort A reported COVID-19
pneumonia, which was added to the 8.1% who reported pneumonia. COVID-19 pneumonia was not reported

for teclistamab.
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9.2 Safety data from external literature applied in the health
economic model

Not applicable as no external sources have been used for adverse events in the cost-

minimisation model.

Table 35 Adverse events that appear in more than X % of patients (Table 35 is Not Applicable)

Adverse Intervention (N=x) Comparator (N=x) Difference, % (95

events % Cl)

N/A N/A N/A N/A N/A N/A N/A N/A N/A

10. Documentation of health-related
quality of life (HRQoL)

Not applicable — this includes related tables. This section is not relevant with the analysis
being a cost-minimization analysis. The decision about choosing a cost-minimization
analysis is based on the comparable and equal efficacy and safety profiles of
elranatamab and teclistamab, respectively, as presented above in Section 7 and 9.
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11. Resource use and associated
COSts

All costs related to treating RRMM patients with elranatamab and teclistamab were
considered to be included in the model. To estimate the resource use and identify unit
costs, the SmPCs of elranatamab and teclistamab, data from the trials, information from
the DMC evaluation of teclistamab, and assumptions were applied. Below, descriptions
of each cost element and how the element was valued in the health economics analysis,
are presented.

11.1 Medicine costs — elranatamab and teclistamab

All drug costs included in the model were based on the pharmacy purchasing price (PPP)
obtained in March 2024. The PPPs of the available packages of elranatamab and
teclistamab are presented in Table 39.

11.1.1 Elranatamab medicine costs

Patients in the elranatamab arm received elranatamab according to the posology
described in the SmPC (21). The dosing schedule for elranatamab is presented in Table
36. As seen in the table, after 24 weeks of treatment, patients can switch to a once every
2-week dosing regimen (Q2W) if they have achieved a response. In the model, patients in
cohort A who were still on treatment after 24 weeks could switch to the Q2W regimen
(i.e., discontinuation was accounted for). In MagnetisMM-3, 50 of the 123 patients in
cohort A who had not discontinued treatment after 24 weeks switched to the Q2W
dosing regimen, i.e., 75.67% (see calculation in ‘Treatment’ sheet in the Excel model).
According to the SmPC, patients should receive treatment with elranatamab until
disease progression or unacceptable toxicity (21).

Table 36 Elranatamab dosing schedule. Source: (21).

Dosing schedule Week/day
Step-up dosing®® Week 1: day 1 Step-up dose 1 12 mg
Week 1: day 4 Step-up dose 2 32 mg
Weekly dosing®<4 Weeks 2-24: day 1 Full treatment 76 mg once weekly
dose
Every 2 weeks dosing Week 25 onwards: day 1 Full treatment 76 mg once every
(Q2w)d-e dose 2 weeks

a. Pre-treatment medicinal products should be administered prior to the first three doses of elranatamab.

b. A minimum of 2 days should be maintained between step-up dose 1 (12 mg) and step-up dose 2 (32 mg).
c. A minimum of 3 days should be maintained between step-up dose 2 (32 mg) and the first full treatment (76
mg) dose.

d. A minimum of 6 days should be maintained between doses.

e. For patients who have achieved a response.
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11.1.2 Teclistamab medicine costs

Patients in the teclistamab arm received teclistamab according to the posology described
in the SmPC (48). The dosing schedule for teclistamab is presented in Table 37.

Patients on teclistamab could also switch to a Q2W dosing regimen as per the SmPC, if
they achieved a complete response or better. In MajesTEC-1, 63 out of the 165 patients
(85.26%) who had not discontinued treatment switched to the Q2W dosing regimen (see
calculation in the ‘Treatment’ sheet in the Excel model). The time point for when the
switch occurred in the model was based on the median time to switching dosing regimen
from MajesTEC-1 stated in the DMC evaluation of teclistamab, which was 11.3 months
(49 weeks) and was also used in the DMC evaluation of teclistamab (31).

Table 37 Teclistamab dosing schedule. Source: (48).

Dosing schedule

All patients
Step-up dosing schedule Day 1 Step-up dose 1 0.06 mg/kg SC
single dose
Day 3P Step-up dose 2 0.3 mg/kg SC
single dose
Day 5¢ First maintenance 1.5 mg/kg SC
dose single dose
Weekly dosing schedule 1 week after first Subsequent 1.5 mg/kg SC
maintenance dose and maintenance once weekly
weekly thereafterd doses

Patients who have a complete response or better for a minimum of 6 months

Biweekly (every 2 weeks, Consider reducing the dosing frequency to 1.5 mg/kg SC every 2
Q2W) dosing schedule weeks

a. Dose is based on actual body weight and should be administered subcutaneously.

b. Step-up dose 2 may be given between 2 and 7 days after step-up dose 1.

c. First maintenance dose may be given between 2 and 7 days after step-up dose 2. This is the first full
maintenance dose (1.5 mg/kg).

d. Maintain a minimum of 5 days between weekly maintenance doses.

11.1.3 Relative dose intensity in the model

Relative dose intensity (RDI) measures the proportion of the administrated dose in
relation to the planned dose, from treatment initiation to discontinuation. RDI was
included in the model because 100% treatment adherence is not expected in a real-
world setting. The RDI rates of elranatamab were obtained directly from the
MagnetisMM-3 trial. In the MagnetisMM-3 trial, RDI was defined as the ratio of the
delivered dose intensity (mg/week) to the planned dose intensity (mg/week) for
elranatamab. The dose intensity and planned dose intensity were calculated from the
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actual treatment duration, actual total cumulative dose, and the planned treatment

duration and total planned dose. The difference between the overall dose intensity and

the planned dose intensity was due to dose interruptions and dose reductions.

The RDI calculation thus accounts for the planned dose change resulting from the Q2W

switch starting from cycle 7, as per the trial protocol to ensure there was no double

counting in the treatment cost calculation regarding the Q2W switch in the model. Below

example calculations on the total planned dose for a given cycle is provided:

Cycle 1:

Planned dose (mg/cycle) = 12mg+32mg + (76mg x 3)

After Cycle 1:

If the participant is on QW dosing schedule for the cycle:

Planned dose (mg/cycle) = 76mg x 4

If the participant is on Q2W dosing schedule for the cycle (possible from week 25

onwards):

Planned dose (mg/cycle) = 76mg x 2

In the MagnetisMM-3 trial, the RDI was 78.35%. The dose intensity and planned dose
intensity were calculated from the actual treatment duration, actual total cumulative

dose, and the planned treatment duration and total planned dose. The difference

between the overall dose intensity and the planned dose intensity was due to dose

interruptions and dose reductions. In MajesTEC-1, the median RDI for all treatment

cycles, including step-up doses, was 93.7% (37).

In the model base case, the RDIs were multiplied by the drug costs, the administration

costs and the cost of patient time use and transportation per planned dose to derive the

cost incurred by the actual dose. The median RDIs for elranatamab and teclistamab are

presented in Table 38.

Table 38 Medicine information used in the model.

Medicine

Elranatamab

Relative
dose
intensity

(median)

Step-up doses of 12 78.35%
mg SC on day 1 and

32 mg SC on day 4,

followed by a full

treatment dose of

76 mg SC weekly

from week 2 to

Frequency Vial
sharing

For patients who Yes
have received at

least 24 weeks of
treatment and

have achieved a
response, the

dosing interval

week 24 should transition
to an every-2 week
schedule (21,47)
Teclistamab 1.5 mg/kg SC 93.70% A reduced dosing Yes
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Medicine Relative Frequency Vial
dose sharing
intensity
(median)

weekly, preceded by frequency of every

step-up doses of 2 weeks may be

0.06 mg/kg SC and considered for

0.3 mg/kg SC patients who have
a complete

response or better
for a minimum of
6 months (37,48)

Table 39 Package information on elranatamab and teclistamab (March 26 2024).

Pharmaceutical Strength Package size PPP (DKK)

Elranatamab 44 mg 1.1ml 22,982.38
76 mg 1.9 ml 39,700.96

Teclistamab 10 mg/ml 3ml 6,571.53
90 mg/ml 1.7 ml 33,217.67

11.1.4 Wastage in the model

Wastage was included in the model, and the analysis was based on the same
assumptions and rationale as applied in the teclistamab DMC evaluation (31). In the DMC
evaluation of teclistamab, wastage was assumed to be reduced through vial sharing and
administering treatment to multiple patients on the same day, as both elranatamab and
teclistamab are administered at the hospital. In the base case, vial sharing was assumed
for 50% of elranatamab and teclistamab administrations in accordance with the
teclistamab DMC evaluation (31). Vial sharing was included in the DSA, and a scenario
analysis was conducted with no vial sharing to assess the impact of this parameter on the
base case result.

11.2 Medicine costs — co-administration

Not applicable. According to the SmPCs, pre-treatment with medical products should be
administered prior to treatment with both elranatamab and teclistamab (21,48).
Medicine costs associated with pre-treatment were not included in the model due to the
minimal impact of these costs on the analysis and the similarity of the pre-treatments
associated with elranatamab and teclistamab (21,48).
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11.3 Administration costs

Administration costs were included for treatments administered subcutaneously and

intravenously at the hospital (Table 40). Orally administered treatments were not

ascribed an administration cost, as patients can administer these at home. A macro-

costing approach was applied in the present model. For both subcutaneous and
intravenous administration, the DRG 2024 tariff 17MA98 of DKK 1,989 was applied based
on the tariffs provided with interactive DRG when combining the diagnosis code DC900

with the procedure code BWAAG and the procedure code BWAA3. The same approach

was applied in the teclistamab application, which was accepted by the DMC (31).

The SmPCs for both teclistamab and elranatamab state that patients should remain

within proximity of a healthcare facility after each dose in the step-up dosing schedule

(21,48). In the DMC evaluation of teclistamab, it was expected that patients were

admitted to the hospital for 48 hours for each dose in the step-up dosing schedule (31).

Thus, 6 admission days were included for teclistamab (48 hours for step-up dose 1, 48

hours for step-up dose 2 and 48 hours for the first maintenance dose), and 4 days were

included for elranatamab (48 hours for step-up dose 1 and 48 hours for step-up dose 2).

The DRG 2024 tariff 16MA11 of DKK 60,906 was applied for admissions associated with
administration of the step-up doses of teclistamab and elranatamab. The tariff was

divided by 16 (the trim point for the tariff) to get the cost per day, which was estimated

to be 3,807 DKK per day. This approach was applied to ensure consistency with the

approach applied in the DMC'’s evaluation of teclistamab (31).

Table 40 Administration costs used in the model.

Administration
type

Subcutaneous
administration

Frequency

Weekly or once
every 2 weeks

Unit cost
(DKK)

1,989 per
administration

17MA98

Reference

DRG 2024 tariff

Hospital Teclistamab: 48 3,807 per 16MA11 (divided Admission:
admission hours for step-up admission day by 16 days) (31,21,48)
associated with  dose 1, 48 hours for .
2y x Unit cost: DRG

administering step-up dose 2 and -
the first two 48 hours for first L
doses of maintenance dose
teclistamab and

Elranatamab: 48
elranatamab

hours for step-up

dose 1 and 48 hours

for step-up dose 2
Intravenous Cycle 1: 1,989 per 17MA98 DRG 2024 tariff
administration administration on administration
of carfilzomib day 1, day 2, and on

(subsequent
treatment
option)

days 8,9, 15 and 16
in a 28-day cycle

Cycle 2+:
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Administration

type

Frequency Unit cost
(DKK)

administration on
days1,2,8,9,15
and 16 on 28-day
cycles

Reference

11.4 Disease management costs

It was assumed that patients on elranatamab would have their disease managed and

monitored to the same extent as patients on teclistamab. Therefore, the estimation of

disease management costs was based on the DMC evaluation of teclistamab. In the

teclistamab evaluation, a monthly monitoring visit at the haematologic department was

included; thus, one monitoring visit per month was included in the model for both

elranatamab and teclistamab. The unit cost of a monitoring visit was based on the DRG

2024 tariff 17MA98 (Table 41).

Table 41 Disease management costs used in the model.

Activity

Monitoring visit
at the
haematologic
department

Frequency Unit cost (DKK) DRG code

Monthly 1,989 17MA98

Reference

DRG 2024 tariff
and (31)

11.5 Costs associated with management of adverse events

Costs for managing AEs were included in the model, and the included AEs are presented
in Table 42. The included AEs were the grade 3/4 AEs from the BCMA-naive patient
population from the MajesTEC-1 trial that in the DMC evaluation of teclistamab were

listed as being treatment requiring. The corresponding rates for each AE for elranatamab
came from the MagnetisMM-3 trial. In addition, the other grade 3/4 AEs from
MagnetisMM-3 with a frequency of 5% were also included, which included

hypokalaemia and COVID-19 pneumonia. The resource use (one time cost) associated

with managing each AE listed in Table 42 was also based on the DMC evaluation of

teclistamab. According to the DMC (31), all AEs except neutropenia and pneumonia can

be managed at an outpatient visit, whereas neutropenia and pneumonia require hospital

admission. Unit costs of managing AEs were based on DRG 2024 tariffs (Table 43).

Table 42 Most common (25%) Grade 3/4 AEs from MagnetisMM-3 (data cut-off March 14 2023)

and MajesTEC-1.

Elranatamab Teclistamab Reference
(N=123), (N=165)

cohort A
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Elranatamab Teclistamab
(N=165)

(N=123),
cohort A

Reference

Anaemia 37.4% 37.6% Elranatamab: (47)
Teclistamab: (31)
CRS (grades 1-2) 57.7% 71.5% Elranatamab: (47)

Teclistamab: (31)

Hypertension

B 6.1%

Elranatamab: .)
Teclistamab: (31)

Hypophosphatemia

6.7%

Elranatamab: Data on file
Teclistamab: (31)

Leukopenia

_— 9.1%

Elranatamab: -)
Teclistamab: (31)

Lymphopenia 25.2% 34.5% Elranatamab: (47)
Teclistamab: (31)
Neutropenia 48.8% 65.5% Elranatamab: (47)
Teclistamab: (31)
Pneumonia (+ COVID-19 I 13.3% Elranatamab: (47]J])
pneumonia in elranatamab) Teclistamab: (31)
Thrombocytopenia 23.6% 22.4% Elranatamab: (47)
Teclistamab: (31)
Hypokalaemia 10.6% 4.8% Elranatamab: (47)

Teclistamab: (37,70.)

*For elranatamab, pneumonia included COVID-19 pneumonia.

] (47-). COVID-19 pneumonia was not reported for teclistamab.

Table 43 Resource use and unit costs associated with included AEs.

Resource use

DRG code Unit cost (DKK)

Anaemia Managed at outpatient 17MA98 1,989
visit
CRS Managed at outpatient 17MA98 1,989

visit

Hypertension

Managed at outpatient
visit

17MA98 1,989

Hypophosphatemia

Managed at outpatient
visit

17MA98 1,989
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e%e

Resource use DRG code Unit cost (DKK)

Leukopenia Managed at outpatient 17MA98 1,989
visit

Lymphopenia Managed at outpatient 17MA98 1,989
visit

Neutropenia Requires admission 49PRO7 20,330

Pneumonia (and COVID-19 Requires admission 04MA13 43,907

pneumonia for elranatamab)

Thrombocytopenia Managed at outpatient 17MA98 1,989
visit

Hypokalaemia Managed at outpatient 17MA98 1,989
visit

11.6 Subsequent treatment costs

Subsequent treatment was included in the model for both elranatamab and teclistamab.
When patients progressed on elranatamab and teclistamab, they would discontinue
elranatamab treatment or teclistamab treatment and start the subsequent treatment.
The types of subsequent treatments were based on the subsequent treatments that the
DMC regarded as possible standard clinical practice for RRMM patients after progressing
on teclistamab in their evaluation of teclistamab. According to the DMC, the choice of
subsequent treatment is dependent on the treatments that the individual patient has
received in previous lines. Most patients will receive subsequent treatment with
pomalidomide in combination with dexamethasone (PomDex) or carfilzomib in
combination with dexamethasone (CarDex). Based on this, these two subsequent
treatment options were included in the model in a 50/50 split.

In the model, one-off subsequent treatment costs and one-off administration costs (for
carfilzomib) were calculated based on the average weekly cost and median treatment
duration of the subsequent treatments. The one-off costs were applied to the newly
progressed patients at the time of progression. Of these newly progressed patients,
subsequent treatment was applied to 63.9% of patients in the elranatamab arm based
on data from MagnetisMM-3 and 65.8% in the teclistamab arm based on data from the
MajesTEC-1 trial. The median duration of subsequent treatment was capped by the
estimated duration of PPS calculated from the model, making sure that the subsequent
treatment duration was not longer than the PPS duration. The median subsequent
treatment duration for cohort A in MagnetisMM-3 was 7.98 months (35 weeks) and
applied for both elranatamab and teclistamab due to the assumption of equality
between elranatamab and teclistamab.
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Information on the included subsequent treatments is presented in Table 44. The
cheapest packages were included in the model if more packages were available.

Table 44 Medicine costs of subsequent treatments. Source: www.medicinpriser.dk (March 26
2024).

Medicine Strength Package size PPP (DKK) Relative dose Average

intensity duration of
treatment

Pomalidomide 4mg 21 blisters 51,674.20 Not reported  7.98 months
(Imnovid) (median)
Dexamethasone 4 mg 100 tablets 600.00 Not reported  7.98 months
(2cared) (median)
Carfilzomib 60 mg 1 vial 7,549.57 Not reported 7.98 months
(Kyprolis) (median)

11.7 Patient costs

In accordance with DMC guidelines (72) and similar to the DMC evaluation of teclistamab
(31), patient-related time use and costs and transportation costs were included in the
model. No caregiver time or costs were included in the model. The patient time
associated with elranatamab and teclistamab was based on the time spent on
treatment-related activities and traveling to and from the hospital. Based on the DMC
guideline (72), a cost of DKK 203 per patient hour was applied.

In terms of transportation, a distance of 20 km to and from the hospital (40 km in total
per visit) was assumed, and a unit cost per km of DKK 3.73 was applied in accordance
with DMC guidelines (72). Thus, a transportation cost of DKK 149 was applied for each
hospital visit. It was assumed that patients spend 30 minutes on transportation to and
from the hospital, i.e., 60 minutes per visit. The activities to which patient time use and
transportation were ascribed, and the time spent by the patient on each activity, are
presented in Table 45. Each activity was ascribed a transportation cost of DKK 149.

Table 45 Patient costs used in the model.

Activity Time spent (hours)* Source

Subcutaneous administrations at the 4 hours DMC teclistamab
hospital evaluation (31)
IV administration of carfilzomib at 4 hours DMC teclistamab
the hospital evaluation (31)
Hospital admission 24 hours per admission DMC teclistamab
day evaluation (31)
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Activity Time spent (hours)* Source

Disease management visit 4 hours DMC teclistamab

evaluation (31)

*The time spent includes 1 hour of transportation associated with each visit to the hospital.

11.8 Other costs (e.g., costs for home care nurses, outpatient
rehabilitation and palliative care)

No other costs were included.
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12. Results

12.1 Base case overview

Table 46 provides an overview of the settings applied in the two base case analyses of

the cost-minimisation analysis.

Table 46 Base case overview.

Feature Description

Comparator Teclistamab

Type of model Cost-minimisation model adopting a partitioned survival
approach

Time horizon 32 years (lifetime)

Treatment line Fourth line: patients should have received at least three

prior therapies, with an immunomodulatory agent, a
proteasome inhibitor and an anti-CD38 antibody

Inclusion of subsequent treatment Yes, 50% PomDex and 50% CarDex

Costs included Medicine costs
Administration costs
Subsequent treatment costs
Disease management costs
Costs of managing AEs
Patient costs

Transportation costs

Dosage of medicines Based on weight (teclistamab) and BSA (carfilzomib)

Average time on treatment Elranatamab: 15.53 months

Teclistamab: 21.05 months

Parametric function for PFS Weibull
Parametric function for OS Exponential
Parametric function for TTD Elranatamab: Weibull

Teclistamab: log-normal

Inclusion of waste Yes, 50% in each alternative following DMC (31)
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12.1.1 Base case results

In the base case 1 analysis, the incremental cost per patient for elranatamab compared

to teclistamab was DKK -346,935 over a time horizon of 32 years. Table 47 and Figure 30

present an overview of the base case results.

Table 47 Base case 1 results, discounted estimates (DKK).

Elranatamab Teclistamab Difference
(DKK) (DKK) (DKK)
Medicine costs 1,439,383 1,700,975 -261,591
Medicine costs — 0 0 0
co-administration
Administration 85,139 136,942 -51,803
Disease management costs 54,133 54,133 0
Costs associated with 21,865 22,889 -1,024
management of adverse
events
Subsequent treatment 47,020 48,418 -1,398
costs
Patient costs 71,457 99,092 -27,635
Transportation costs 9,949 13,431 -3,482
Total costs 1,728,946 2,075,881 -346,935
Incremental costs per life year gained N/A *
Incremental cost per QALY gained (ICER) N/A *

* Due to being a cost-minimisation analysis.
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2,075,881 -346,935
-
Teclistamab Increments

B Treatment acquisition costs - Hospital costs

M increments Adverse events

Figure 30 Result of the base case 1 analysis (DKK).

1,728,946

Elranatamab

M Patient costs

In the base case 1 analysis, the incremental cost per patient for elranatamab compared

to teclistamab was DKK -775,894 over a time horizon of 32 years.

Table 48 Base case 2 results, discounted estimates (DKK).

Elranatamab Teclistamab Difference
(DKK) (DKK) (DKK)
Medicine costs 1,444,357 2,093,116 -648,759
Medicine costs — 0 0 0
co-administration
Administration 85,388 164,279 -78,891
Disease management costs 104,652 104,652 0
Costs associated with 21,892 22,918 -1,026
management of adverse
events
Subsequent treatment 90,573 93,266 -2,693
costs
Patient costs 93,846 132,869 -39,023
Transportation costs 14,058 19,560 -5,502
Total costs 1,854,765 2,630,660 -775,894
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Elranatamab Teclistamab Difference
(DKK) (DKK) (DKK)
Incremental costs per life year gained N/A *
Incremental cost per QALY gained (ICER) N/A *

* Due to being a cost-minimisation analysis.

2,630,660 -775,894 1,854,765

Teclistamab Increments Elranatamab
B Treatment acquisition costs =~ Hospital costs M Patient costs
M increments Adverse events

Figure 31 Result of the base case 2 analysis (DKK).

12.2 Sensitivity analyses

Uncertainty in the input parameters in the model has been explored through various
sensitivity and scenario analyses, which are presented in this section. The sensitivity
analyses were conducted based on base case 1.

12.2.1 Deterministic sensitivity analyses

The DSAs included in the present application are presented in Table 49. The parameters
included in the DSA were RDI for elranatamab and teclistamab, the mean weight, vial
sharing, and the PPP on elranatamab and teclistamab, as these parameters were
identified as potentially having the largest impact on the result of the base case. In
addition to the performed DSAs, scenario analyses were also performed and are
presented in the next section.

As seen in Figure 32, the parameters with the largest impact on the base case result
were the RDI of teclistamab and elranatamab.
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Table 49 One-way sensitivity analyses results (DKK).

Base case 1
result

Reason/
Rationale/
Source

Incremental cost (DKK)

Low

-346,935

High

Incre-
mental
benefit
(QALYs)

N/A

ICER
(DKK/QALY)

N/A

RDI,
teclistamab

Low: 50%

High: 100%

Included as
RDl is
expected
to have a
large
impact on
the
medicine
costs

508,796

-470,301

N/A

N/A

RDI,
elranatama
b

Low: 50%

High: 100%

Included as
RDI is
expected
to have a
large
impact on
the
medicine
costs

-893,529

70,481

N/A

N/A

Mean
weight

Low: -20%

High: +20%

To assess
the impact
of changing
this
parameter

202,996

-490,874

N/A

N/A

Vial sharing

Low: 30%

High: 70%

To assess
the impact
of changing
this
parameter

-447,134

246,737

N/A

N/A

PPPs

Low: -20%

High: +20%

Included in
accordance
with DMC
guidelines

294,617

-399,253

N/A

N/A

107



RDI, Teclistamab
RDI, Elranatamab

Mean weight

ppp

Vial sharing -

-200000 -600,000 -400,000 -200,000 0 200,000 400,000 600,000 800,000 1,000,000

Figure 32 Tornado diagram from the DSA (DKK).

12.2.1.1 Scenario analyses

Scenario analyses were performed to assess the impact of alternative model choices on
the result of the base case. The performed scenario analyses can be seen in Table 50.
Selecting the same average modelled TTD for both elranatamab and teclistamab was the
scenario analysis where the incremental cost was changed the most compared to the
base case. Reducing the time horizon to 1 year and applying a median RDI of 100% for
both elranatamab and teclistamab did also have large impact on the base case result. In
addition, excluding vial sharing from the analysis, selecting the Weibull curve for OS, the
exponential curve for PFS and the exponential curve for TTD also resulted in incremental
costs that were significantly different from the base case result. However, all scenarios
resulted in elranatamab being a cost-saving alternative compared to teclistamab.

Table 50 Scenario analyses results (DKK).

Reason/ Incremental Incre- ICER
Rationale/ Source cost (DKK) mental (DKK /

benefit QALY)
(QALYs)

Base case 1 = = -346,935 N/A N/A
result

No difference in  Median RDI for Included as RDI is -52,885 N/A N/A

RDI between
elranatamab
and teclistamab

both alternatives
increased to 100%

expected to have
a large impact on
the medicine costs

No difference in
average
modelled TTD
between

The modelled
average TTD was
set to 15.53
months for both

Included to assess
the impact of

applying different
TTD estimates for

N/A N/A
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elranatamab
and teclistamab

elranatamab and
teclistamab

Reason/

Rationale/ Source

elranatamab and
teclistamab

Incremental
cost (DKK)

Incre-
mental
benefit
(QALYs)

ICER

(DKK /
QALY)

Time horizon of Reducing the time  In accordance with -163,620 N/A N/A
1year horizon from 32 DMC guidelines

years to 1 year
Time horizon of Reducing the time In accordance with -349,332 N/A N/A
10 years horizon from 32 DMC guidelines

years to 10 years
Time horizon of Reducing the time In accordance with -346,959 N/A N/A
20 years horizon from 32 DMC guidelines

years to 20 years
OS parametric Selecting the In accordance with -481,933 N/A N/A
function: Weibull curve to DMC guidelines
Weibull extrapolate OS

instead of

exponential
0OS parametric Selecting the In accordance with -422,322 N/A N/A
function: gamma curve to DMC guidelines
gamma extrapolate OS

instead of

exponential
PFS parametric  Selecting the In accordance with -347,545 N/A N/A
function: gamma curve to DMC guidelines
gamma extrapolate PFS

instead of Weibull
PFS parametric  Selecting the In accordance with -200,194 N/A N/A
function: exponential curve  DMC guidelines
exponential to extrapolate PFS

instead of Weibull
TTD parametric  Selecting the In accordance with -594,430 N/A N/A
function: exponential curve  DMC guidelines
exponential to extrapolate TTD

instead of Weibull
TTD parametric  Selecting the In accordance with -452,191 N/A N/A
function: gamma curve to DMC guidelines
gamma extrapolate TTD

instead of Weibull
No vial sharing From 50% to 0% To assess the -597,431 N/A N/A
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Reason/ Incremental Incre-

Rationale/ Source cost (DKK) mental

benefit
(QALYs)

included vial sharing impact of this
parameter in the
result

ICER
(DKK /
QALY)

12.2.2 Probabilistic sensitivity analyses

Not applicable since only a cost-minimisation analysis and model were used.
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13. Budget impact analysis

The purpose of the budget impact analysis was to estimate the budgetary impact of
recommending elranatamab as standard treatment for patients with RRMM. The budget
impact was estimated per year in the first 5 years after the recommendation of
elranatamab. The budget impact analysis compares the expenditures in the scenario
where elranatamab is recommended as a possible standard treatment and the scenario
where elranatamab is not recommended as a possible standard treatment. The total
budget impact per year is the difference between the two scenarios. The budget impact

analysis was based on the base case 1 analysis.

Number of patients (including assumptions of market share)

The number of patients was based on the number of new patients estimated by the
myeloma expert committee in the DMC evaluation of teclistamab (31). As stated in the
evaluation, the population of patients with multiple myeloma eligible for fourth line
treatment is expected to be 100 patients per year. Furthermore, it is expected that
around 10% of these will not receive an active treatment, i.e., 90 patients will be eligible
for active fourth line treatment each year. Among the 90 patients, the expert committee
in the DMC evaluation of teclistamab (31) expect that 40% will prefer a peroral regimen,
i.e., 60% (54 patients) will receive either elranatamab or teclistamab. If elranatamab is
recommended as a possible standard treatment, it is therefore expected that all 54
patients (with a market share of 100%) will receive elranatamab, as the choice of
treatment will be based on the lowest net price due to the similar effect and side effects
and route of administration between the two medicines.

The number of patients expected to receive elranatamab and teclistamab, respectively,
in the first 5 years after the recommendation is presented in Table 51.

Table 51 Number of new patients expected to be treated over the next 5-year period if

elranatamab is recommended (adjusted for market share).

Year 1 Year 2 Year 3 Year 4 \CELE

Recommendation

Elranatamab 54 54 54 54 54

Teclistamab 0 0 0 0 0

No recommendation

Elranatamab 0 0 0 0 0

Teclistamab 54 54 54 54 54
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Budget impact

An overview of the results of the budget impact analysis is presented in Table 52. A

graphic presentation of the results is presented in Figure 33. Over all 5 years in the
budget impact analysis, the budget impact is DKK -62,425,411.

Table 52 Expected budget impact of recommending elranatamab for the indication (DKK).

51,288,043 68,065,842 77,871,665 84,006,744 88,007,182

Elranatamab is
recommended
Elranatamab is 60,190,835 77,737,784 89,748,482 98,708,622 105,279,165
NOT
recommended
Budget impact of -8,902,791 -9,671,942 -11,876,817 -14,701,877 -17,271,984
the
recommendation

Budget impact: Budget impact: Budget impact: Bucget impact: Budget impact:

DKK -8,902,791

60,150,835
51,288,043

DKK -9,671,942 DKK -11,876,817 DKK-14,701,877

98,708,622
89,748,482
77,737,784 77,871,665 84,006744

68,065,842

DKK -17,271,984

105,279,165

88,007,182

Yearl

B With reccomendation of elranatamab

Year2 Year 3 Year4

= Without recommeniation of elranatamab

Years

Figure 33 Budget impact of recommending elranatamab for RRMM patients (DKK).
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14. List of experts

Not applicable as no external experts were consulted.
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Appendix A. Main characteristics
of studies included

Table 53 Main characteristic of studies included.

Trial name: MagnetisMM-3 NCT number:

Objective

NCT04649359

Evaluate the efficacy and safety of elranatamab monotherapy in
patients with relapsed or refractory multiple myeloma who are
refractory to at least one PI, one IMiD and one anti-CD38 mAb.

Publications — title,
author, journal, year

Elranatamab in relapsed or refractory multiple myeloma: phase 2
MagnetisMM-3 trial results. Alexander M. Lesokhin et al. Nature
Medicine 2023 (47)

Long-Term Efficacy and Safety of Elranatamab Monotherapy in the
Phase 2 Magnetismm-3 Trial in Relapsed or Refractory Multiple
Myeloma (RRMM). Tomasson et al. Blood 2023 (52)

Impact of elranatamab on quality of life: Patient-reported outcomes
from MagnetisMM-3. Mohty M et al., Br ) Haematol. 2024;00:1-10.
(54)

Study type and
design

Ongoing, multicenter, open-label, single-arm, phase 2 study

Sample size (n)

123
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Trial name: MagnetisMM-3

Main inclusion @
criteria

NCT number:
NCT04649359

Male or female participants age 218 years.
Prior diagnosis of MM as defined according to IMWG criteria (7).

Measurable disease based on IMWG criteria as defined by at least 1
of the following:

a) Serum M-protein 20.5 g/dL by SPEP

b) Urinary M-protein excretion 2200 mg/24 hours by UPEP

c) Serum immunoglobulin FLC 210 mg/dL (2100 mg/L)

AND abnormal serum immunoglobulin kappa to lambda FLC ratio
(1.65)

Refractory to at least one IMiD
Refractory to at least one Pl
Refractory to at least one anti-CD38 antibody

Relapsed or refractory to last anti-MM regimen.

Note: Refractory is defined as having disease progression while on
therapy or within 60 days of last dose in any line, regardless of
response.

Has not received prior BCMA-directed therapy.
ECOG performance status <2
LVEF 240% as determined by a MUGA scan or ECHO

Adequate hepatic function characterized by the following:

a) Total bilirubin €2 x ULN (£3 x ULN if documented Gilbert’s
syndrome);

b) AST <2.5 x ULN; and

c) ALT £2.5 x ULN

Adequate renal function defined by an estimated creatinine
clearance 230 mL/min (according to the Cockcroft Gault formula, by
24-hour urine collection for creatinine clearance, or according to
local institutional standard method).

Adequate BM function characterized by the following:

a) ANC 21.0 x 109/L (use of granulocyte-colony stimulating factors is
permitted if completed at least 7 days prior to planned start of
dosing);

b) Platelets 225 x 109/L (transfusion support is permitted if
completed at least 7 days prior to planned start of dosing); and

c) Haemoglobin 28 g/dL (transfusion support is permitted if
completed at least 7 days prior to planned start of dosing).

Resolved acute effects of any prior therapy to baseline severity or
CTCAE Grade <1
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Trial name: MagnetisMM-3 NCT number:

NCT04649359

Main exclusion
criteria

e  Smoldering MM.

e  Active plasma cell leukemia.
e  Amyloidosis.

e  POEMS syndrome

e  Stem cell transplant within 12 weeks prior to enrolment or active

GVHD.
Ongoing Grade 22 peripheral sensory or motor neuropathy.

History of GBS or GBS variants, or history of any Grade >3 peripheral
motor polyneuropathy.

Active HBV, HCV, SARS-CoV2, HIV, or any active, uncontrolled
bacterial, fungal, or viral infection. Active infections must be
resolved at least 14 days prior to enrolment.

Previous treatment with an anti-BCMA bispecific antibody.

Intervention

123 enrolled participants received SC elranatamab with a 2 step-up
priming regimen of 12 mg on C1D1 and 32 mg on C1D4 followed by the
first full dose (76 mg) of elranatamab on C1D8 and QW thereafter,
except for the first 4 participants that received 1 step-up priming dose
of 44 mg on C1D1 followed by the first full dose (76 mg) on C1D8.

Premedication with dexamethasone, acetaminophen and
diphenhydramine prior to administration of the step-up priming dose(s)
and first full dose of elranatamab was required.

If a participant received QW dosing for at least 6 cycles and achieved an
IMWG response category of PR or better persisting for at least 2
months, the dose interval was to be changed from QW to Q2W (e.g.,
beginning C7D1). If the participant subsequently began to have an
increase of disease burden not yet qualifying as PD according to IMWG
criteria, dose intervals were to return to weekly dosing.

Comparator(s)

Not applicable

Follow-up time

Median follow-up of 14.7 months (range: 0.2—25.1 months) (47)

Latest median follow-up of 17.6 months (range: 0.2-31.1 months) (52)

Is the study used in
the health economic
model?

Yes, used in cost-minimization analysis
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Trial name: MagnetisMM-3 NCT number:

NCT04649359

Primary, secondary Primary Endpoint:

and exploratory G :
PSS e  ORR by BICR per IMWG, where objective response was defined as
P having a best overall response (BOR) of confirmed sCR, CR, VGPR

or PR per IMWG criteria

Secondary Endpoints:

e  ORR by BICR baseline EMD status per IMWG

e DOR by BICR and investigator per IMWG

e  CRR by BICR and investigator per IMWG

e  ORR by investigator per IMWG

e  DOCR by BICR and investigator per IMWG

e PFS by BICR and investigator per IMWG

. oS

e  TIR by BICR and investigator per IMWG

e  MRD negativity rate (central lab) per IMWGORR in patients with
high-risk molecular features

e  AEs and laboratory abnormalities as graded by NCI CTCAE v5.0.

e  Severity of CRS and ICANS assessed according to ASTCT criteria

e  Pre- and postdose concentrations of elranatamab

e  ADAs and NAbs against elranatamab

Exploratory endpoints:

e  Measurements of biomarkers (DNA, RNA, protein or defined cell
types) resulting from analyses of peripheral blood, saliva and/or BM
biospecimens

e Selected PK, efficacy, safety and biomarker endpoints

. EORTC QLQ-C30 and MY20

. EORTC QLQ CIPN20

. EQ-5D

. PGI-S and PGI-C

e  Hospitalizations, including length of stay, ICU admissions,
transfusions, infections and outpatient visits

Endpoints included in this application:

PFS and OS

Method of analysis All efficacy analyses were intention-to-treat analyses. We used the
Kaplan—Meier method to estimate rates of progression-free survival and
overall survival.

Subgroup analyses Subgroup analyses are not presented in this application

Other relevant Not applicable
information
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Trial name: MajesTEC-1 NCT number: NCT03145181 (Phase 1)

NCT04557098 (Phase 2)

Objective

Part 1 (Dose Escalation): To identify the proposed RP2D(s) and schedule
assessed to be safe for teclistamab

Part 2 (Dose Expansion): To characterize the safety and tolerability of
teclistamab at the proposed RP2D(s)

Part 3 (Phase 2): To evaluate the efficacy of teclistamab at RP2D

Publications — title,

author, journal, year

Teclistamab in relapsed or refractory multiple myeloma. Moreau P, Garfall
AL, van de Donk N, et al. N Engl J Med. 2022;387(6):495-505. (37)
Long-term follow-up from MajesTEC-1 of teclistamab, a B-cell maturation
antigen (BCMA) x CD3 bispecific antibody, in patients with
relapsed/refractory multiple myeloma (RRMM) Sidana S et al. Presented
at EHA 2023 Hybrid Congress: June8-11, 2023. (66)

Teclistamab Improves Patient-Reported Symptoms and Health-Related
Quality of Life in Relapsed or Refractory Multiple Myeloma: Results From
the Phase Il MajesTEC-1 Study. Martin TG et al. Clinical Lymphoma,
Myeloma and Leukemia, 2024; Vol. 24, No. 3, 194-202. (59)

Study type and design

Ongoing, multicenter, open-label, single-arm, phase 1-2 study

Sample size (n)

165

Main inclusion criteria

e  Age 218 years with documented diagnosis of MM according to IMWG

diagnostic criteria.

e Relapsed or refractory measurable multiple myeloma following prior
treatment with 23 prior MM treatment lines that included an ImiD, a
Pl, and anti-CD38 mAb.

e  Eastern Cooperative Oncology Group (ECOG) Performance Status

score of O or 1.

e  Measurable disease: MM must be measurable by central laboratory
assessment:
- Serum M-protein level 21.0 g/dL or urine M-protein level 2200
mg/24 hours; or
- Light chain multiple myeloma without measurable disease in the
serum or the urine: Serum immunoglobulin free light chain (FLC} 210
mg/dL and abnormal serum immunoglobulin kappa lambda FLC ratio
- If central laboratory assessments are not available, relevant local
laboratory measurements must exceed the minimum required level

by at least 25%.

e  Pretreatment clinical laboratory values meeting minimal thresholds

defined by the protocol*.
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Trial name: MajesTEC-1 NCT number: NCT03145181 (Phase 1)

Main exclusion criteria

NCT04557098 (Phase 2)

Treatment with any therapy that is targeted to BCMA or any other
CD3-redirecting drug.

Prior antitumor therapy including: chemotherapy, targeted therapy,
immunotherapy, radiotherapy or treatment with an investigational
drug or used an invasive investigational medical device within 3
weeks or at least 5 half-lives prior to the first dose of study drug,
whichever is less.

Toxicities from previous anticancer therapies should have resolved
to baseline levels or to Grade 1 or less except for alopecia or
peripheral neuropathy.

Received a cumulative dose of corticosteroids equivalent to 2140
mg of prednisone within the 14-day period before the first dose of
study drug.

Stem cell transplant:
- Allogenic stem cell transplant <6 months before the first dose of
study drug.

Subjects with allogenic stem cell transplant should not have any
symptoms of acute or chronic graft versus host disease.
- Autologous stem cell transplant <12 weeks before the first dose
of study drug.

Known active CNS involvement or exhibits clinical signs of
meningeal involvement of multiple myeloma.

Plasma cell leukemia (>2.0 x 109/L plasma cells by standard
differential), Waldenstrom’s macroglobulinemia, POEMS syndrome
(polyneuropathy, organomegaly, endocrinopathy, monoclonal
protein, and skin changes), or amyloidosis.

Known to be seropositive for human immunodeficiency virus or
acquired immune deficiency syndrome.

Hepatitis B infection as defined according to the American Society
of Clinical Oncology guidelines. In the event the infection status is
unclear, quantitative levels are necessary to determine the infection
status Hepatitis C (anti-hepatitis C virus [HCV] antibody positive or
HCV-RNA quantitation positive) or known to have a history of
hepatitis C. If positive, further testing of quantitative levels to rule
out positivity is required.

Pulmonary compromise requiring supplemental oxygen use to
maintain adequate oxygenation.

Known allergies, hypersensitivity, or intolerance to JNJ-64007957 or
its excipients.

Any serious underlying medical condition, such as:

- Evidence of serious active viral, bacterial, or uncontrolled
systemic fungal infection

- Active autoimmune disease or a documented history of
autoimmune disease

- Psychiatric conditions (e.g, alcohol or drug abuse), dementia, or
altered mental status

- Any other issue that would impair the ability of the subject to
receive or tolerate the planned treatment at the investigational site,
to understand informed consent or any condition for which, in the
opinion of the investigator, participation would not be in the best
interest of the subject (eg, compromise the well-being) or that
could prevent, limit, or confound the protocol-specified

assessments.
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Pregnant or breast-feeding or planning to become pregnant while
enrolled in this study or within 90 days after receiving the last dose
of study drug.



Trial name: MajesTEC-1 NCT number: NCT03145181 (Phase 1)

Intervention

NCT04557098 (Phase 2)

165 patients received once-weekly subcutaneous teclistamab at a dose
of 1.5 mg per kilogram, which had been preceded by step-up doses of
0.06 and 0.3 mg per kilogram.

The step-up doses were separated by 2 to 4 days and were completed 2

to 4 days before the administration of the first full teclistamab dose.

Hospitalization and premedication with dexamethasone (16 mg),
acetaminophen, and diphenhydramine were required for each step-up

dose and for the first full dose of teclistamab.

The cycle duration was 21 days in phase 1 and 28 days in phase 2.
Patients continued to receive teclistamab until the occurrence of
disease progression, unacceptable toxicity, withdrawal of consent,
death, or the end of the study (defined as 2 years after the
administration of the first dose of teclistamab in the last enrolled

patient).

Comparator(s)

Not applicable

Follow-up time

At data cut-off March 16 2022, the median follow-up was 14.1 months
(range: 0.3—24.4 months) (37).

At data cut-off January 4 2023, the median follow-up was 23 months
(66).

Is the study used in the
health economic

model?

Yes, used in cost-minimization analysis.
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Trial name: MajesTEC-1 NCT number: NCT03145181 (Phase 1)

NCT04557098 (Phase 2)

Primary, secondary and Primary Endpoint:

exploratory endpoints
e  ORR (PR or better) as defined by the IMWG criteria as assessed by

the independent review committee

Secondary Endpoints:

. DOR
e  VGPR or better/CR or better/sCR as defined by the IMWG
response criteria

. TTR
. PFS
. oS

e  MRD negativity status

e Occurrence and severity of adverse events, serious adverse events,
and laboratory values

e  Pharmacokinetic parameters

e  Presence and activity of anti-teclistamab antibodies

e  Change from baseline in overall HRQoL, symptoms, and
functioning.

e  ORRin patients with high-risk molecular features

Exploratory endpoint:

e  To explore the relationships between pharmacokinetics,
pharmacodynamics, adverse event profile, and clinical activity of
teclistamab

e To investigate predictive biomarkers of response or resistance to
teclistamab

e  To investigate pharmacodynamic markers

e To investigate immunoregulatory activity of teclistamab

e  To evaluate MRU

. To assess TTINT

Endpoints included in this application:
PFS, OS and safety were included in this application

Method of analysis All efficacy analyses were intention-to-treat analyses. The Kaplan—Meier
method was used to estimate rates of progression-free survival and

overall survival.

Subgroup analyses Not applicable

Other relevant * These thresholds are defined in the full inclusion/exclusion criteria.

information
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Appendix B. Efficacy results per study

Results per study

Table 54 Results per study.

Results of MagnetisMM 3 (NCT04649359)

Outcome Study arm

Median
PFS

Elranatamab

N

123

Estimated absolute difference in effect

Result (Cl) Difference 95% Cl P value
Not reached N/A N/A
(95%ClI: 9.9

months to not
estimable), with
70 (56.9%)
patients
censored at data
cut-off, and the
Kaplan-Meier
estimate of PFS
at 14.7 months
was 50.9%
(95%Cl 40.9-
60.0) (47).

Latest follow-up
—17.6 months
median follow-
up (data cut-off:

Estimated relative difference in effect

Difference 95% CI P value

N/A N/A N/A

Description of methods used for
estimation

The median PFS is based on the
Kaplan-Meier (KM) estimate [JJjij

References

(47 52)
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Results of MagnetisMM 3 (NCT04649359)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used for References
estimation

Outcome Study arm N Result (CI) Difference 95% ClI P value Difference 95% ClI P value

September 11
2023) Kaplan—
Meier median
PFS was 17.2
months (95%Cl
9.8-NE) (52).

Median elranatamab 123 Not reached N/A N/A N/A N/A N/A N/A
Overall (95% CI: 13.9
survival months to not

(47 52)

(@median estimable), and

follow-up Kaplan-Meier

of 14.7 estimate at 14.7

months) months was
56.7% (95%
Cl:47.4 -65.1)
(47).

Latest follow-up
—17.6 months
median follow-
up (data cut-off:
September 11
2023) Kaplan—
Meier median
0OS was 21.9
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Results of MagnetisMM 3 (NCT04649359)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used for References
estimation

Outcome Study arm N Result (CI) Difference 95% ClI P value Difference 95% ClI P value

months (95%CI A —
13.4-NE) (52). ]
HRQoL Elranatamab 123 See section 6.1.4 N/A N/A N/A N/A N/A N/A See section 6.1.4 (54)

Results of MajesTEC-1 (NCT03145181 and NCT04557098)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References

for estimation

Outcome Study arm Result (CI) Difference 95% ClI P value Difference 95% ClI P value

Median Teclistamab 165  11.3 months N/A N/A N/A N/A N/A N/A The median PFS is based on (37,66)
PFS (95% ClI: 8.8 to the Kaplan-Meier (KM)

(data cut- 17.1) (37). estimate

off March

16, 2022, Later follow-up:

B g 22 months (data

_ cut-off January

133



Results of MajesTEC-1 (NCT03145181 and NCT04557098)

Estimated absolute difference in effect Estimated relative difference in effect Description of methods used References
for estimation

Outcome Study arm Result (CI) Difference 95% ClI P value Difference 95% ClI P value
of 14.1 4,2023) median
months) PFS was 11.3

months (95% Cl,
8.8-16.4) (66).

Median Teclistamab 165 18.3 months N/A N/A N/A N/A N/A N/A The median survival is based (37,66)
Overall (95% Cl: 15.1 to on the KM estimate

survival not estimable)

(data cut- and was not

off March mature after

16, 2022, censoring of

i.e. median data for 97

follow-up patients (58.8%)

of14.1 (37).

months)

Later follow-up:
22 months (data
cut-off January
4, 2023) median
OS was 21.9
months (95% Cl,
16.0-NE) (66).

HRQoL Teclistamab 125 See section 6.1.5 N/A N/A N/A N/A N/A N/A See section 6.1.5 (59)
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Appendix C. Comparative analysis
of efficacy

The objective of this matching-adjusted indirect treatment comparison (MAIC) was to
evaluate the comparative effectiveness of elranatamab in relation to teclistamab (also
see Section 7). The latest data cut-off date of September 11 2023 for elranatamab —
median duration of follow-up of 17.6 months — as reported in Tomasson et al. (52) was
not included in the MAIC (64). However, Tomasson et al.’s results demonstrated
sustained clinical efficacy of elranatamab, why this supports the results found in the
MAIC (64).

To adjust for cross-trial differences, patients from MagenetisMM-3 were reweighted to
match the selected key baseline characteristics of patients who received teclistamab in
MajesTEC-1 as reported by Moreau et al. (48). Weights were determined using a
propensity score-type logistic regression via the method of moments (67) based on age,
median time since diagnosis, International Staging System (ISS) disease stage, high-risk
cytogenetics as defined by the presence of one of t(4;14), t(14;16), or del17p,
extramedullary disease, number of prior lines of therapy, Eastern Cooperative Oncology
Group performance status (ECOG PS), penta-drug exposed and penta-drug refractory
status. Sex was included in the analysis for OS. Effective sample size (ESS) was assessed
after conducting the MAIC. The ESS is the number of independent non-weighted
individuals that would be required to give an estimate with the same precision as the
weighted sample estimate (68). The ESS is one key statistic which shows the statistical
power of the MAIC analysis. A small ESS is indicative of large differences in patient
populations between the comparators.

In MagnetisMM-3, certain adjusted baseline characteristics contained missing values. To
potentially enhance the ESS, a sensitivity analysis was conducted. This involved imputing
the missing values for the adjusted baseline characteristics of elranatamab using a
random sample of observations from MagnetisMM-3.

Unanchored MAIC analyses were conducted in R studio 12.0 (R version 4.2.2) following
the code provided in the National Institute for Health and Care Excellence (NICE)
Decision Support Unit (DSU) 18 by Phillippo et al. (68). In the MAICs, adjusted OS and PFS
after 14.7 months of follow-up for elranatamab were compared with teclistamab.

To assess time-to-event endpoints, Kaplan—Meier’s curves from MajesTEC-1 were
digitized following the methodology outlined by Guyot et al. (67). Subsequently, a
weighted (based on the weights assigned for the adjustment of baseline characteristics)
Cox proportional hazards model was employed to estimate each hazard ratio (HR) and its
respective 95% Cl. Conclusions regarding significantly better or worse outcomes were
drawn based on whether the 95% Cl excluded 1 (for odds ratio/HR) or O (for rate
difference). Numeric conclusions are based on the HR/odds ratio value.

Table 55 below, provides the HRs for OS and PFS.

In the naive analysis, the OS of elranatamab was similar to teclistamab. Following MAIC
adjustment, the HR improved and elranatamab was associated with a numerically longer
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0S compared with teclistamab, yet results were not statistically significant. The HR of
elranatamab compared with teclistamab was 1.053 (0.738,1.502) before weighting and
0.660 (0.423, 1.030) after weighting. Similar to the base case, in the sensitivity analysis,
the OS of elranatamab was numerically longer than teclistamab following MAIC
adjustment, yet the results were not statistically significant.

The PFS of elranatamab was significantly longer than teclistamab in the MAIC
adjustment. The PFS HR compared with teclistamab was 0.856 (0.608, 1.205) before
weighting and 0.586 (0.386, 0.889) after weighting. The sensitivity analysis results were
consistent with the base case.

Table 55 Hazard ratios of OS and PFS: elranatamab vs. teclistamab.

Scenario HR (95% ClI)

Naive 11 1.053 (0.738, 1.052) 0.777

comparison 6
0.660 (0.423, 1.030) 0.067

Base Case 73

0S 0.785 (0.520, 1.183) 0.247
Sesitivity 87
analysis
(imputation)

PFS Naive 11 0.856 (0.608, 1.205) 0.373

comparison 6
0.586 (0.386, 0.889) 0.012

Base Case 75
0.646 (0.439, 0.949) 0.026

Sensitivity 89
analysis
(imputation)
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Appendix D. Extrapolation

Standard parametric fits (i.e., Weibull, log-normal, exponential, log-logistic, Gompertz,
generalised gamma and gamma) were used on the KM curves based on 14.7-month data
from MagnetisMM-3 for OS and PFS for both elranatamab and teclistamab based on the
assumption that the OS and PFS of these two treatments are comparable and similar.
The best parametric fits were decided based on both the visual checks and AIC/BIC
statistics.

D.1 Extrapolation of overall survival

D.1.1 Datainput

In the base case, OS was derived based on cohort A of MagnetisMM-3 (14.7-month
data).

D.1.2 Model

Parametric survival model.

D.1.3 Proportional hazards

Not applicable.

D.1.4 Evaluation of statistical fit (AIC and BIC)

The AIC and BIC statistics for OS are presented in Table 56 along with a ranking of the
best statistical fit. As seen, log-normal had the best statistical fit based on the lowest
mean value of AIC/BIC.

Table 56

Parametric model A\ Mean Rank

2
(o]
| | . | | | |
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D.1.5 Evaluation of visual fit

The standard parametric fits for OS, the KM curve from MagnetisMM-3 and the survival
curve for the general Danish population are presented in Figure 34. | R

Figure 34

D.1.6 Evaluation of hazard functions

Not applicable.

D.1.7 Validation and discussion of extrapolated curves

Due to missing long-term external data on OS in the relevant population, the choice of

parametric model was based on statistical fit and a visual check of each curve.
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D.1.8 Adjustment of background mortality

Life tables from the Danish general population from Statistics Denmark were included in
the model to ensure that the risk of death in the model was not lower than the risk of
death of the general population. The DMC template was used to adjust for background
mortality.

D.1.9 Adjustment for treatment switching/crossover

Not applicable.

D.1.10 Waning effect

Not applicable.

D.1.11 Cure-point

Not applicable.

D.2 Extrapolation of progression-free survival

D.2.1 Data input

PFS was derived based on cohort A (14.7-month data) from MagnetisMM-3 (46).

D.2.2 Model

Parametric survival model.
D.2.3 Proportional hazards
Not applicable.

D.2.4 Evaluation of statistical fit (AlIC and BIC)

The AIC and BIC statistics for PFS are presented in Table 57 along with a ranking of the

best statistical fit.

139



Table 57

Parametric model A\ BIC Rank
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D.2.5 Evaluation of visual fit

L
oq
c
=
m
w
|

140



D.2.6 Evaluation of hazard functions

Not applicable.

D.2.7 Validation and discussion of extrapolated curves

Due to missing long-term external data on PFS in the relevant population, the choice of
parametric model was based on statistical fit and a visual check of each curve.

D.2.8 Adjustment of background mortality

Not applicable.

D.2.9 Adjustment for treatment switching/crossover

Not applicable.

D.2.10 Waning effect

Not applicable.

D.2.11 Cure-point

Not applicable.

D.3 Extrapolation of time to treatment discontinuation

D.3.1 Datainput

TTD for elranatamab was based on data from the MagnetisMM-3 trial and extrapolated
beyond the trial follow-up period with standard parametric fits models. The
extrapolation of TTD for teclistamab for the health economics model was based on
Figure 16 from the DMC evaluation of teclistamab (31). This figure portrays both the
observed and the extrapolated TTD curve for patients treated with teclistamab.

As we did not have access to patient data for TTD of teclistamab, we extracted data
points from the extrapolated TTD curve (log-normal curve) in Figure 16 (31). This was
carried out by applying a tool established in Liu et al. (77) and can be found in the
‘Survival’ sheet in the Excel model starting from row 6744. To ensure accuracy and
reliability of the data extracted, we undertook three independent extractions of data
points from the graph, resulting in a sample size of 267 data points. The collected data
points were applied to estimate the parameters for the log-normal distribution, which
was the chosen parametric distribution in the previously mentioned assessment of
teclistamab.

Following this method, we estimated the mean log (meanlog) of the distribution to be
2.21 and the standard deviation log (sdlog) to be 0.50. The extrapolation of the TTD

141



curve for teclistamab, together with the extracted data points from Figure 16 in (31), are

presented in Figure 37 below together with the Figure 36 for elranatamab.

D.3.2 Model

Standard parametric models for elranatamab.

o

.3.3  Proportional hazards

Not applicable.

D.3.4 Evaluation of statistical fit (AIC and BIC)

The AIC/BIC information is presented in Table 58. As seen, log-normal provided the best
statistical fit.
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=——TTD, log normal = TTD data points

Figure 37 Log-normal curve for teclistamab and TTD data points from Figure 16 in the DMC

evaluation of teclistamab. Source: (31).
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D.3.6 Evaluation of hazard functions

Not applicable.

D.3.7 Validation and discussion of extrapolated curves

Due to missing long-term external data on TTD in the relevant population, the choice of

parametric model was based on statistical fit and a visual check of each curve.

D.3.8 Adjustment of background mortality

Not applicable.
D.3.9 Adjustment for treatment switching/crossover

Not applicable.

D.3.10 Waning effect

Not applicable.

D.3.11 Cure-point

Not applicable.
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Appendix F. Health-related quality
of life

Not applicable, as the health economic model is based on a cost-minimization analysis.
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Appendix G. Probabilistic
sensitivity analyses

Not applicable —including related tables — since only a cost-minimization analysis and

model were used.

Appendix H. Literature searches
for the clinical assessment

H.1 Efficacy and safety of the intervention and comparator(s)

A systematic literature search was performed. The objective of the search was to assess
the efficacy and safety of elranatamab and teclistamab in patients with relapsed and/or
refractory multiple myeloma.

The literature search was conducted in the databases Medline (via PubMed) and
CENTRAL (via Cochrane Library) on March 5 2024 (Table 61). The databases were
searched for relevant literature to identify studies published from 2015 onwards. The
time period started at 2015 based on when the elranatamab and teclistamab studies
were conducted. Moreover, we searched the Clinical Trials Register (clinicaltrials.gov) to
identify relevant ongoing clinical trials that include patients with relapsed and/or
refractory multiple myeloma, where elranatamab and/or teclistamab were included as
an intervention and/or a comparator (Table 62).

Additionally, conference proceedings were manually searched for abstracts using

keywords such as ‘multiple myeloma’, ‘elranatamab’ and ‘teclistamab’ (

Table 63). We also searched EMA’s webpage to identify relevant material on
elranatamab and teclistamab and the DMC’s webpage to identify documents on their
recent evaluation of teclistamab.

As it was expected that we would identify sufficient material from the search described
above, we did not search other databases or other HTA agency webpages.

Table 61 Bibliographic databases included in the literature search.

Database Platform/source Relevant period for the  Date of search

search completion

Medline PubMed 2015-2024 March 5 2024

CENTRAL The Cochrane library 2015-2024 March 5 2024
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Table 62 Other sources included in the literature search.

Source name

EMA’s webpage

Location/source

https://ema.europa.eu

Search strategy Date of search

Searched for March 5 2024
elranatamab and
teclistamab documents

Clinicaltrials.gov

https://clinicaltrials.gov

Searched to identify March 5 2024

ongoing clinical trials

The DMC’s
webpage

www.medicinraadet.dk

Searched to identify the  March 5 2024
DMC'’s recent evaluation

of teclistamab

Table 63 Conference materials included in the literature search.

Conference

Source of abstracts

Search Date of search

Words/terms

strategy searched

American Society https://hematology.org  Manually Multiple March 5 2024
of Hematology searched myeloma,
(ASH) elranatamab,
teclistamab
European https://ehaweb.org Manually Multiple March 5 2024
Hematology searched myeloma,
Association (EHA) elranatamab,
teclistamab
International https://myeloma.org Manually Multiple March 5 2024
Myeloma Working searched myeloma,
Group (IMWG) elranatamab,
teclistamab
American Society https://asco.or Manually Multiple March 5 2024
of Clinical searched myeloma,
Oncology (ASCO) elranatamab,
teclistamab
European Society  https://esmo.or, Manually Multiple March 5 2024
for Medical searched myeloma,
Oncology (ESMO) elranatamab,
teclistamab
H.1.1 Search strategies
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The search strategy was based on the PICO-T (patient population, intervention,
comparators, outcomes and time period) elements with reference to systematic
searching best practices recommendations of the Cochrane Handbook for Systematic
Reviews of Intervention, Centre for Review and Dissemination (CRD) Guidance for
Undertaking Reviews in Health Care (78,79), and NICE guidance for literature searching
and evidence submission (80).

Search results were merged using the reference management software Rayyan to
remove duplicate records. All titles and abstracts were reviewed for information that
clearly met the inclusion and exclusion criteria stated in Table 66. The full text of studies
that passed the first level of screening was retrieved and reviewed using the same
inclusion/exclusion criteria. Multiple publications from the same study were identified
and linked. The search terms constituted the following three topics:

e Terms to capture the study population
e Terms to capture the relevant interventions

e  Terms to capture relevant study designs

Search terms included key words (free text) and subject headings (e.g., medical subject
headings [MeSH]). Table 64 and Table 65 present the search strategy applied in the
databases and results obtained on March 5 2024.

Table 64 Search string for MEDLINE (via PubMed).

No. Query Results

#1 "multiple myeloma"[MeSH Terms] OR ("multiple"[All Fields] AND 77,763
"myeloma"[All Fields]) OR "multiple myeloma"[All Fields] OR
"myeloma"[All Fields] OR "myelomas"[All Fields] OR "myeloma's"[All
Fields]

#2 "refractory*"[Title/Abstract] OR "relapsed*"[Title/Abstract] OR 532,281
"recurrent*"[Title/Abstract] OR "refractory or relapsed"[Title/Abstract]
OR "relapsed or refractory"[Title/Abstract] OR "triple-
class"[Title/Abstract] OR "relapsed and/or refractory"[Title/Abstract]

#3 #1 AND #2 .77

#4 "Elranatamab"[All Fields] OR "PF-06863135"[All Fields] 24

#5 "Teclistamab"[All Fields] OR "Tecvayli"[All Fields] 77

#6 #4 OR #5 89

#7 #3 AND #6 61

#8 "Editorial"[Publication Type] OR "Historical Article"[Publication Type] OR 4,265,496

"Case Reports"[Publication Type] OR "Comment"[Publication Type] OR
"Interview"[Publication Type]

#9 #7 NOT #8 55
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Table 65 Search string for CENTRAL (via the Cochrane library).

No. Query Results
#1 Multiple Myeloma 6,484
#2 Myeloma:ti,ab 6,371
#3 MeSH descriptor: [Multiple Myeloma] explode all trees 2,428
24 ("multiple myeloma"):ti,ab,kw 6,318
#5 (Kahler disease):ti,ab,kw 7

#6 ("plasma cell myeloma"):ti,ab 21

#7 #1 OR #2 OR #3 OR #4 OR #5 OR #6 6,886
#8 ("refractory"):ti,ab 22,594
#9 ("relapse"):ti,ab 31,334
#10 (recurrent):ti,ab 36,600
#11 (triple-class):ti,ab 69

#12 (relapsed or refractory):ti,ab 28,283
#13 (refractory or relapsed):ti,ab 28,283
#14 #8 OR #9 OR #10 OR #11 OR #12 OR #13 88,890
#15 #7 AND #14 2,417
#16 (elranatamab):ti,ab,kw 15
#17 PF-06863135 9

#18 #16 OR #17 15

#19 (Teclistamab):ti,ab,kw 21
#20 (Tecvayli):ti,ab,kw 1

#21 #19 OR #20 21

#22 #18 OR #21 36

#23 #15 AND #22 23
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No. Query Results

H.1.2  Systematic selection of studies

Study selection was undertaken on two levels. The detailed inclusion/exclusion criteria
provided in Table 66 were used as a guideline for the study selection to ensure that all

decisions regarding the inclusion and exclusion of studies were consistent.

H.1.2.1 Level 1 screening based on title and abstract

Citations from the databases were imported to the reference management software
Rayyan and duplicates were removed. First, the screening was done based on title and
abstract. The screening was conducted by two researchers independently and in parallel
based on the pre-defined inclusion and exclusion criteria. Any disagreement was
resolved by discussion or involvement by an independent third reviewer. Citations that

did not match the criteria stated in Table 66 were excluded at this level.

For all studies meeting the inclusion criteria based on title and abstract screening, the
full text was obtained. If a determination to include or exclude could not be made based
solely on the title and abstract, the full text was obtained for level 2 screening.

H.1.2.2 Level 2 screening based on full text of publication

The full text of publications selected for inclusion at level 1 were again screened by two
reviewers independently and in parallel in level 2. Any disagreement was again resolved
by discussion or involvement by an independent third reviewer. Full-text articles were
reviewed to determine relevance based on the same inclusion and exclusion criteria

used for level 1 screening.

Table 66 Inclusion and exclusion criteria used for assessment of studies.

Clinical effectiveness Inclusion criteria Exclusion criteria
Population Relapsed and/or refractory - Newly diagnosed
multiple myeloma (triple- multiple myeloma

class-exposed: proteasome

SRS, - Patients with multiple
myeloma who are not

immunomodulatory drugs, .
triple-class exposed

and anti-CD38 antibodies)

Intervention Elranatamab and/or Any other treatment regimen
teclistamab or treatment combination

Comparators - -

Outcomes Studies reporting at least one  Studies that do not report any

of the outcomes regarded as of the outcomes in the
relevant for the present inclusion criteria
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application:
- (O
- PFS
= HRQolL

- Safety

Study design/publication type - RCTs - Editorial articles

- Systematic reviews of - Historical articles

RCTs
- Comments

- Non-randomised clinical I .
: - nterviews
trials (phase 1, phase 2,

phase 3, phase 4)

- Observational studies
(retrospective studies,
prospective studies)

Time period 2015 and onwards Hits older than 2015

Language English Languages other than English

The study selection process is reported in the PRISMA diagram below (Figure 38). 55
records were identified through Medline (via PubMed), and 23 records were identified
through CENTRAL (via the Cochrane library). A total of 71 records were identified and
assessed for eligibility after duplicates were removed. Of these, 54 records were
excluded based on title and abstract screening (level 1), leaving 17 studies eligible for
full-text screening (level 2). At the end of the full-text review, 12 studies were excluded,
due to reasons listed in Table 67. This resulted in the inclusion of five articles. One
abstract (66) and one poster (52) were identified through the search for conference
materials, and the SmPCs and public assessment reports on elranatamab and teclistamab
were identified through the EMA webpage. On the DMC webpage, we identified the
DMC evaluation of teclistamab and the associated application. Thus, 8 additional records
were identified through other sources.

Table 67 List of excluded articles and reasons for exclusion after full-text assessment.

Reference Reason for exclusion

Usmani et al. 2021: Teclistamab, a B-cell Excluded as no relevant endpoint for the
maturation antigen x CD3 bispecific antibody, in relevant dose was reported

patients with relapsed or refractory multiple

myeloma (MajesTEC-1): a multicentre, open-

label, single-arm, phase 1 study

Moreau et al. 2023: Comparative Efficacy of Comparative analyses of teclistamab and
Teclistamab Versus Current Treatments in Real- LocoMMotion based on teclistamab data
World Clinical Practice in the Prospective from MajesTEC-1
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LocoMMotion Study in Patients with Triple-Class-
Exposed Relapsed and/or Refractory Multiple
Myeloma

Krishnan et al. 2023: Teclistamab versus real-
world physician’s choice of therapy in triple-class-
exposed relapsed/refractory multiple myeloma

Study based on data from MajesTEC-1,
where teclistamab data from MajesTEC-1
is compared to other treatments used in
real-world clinical practice

Khanam et al. 2023: The Role of Bispecific
Antibodies in Relapsed Refractory Multiple
Myeloma: A Systematic Review

Excluded as it included data from older
data cut-offs

Miao et al. 2023: Population Pharmacokinetics
and Exposure-Response with Teclistamab in
Patients With Relapsed/Refractory Multiple
Myeloma: Results From MajesTEC-1

Population pharmacokinetic study and
analysis of exposure—response
relationships from MajesTEC-1 study

Nooka et al. 2023: Incidence, timing and
management of infections in patients receiving
teclistamab for the treatment of
relapsed/refractory multiple myeloma in the
MajesTEC-1 study

Analysis of MajesTEC-1 data to provide
recommendations for prevention and
management of potential infections during
teclistamab treatment

Moreau et al. 2023: Comparative Effectiveness of
Teclistamab Versus Real-World Physician's Choice
of Therapy in LocoMMotion and MoMMent in
Triple-Class-Exposed Relapsed/Refractory
Multiple Myeloma

Comparative analyses of teclistamab and
LocoMMotion based on teclistamab data
from MajesTEC-1

Costa et al. 2024: Elranatamab efficacy in
MagnetisMM-3 compared with real-world control
arms in triple-class refractory multiple myeloma

Study based on data from MagnetisMM-3,
where elranatamab data from
MagnetisMM-3 is compared to other
treatments used in real-world clinical
practice

Mol et al. 2024: A matching-adjusted indirect
comparison of the efficacy of elranatamab versus
physician’s choice of treatment in patients with
triple-class-exposed/refractory multiple myeloma

Indirect comparative analysis of irrelevant
comparator

Grosicki et al. 2022: MagnetisMM-5: an open-
label, multicenter, randomised phase 3 study of
elranatamab as monotherapy and in combination
with daratumumab in patients with
relapsed/refractory multiple myeloma

Only ASCO abstract available; no results
posted

Touzeau et al. 2023: MajesTEC-9: a randomised
phase 3 study of teclistamab versus
pomalidomide, bortezomib, and dexamethasone
or carfilzomib and dexamethasone in patients
with relapsed/refractory multiple myeloma

Only ASCO abstract available; no results
posted

Bahlis et al. 2023: Elranatamab in relapsed or
refractory multiple myeloma: the MagnetisMM-1

Excluded as no relevant endpoint for the
relevant dose was reported
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phase 1 trial

Records identified through Medline Records identified through CENTRAL
(via PubMed) (via Cochrane library)
(N=55) (N=23)
Duplicates removed
Scr (N=7)
ee
ni
ng Records screened Records excluded
(N=71) (N=54)
Full-text articles Full-text publications
assessed for eligibility excluded
Additional records (N=17) (N=12)

identified through

other sources

(N=8)

Publications included in

qualitative synthesis (N=5)

Included trials and publications from search
(Trials N=2
Publications N=5
Conference materials N=2
EMA documents N=4
DMC documents N=2)

Figure 38 The PRISMA flow diagram showing study selection
Abbreviations: PRISMA: Preferred Reporting Items for Systematic Reviews and Meta-Analysis, EMA: European
Medicines Agency, DMC: Danish Medicines Council.
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Table 68 below present the included studies and their design.
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Table 68 Overview of study design for trials included in the analyses

Study (ID)

MagnetisMM-3
(NCT04649359)
(Sources: 47, 52)

To evaluate safety and
efficacy of elranatamab
in patients with
relapsed/refractory
multiple myeloma

Study design

Phase 2, open-label,
multicentre, non-
randomised trial

Patient population

Adult patients (218
years) with multiple
myeloma who have
disease refractory to
at least one IMiD, one
Pl and one anti-CD38
antibody

Intervention and
comparator

(sample size (N))

Total: 187

The study enrolled
participants into two
independent and
parallel cohorts:

Cohort A: Patients
naive to BCMA-
directed therapies,
N=123

Cohort B: Patients
with previous
exposure to BCMA-
directed therapy,
N=64

Primary outcome and
follow-up period

Objective response rate
by blinded independent
central review according
to International Myeloma
Working Group response
criteria

The median follow-up
period was 14.7 months
(47) and the latest follow-
up period of 17.6 months
(52).

Secondary outcome
and follow-up period

Objective response rate
by blinded independent
central review baseline
extramedullary disease
status

Objective response rate
by investigator

CR rate

TTR

DoR

DOCR

MRD negativity rate
PFS

oS

Safety,
pharmacokinetics and
immunogenicity

161



Study (ID)

MajesTEC-1
(NCTO3145181
and
NCT04557098)
(Sources: 37,66)

To identify the
recommended phase 2
dose of teclistamab and
evaluate safety and
tolerability as well as
evaluate the efficacy of
the recommended
phase 2 dose in patients
with relapsed/refractory
multiple myeloma

Study design

Phase 1-2, first-in-
human, open-label,
dose escalation study

Patient population

Adult patients (218
years) with relapsed
or refractory multiple
myeloma, who have
previously received at
least three lines of
therapy (IMiD, Pl and
anti-CD38 antibody).
Eligible patients had a
performance score of
Oor1l.

Intervention and
comparator

(sample size (N))

In the phase 1 study,
157 patients were
enrolled and received
at least one dose of
teclistamab, either as
an intravenous (1V)
infusion (N=84) or as a
subcutaneous (SC)
injection (N=73). 40
patients were
administered the
recommended phase
2 dose.

In the phase 2 study,
165 patients were
enrolled to receive
teclistamab at the
recommended phase
2 dose

Primary outcome and
follow-up period

Phase 1:

Median follow-up was 16.6
months across IV cohorts
and 8.8 months across SC
cohorts

- Frequency and type
of DLTs

- Incidence and
severity of AEs

Phase 2:

Median follow-up was
14.1 months (37) and a
later follow-up at 23
months (66).

- Overall response rate

Secondary outcome
and follow-up period

Phase 1:

- Overall response
rate, DoR and TTR

- Pharmacokinetic
parameters,
pharmacodynamic
markers and anti-
teclistamab
antibodies

Phase 2:

- DoR, TTR, PFS and
0s

- Safety,
pharmacokinetics
and
immunogenicity

MAIC

(Source: 64)

To evaluate the
effectiveness of
elranatamab in relation
to teclistamab

A matching-adjusted
indirect comparison

The study population
was the population of
MagnetisMM-3 and
MajesTEC-1:

For elranatamab,
individual patient data
from MagnetisMM-3,
cohort A (N=123) were

ORR, 2CR rate and DoR
(length of follow-up was
14.7 months for
MagnetisMM-3 and 14.1

No secondary outcomes
measured
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Study (ID)

Study design

Patient population

Adult patients (218
years) with multiple
myeloma who have
previously received at
least three lines of
therapy (IMiD, Pl and
anti-CD38 antibody)
and with disease
relapsed or refractory
to their last
antimyeloma regimen
on the last therapy

Intervention and
comparator

(sample size (N))

used

Published summary
data from MajesTEC-1
(N=165) were used for
teclistamab

Primary outcome and Secondary outcome
follow-up period and follow-up period

months for MajesTEC-1)

PFS and OS (length of
follow-up was 14.7
months for MagnetisMM-
3 and around 23 months
for MajesTEC-1)
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H.1.3 Quality assessment

The literature search that was performed has a number of strengths. The search was
conducted in the two databases, Medline and CENTRAL, as requested by the DMC, to
identify relevant literature to address the objective of the literature search. The PICO
and the inclusion and exclusion criteria were defined prior to the literature search, and
relevant search terms were applied. The screening of literature and selection of studies
were conducted by two researchers independently and in parallel based on the pre-
defined inclusion and exclusion criteria. Any disagreements were resolved by discussion
or involvement of a third independent reviewer. Because there is an inherent variability
and potential for human error in decision-making associated with literature reviews, we
used two researchers in the screening and selection process and a third independent
adjudicator to alleviate this concern to the extent possible. Additionally, the search was
restricted to the English language and to studies published from 2015 onwards, which
raises the possibility that relevant trials published in other languages or prior to 2015
were missed, but this is unlikely given the search topic.

H.1.4 Unpublished data

Data from the clinical study report have been applied in the present application. No
additional unpublished data have been presented in the present application.

Appendix I. Literature searches
for health-related quality of life

1.1 Health-related quality-of-life search

Not applicable —including related tables.

1.1.1 Quality assessment and generalisability of estimates

Not applicable.

1.1.2 Unpublished data

Not applicable.

Appendix J. Literature searches for
Input to the health economic model

Not applicable — including related tables.
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