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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 HRQoL. 

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 (PI 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 (PI, IMiD and anti-CD38-mAb) (24,25). Patients are 

defined as pentarefractory if they are refractory to two IMiDs, two PIs and one anti-CD38 

monoclonal antibody (23,26-28).  
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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 4th or later 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% CI, 15.1 to not 

estimable) (37).  

For patients who experience disease progression during 4th 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-CD3ɛ targeting arms paired on an IgG2a backbone with nullified Fc binding 

function, which leads to a longer half-life. 
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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 

IMWG criteria as the disease progressed or died. Death was an absorbing state. The 

model structure is illustrated in Figure 5:  

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

dose until confirmed progressed disease per IMWG criteria 

• Progressed state encompassed time after the first progression until death 

• Death  

 

 
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: 

 

• PFS: probability a patient has not yet progressed and is still alive, calculated 

from the PFS curve 

• 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) 

• 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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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, 

HRQoL 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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6. Efficacy  

6.1 Efficacy of elranatamab compared to teclistamab in patients 

with triple-class exposed/refractory multiple myeloma 

6.1.1 Relevant studies 















 

 

50 
 

 

 

Figure 6 PFS assessed by BICR per IMWG criteria in the overall population (red line) and in 43 

patients who had ≥CR (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). 

 

 

 

 

 

 

 

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% CI: 13.9 months to not estimable), and 

the Kaplan–Meier estimate at 14.7 months was 56.7% (95% CI: 47.4–65.1; Figure 8). For 

patients in ≥CR, the Kaplan–Meier estimates of OS at 14.7 months was 92.6% (95% CI: 

78.7–97.6) (Figure 8). 



 

 

51 
 

 

 

Figure 8 OS in the overall population (red line) and in 43 patients who had ≥CR (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. 
 

 

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%CI, 13.4 -not evaluable (NE) 

months (81). 
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QLQ-MY20 

Results from the myeloma-specific QLQ-MY20 questionnaire revealed that BCMA-naïve 

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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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-naïve 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-naïve patients and 

C2D15 for BCMA-exposed patients and were maintained in both groups through C12D1 

(Figure 13). 

 

Figure 13 Impression of change in disease with elranatamab. C, cycle; D, day. 
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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% CI, 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% CI, 8.8–16.4) (66).   
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Figure 15 Progression- free survival in the overall population and patients ≥CR at data cut-off 

January 4, 2023. Source: (66). 

 

Overall survival 

The median duration of overall survival was 18.3 months (95% CI, 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. 

 

Figure 16 Overall survival for 165 patients at data cut-off March 16 2022. Source: (48). 
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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% CI, 16.0–NE) 

(66).  

 

Figure 17 Overall survival for all 165 patients and those with ≥CR at data cut-off January 4, 2023. 

Source: (66). 

CR = complete response 

HRQoL 

Change from baseline in patient-reported overall symptoms, functioning, and HRQoL 

were secondary endpoints of the phase II part of the MajesTEC-1 study. All 125 patients 

enrolled in phase II 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 (≥77%). 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% CIs 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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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% CI. Conclusions regarding significantly better or worse outcomes were 

drawn based on whether the 95% CI excluded 1 (for odds ratio/HR) or 0 (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 III and a lower proportion of patients who 

were ISS stage I 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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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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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% CI. Conclusions regarding significantly better or worse outcomes were 

drawn based on whether the 95% CI excluded 1 (for odds ratio/HR) or 0 (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 naïve 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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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 Data input 

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 
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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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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. 

 

phase 1 trial 

Id

en

tifi

ca

tio

n 

Scr

ee

ni

ng 

Eli

gi

bil

ity 

Inc

lu

de

d 

Records identified through Medline 

(via PubMed) 

(N=55) 

Duplicates removed 

(N=7) 

Records screened 

(N=71) 

Records excluded 

(N=54) 

Full-text articles 

assessed for eligibility 

(N=17) 

Publications included in 

qualitative synthesis (N=5) 

Additional records 

identified through 

other sources  

(N=8) 

Full-text publications 

excluded 

(N=12) 

 

Included trials and publications from search 

(Trials N=2 

Publications N=5  

Conference materials N=2 

EMA documents N=4 

DMC documents N=2) 

Records identified through CENTRAL 

(via Cochrane library) 

(N=23) 



 

 

160 
 

Table 68 below present the included studies and their design.









 

 

164 
 

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 

I.1 Health-related quality-of-life search 

Not applicable – including related tables. 

I.1.1 Quality assessment and generalisability of estimates 

Not applicable. 

I.1.2 Unpublished data  

Not applicable.  

 

Appendix J. Literature searches for 

input to the health economic model 
Not applicable – including related tables.  






