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CAF/MGK/KLE 

 

Dato for behandling i Medicinrådet  23.10.2024 

Leverandør Janssen-Cilag (Johnson & Johnson) 

Lægemiddel Talvey (talquetamab) 

Ansøgt indikation Talquetamab er indiceret som monoterapi til behandling af 
voksne patienter med recidiverende og refraktær myelomatose, 
som har fået mindst tre tidligere behandlinger, herunder med et 
immunmodulerende middel, en proteasomhæmmer og et anti-
CD38-antistof, og som har vist sygdomsprogression under den 
sidste behandling. 

Nyt lægemiddel / indikationsudvidelse  Nyt lægemiddel 

Prisinformation 

Amgros har forhandlet to forskellige pristilbud på Talvey (talquetamab): 

Tilbud 1, tabel 1, gælder ved en anbefaling, med dataopsamling og med mulighed for genforhandling af 
prisen i forbindelse med opfølgning på dataopsamlingen. 

Tabel 1: XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Lægemiddel Styrke Pakningsstørrelse AIP (DKK) Nuværende 
SAIP (DKK) 

Forhandlet 
SAIP (DKK) 

Rabatprocent 
ift. AIP 

Talvey 2 mg/ml 1,5 ml inj.væske, 
opløsning 

2.831,05 XXXXXXXX XXXXXX XXXXX 

Talvey 40 mg/ml 1 ml inj.væske, 
opløsning 

37.747,30 XXXXXXXXX XXXXXXXXX XXXXX 
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Tilbud 2, tabel 2, gælder både hvis Medicinrådet anbefaler Talvey uden krav om dataopsamling, og hvis 

Medicinrådet anbefaler Talvey med dataopsamling, men er uden mulighed for genforhandling. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Tabel 2: XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Lægemiddel Styrke Pakningsstørrelse AIP (DKK) Nuværende 
SAIP (DKK) 

Forhandlet 
SAIP (DKK) 

Rabatprocent 
ift. AIP 

Talvey 2 mg/ml 1,5 ml inj.væske, 
opløsning 

2.831,05 XXXXXXXX XXXXXX XXXX 

Talvey 40 mg/ml 1 ml inj.væske, 
opløsning 

37.747,30 XXXXXXXXX XXXXXXXXX XXXX 

 

Hvis Medicinrådet ikke anbefaler Talvey, indkøbes lægemidlet til nuværende SAIP. 

Aftaleforhold 
Amgros har en aftale på Talvey i perioden fra den 01.01.2024 til den 30.09.2025, med mulighed for 

prisregulering og forlængelse i 6 måneder. Prisen vil blive justeret med virkning fra 5. november 2024 

afhængigt af Medicinrådets anbefaling som vist i tabel 1 og 2.  

Informationer fra forhandlingen 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXX 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXX  

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 
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Konkurrencesituationen 

Tabel 3 viser lægemiddeludgifter pr. år for Talvey samt komparator Tecvayli (teclistamab) jf. Medicinrådets 
vurderingsrapport. Tecvayli (teclistamab) blev anbefalet af Medicinrådet til samme indikation i februar 2024. 
Elrexfio (elranatamab) er også under vurdering i Medicinrådet til behandling af knoglemarvskræft i 4. linje. 
Medicinrådet har udarbejdet en behandlingsvejledning vedrørende knoglemarvskræft, denne inkluderer dog 
ikke lægemidler til behandling i 4. linje. 

Tabel 3: Sammenligning af lægemiddeludgifter pr. patient 

Lægemiddel Styrke 
Paknings-
størrelse 

Dosering* 

Pris pr. 
pakning 

(SAIP, DKK) 

Lægemiddeludgift 

pr. år (SAIP, DKK)** 

Talvey 

Tilbud 1 

 

40 
mg/ml 

1 ml 

Uge 1: 
Step-up dosis 1 0,01mg/kg SC 
Step-up dosis 2 0,06 mg/kg SC 
Step-up dosis 3 0,4 mg/kg SC 

Første vedligeholdelsesdosis dag 7, 
0,8 mg/kg SC 

 

Derefter 0,8 mg/kg hver 2. uge SC 

XXXXXXXXX XXXXXXX 

Talvey 

Tilbud 2 

 

40 
mg/ml 

1 ml 

Uge 1: 
Step-up dosis 1 0,01mg/kg SC 
Step-up dosis 2 0,06 mg/kg SC 
Step-up dosis 3 0,4 mg/kg SC 

Første vedligeholdelsesdosis dag 7, 
0,8 mg/kg SC 

 

Derefter 0,8 mg/kg hver 2. uge SC 

XXXXXXXXX XXXXXXX 

Tecvayli 
(teclistamab) 

Ved komplet 
respons 

10 
mg/ml 

3 ml 

Uge 1 – 
Step-up-dosis 1 0,06 mg/kg SC 

Step-up-dosis 2 0,3 mg/kg SC 
XXXXXx XXXXXXx 

Tecvayli 
(teclistamab) 

Ved komplet 
respons 

90 
mg/ml 

1,7 ml 

Uge 1-26: 1,5 mg/kg hver uge SC 

Uge 27-51 1,5 mg/kg hver 2. uge 
SC 

XXXXXx XXXXXXx 

Tecvayli 
(teclistamab) 

Ingen komplet 
respons 

10 
mg/ml  

3 ml  
Uge 1 – 

Step-up-dosis 1 0,06 mg/kg SC 
Step-up-dosis 2 0,3 mg/kg SC 

XXXXXXXX XXXXXXXX 
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Lægemiddel Styrke 
Paknings-
størrelse 

Dosering* 

Pris pr. 
pakning 

(SAIP, DKK) 

Lægemiddeludgift 

pr. år (SAIP, DKK)** 

Tecvayli 
(teclistamab) 

Ingen komplet 
respons 

90 
mg/ml  

1,7 ml  

Uge 1-51: 1,5 mg/kg hver uge SC XXXXXXx XXXXXXXX 

*Gennemsnitsvægt 75 kg jf. Medicinrådets vurderingsrapport 

**Beregningerne er baseret på mg. Lægemiddeludgifterne per år tager ikke højde for spild.  
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Status fra andre lande 

Tabel 2: Status fra andre lande 

Land Status Link 

Norge Under vurdering Link til vurdering 

Sverige Under vurdering Link til vurdering 

England Under vurdering Link til vurdering 

 

Konklusion 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX. 

 

https://www.nyemetoder.no/metoder/talquetamab/
https://samverkanlakemedel.se/produktinfo/talvey-talkvetamab
https://www.nice.org.uk/guidance/awaiting-development/gid-ta10969
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The terms ‘relapsed’ and ‘refractory’ are used to define MM patient populations in 
relation to the sensitivity of their disease to previous treatment: 

• Relapsed MM is defined as previously treated MM that progresses and requires 

initiation of salvage therapy but does not meet criteria for refractory MM. 

• Refractory MM is defined as disease that is nonresponsive while on primary or 

salvage therapy or progresses within 60 days of last therapy. Nonresponsive 

disease is defined as either failure to achieve minimal response or development 

of progressive disease (PD) while on therapy (Rajkumar et al. 2011). 
 

3.1.2 Burden of disease 

Although the introduction of PIs, IMiDs and mAbs during the last decade has changed the 

landscape of MM, leading to improved disease control and prolonged survival, as 

previously described, nearly all patients with MM will eventually experience relapse and 

become refractory to available therapies with only about half of diagnosed patients 

remaining alive at five years (Kurtin et al. 2013, Rajkumar et al. 2011).  Approximately 4% 

to 12% of MM patients have been estimated to be triple class exposed (Mehra et al. 

2020, Jagannath et al. 2021, Haefliger et al. 2021). There are limited data on triple class 

exposed RRMM, although the existing data point towards a particularly poor prognosis 

(Mehra et al. 2020, Terpos et al. 2018), and a high unmet need for effective therapies 

(Hari et al. 2018, MacEwan et al. 2018). As MM progresses, each subsequent line of 

therapy is associated with shorter PFS and a decreased rate, depth, and durability of 

response (Elsada et al. 2021, GLOBOCAN 2018, Gregory et al. 2018, Kumar et al. 2014, 

Lokhorst et al. 2010, Moreau et al. 2015).  

With conventional therapies, mOS ranges from only 8.2 months to 15.7 months (Gandhi 

et al. 2019, Weisel et al. 2021, Mehra et al. 2020, Mateos et al. 2022b). Only a few 

studies have evaluated long-term survival outcomes in this population. Notably, low 

response rates are associated with a rapid decline in OS. For example, among the 12.5% 

of patients with very good partial response (VGPR) or better in the prospective RWE 

study LocoMMotion, the mOS was not yet reached, compared with a median OS of 10.9 

months in the remaining 87.5% of patients without ≥VGPR (Mateos et al. 2022b). 

Studies of HRQoL indicate that patients with RRMM have worse HRQoL than individuals 

in the general population, and those with other cancer types (Ludwig et al. 2020, 

Ramsenthaler et al. 2016, Kamal et al. 2021). Additionally, overall HRQoL has been found 

to deteriorate significantly with each relapse and increasing lines of therapy as well as 

with each additional year that a patient has MM  (measured by EORTC-QLQ-C30 GHS) 

(Despiégel et al. 2019, Mateos et al. 2022a, Delforge et al. 2022, Rizzo et al. 2014).   

In addition to their poor prognosis, poor HRQoL and limited effective treatment options, 

patients with MM also experience substantial costs associated with the disease. Overall, 

the lack of efficacious treatments for triple class exposed RRMM means that most 

patients will initiate additional lines of therapy and continue to incur high healthcare 

resource utilization and associated costs (Madduri et al. 2021). 
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3.5 Choice of comparator(s)  

3.5.1 Choice of comparator(s)  

As previously mentioned, on February 21st (2024) the Danish Medicine Council 

reimbursed teclistamab for treatment of triple-class exposed patients who have received 

at least three prior therapies (Medicinrådet 2024); this patient population coincides with 

the indication of Talquetamab (EMA 2023a). DMC has assessed that teclistamab, now 

SOC, is the relevant comparator for talquetamab.  

Because MonumenTAL-1 is a single-arm trial, an external data source is needed to 

estimate the efficacy of the comparator (teclistamab). The most relevant source to 

estimate the efficacy and safety of teclistamab is its pivotal trial, MajesTEC-1; to date 

MajesTEC-1 is the only trial for which teclistamab has a regulatory approval. The 

inclusion criteria of MajesTEC-1 were not identical to MonumenTAL-1 but comparable.    

3.5.2 Description of the comparator(s) 

See Table 5 for an overview of teclistamab. 
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3.6 Cost-effectiveness of the comparator(s) 

Teclistamab was reimbursed by DMC on February 21st (2024) and is therefore 

considered cost-effective for the patient population at hand, triple-class exposed 

patients who have received at least three prior therapies (Medicinrådet 2024). 

Teclistamab achieved the status of cost-effective in part because The Medicine Council 

accounted for reduced dosing frequency for some patients, from administration every 

week to administration every other week. A reduction in dosing frequency for some, 

mainly those who achieved sustained complete response for at least six months, patients 

treated with teclistamab was considered in the current comparison between 

talquetamab and teclistamab.    

3.7 Relevant efficacy outcomes 

3.7.1 Definition of efficacy outcomes included in the application 

The adjusted comparison allowed for the following efficacy outcomes: response rates 

(ORR, CR or better, VGPR or better), DOR, PFS, TTNT and OS. These outcomes are 

described and defined in Table 6 below. For all endpoints, participant follow-up began on 

the first day of treatment in both MonumenTAL-1 and MajesTEC-1. Data used in the 

analysis was based on MonumenTAL-1 data-cut of January 2023 (talquetamab 0.8 mg/kg 

Q2W median duration of follow-up: 12.7 months respectively) and MajesTEC-1 data-cut 

of January 2023 (median duration of follow-up: 22.8 months).
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4. Health economic analysis 

4.1 Model structure 

A cost-effectiveness model (CEM) was developed to conduct a cost-effectiveness analysis 

for talquetamab to appropriately reflect the clinical trial evidence and patient pathway. 

The CEM was developed in accordance with the International Society for 

Pharmacoeconomics and Outcomes Research (ISPOR) Task Force on Good Modelling 

Practices (Martin et al. 2020), and in keeping with the requirements of HTA bodies such 

as DMC and NICE (National Institute for Health and Care Excellence (NICE) 2019b). 

The CEM was fully programmed in Microsoft Excel and Visual Basic for Applications (VBA) 

was used to automate tasks such as conducting of sensitivity analyses and manipulating 

user interface features. 

The outcomes of the CEM include total and incremental costs and health outcomes 

expressed both as life years (LYs) and QALYs gained. Therefore, the model can employ a 

cost-utility analysis calculating an incremental cost-effectiveness ratio (ICER) defined as 

the incremental costs per incremental QALYs gained. Mean and median PFS and OS are 

also presented, as well as disaggregated results showing the breakdown of LYs, QALYs, 

and costs per treatment arm. 

The model structure uses a partitioned survival model (PSM) approach. The PSM includes 

three health states: progression-free (PF), post-progression (PD) and death. The PF state 

includes all patients who either have stable disease or respond to therapy. The PD state 

includes patients with progressive disease (PD, as defined in the clinical trial). It is 

assumed that all patients start in the PF state. From the PF health state, patients may 

transition to the other health states or remain in this health state at each model cycle. 

Following progression, patients are unable to transition back to the PF health state and 

can only transition to the ‘dead’ state, an absorbing health state, or stay in the post-

progression state. At any time point in the model, a patient can be alive with non-

progressed disease (progression-free), alive with progressed disease (post-progression) 

or dead. 

In a PSM, OS and PFS are modelled independently and the proportion of patients in each 

health state over time are derived directly from the OS and PFS projections using an area 

under the curve approach (see Figure 3). The proportion of patients who are dead in 

each model cycle is estimated by one minus estimated survival, the proportion of those 

in the post-progression state is estimated by gap between OS and PFS projections, and 

the proportion in the progression-free state is the gap between the PFS projection and 

the x axis. 

Figure 3. PSM Structure 
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5. Overview of literature 

5.1 Literature used for the clinical assessment 

A systematic literature review (SLR) was not the basis for choice of comparative 

effectiveness and safety in this analysis. Janssen is the market authorization holder of 

teclistamab, in addition to talquetamab, and has therefore full knowledge of its pivotal 

trials. MajesTEC-1 is the only pivotal trial for teclistamab in treatment of triple-class 

exposed patients who have received at least three prior treatments. Additionally, 

regardless of indication, MajesTEC-1 is to date the only clinical trial based on which 

teclistamab has been granted market authorization within the European Union 

(European Commission 2024).  
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exploration of methods for review, economic 

evaluation and appraisal. Health Technol Assess, 

21, 1-204. 

(Hettle et al. 2017) 

Launois, R., Reboul-Marty, J., Henry, B. & 

Bonneterre, J. 1996. A cost-utility analysis of 

second-line chemotherapy in metastatic breast 

cancer. Docetaxel versus paclitaxel versus 

vinorelbine. Pharmacoeconomics, 10, 504-21. 

(Launois et al. 1996) 

Disutility of 

adverse events, 

incl. Febrile 

neutropenia 

TLR Section 0 

Smith-Palmer, J., Bae, J. P., Boye, K. S., 

Norrbacka, K., Hunt, B. & Valentine, W. J. 2016. 
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(Smith-Palmer et al. 2016) 
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adverse events, 
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NICE appraisal TA573 (Table 46 Committee 
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dexamethasone for previously treated multiple 

myeloma (Managed Access Review of TA573) 

[ID4057] Committee Papers [Online]. Available: 
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y [Accessed 27 March 2024] 

(National Institute for Health and Care 

Excellence (NICE) 2023) 

Disutility of 
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Excellence (Nice). 2018. Single Technology 

Appraisal daratumumab monotherapy for 

treating relapsed and refractory multiple 

myeloma [ID933] Committee Papers [Online]. 

Available: 
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for Health and Care Excellence (NICE) 2018) 

Disutility of 
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Tolley, K., Goad, C., Yi, Y., Maroudas, P., 
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(Tolley et al. 2013) 

Disutility of 

adverse events, 
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TLR Section 0 

Abbreviations: TLR: Targeted literature review 
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6. Efficacy  

6.1 Efficacy of talquetamab compared to teclistamab for triple-

exposed RRMM 

6.1.1 Relevant studies 

Given the absence of a comparator arm in MonumenTAL-1, an external control arm was used to 

assess comparative effectiveness of talquetamab versus teclistamab. 

The pivotal study investigating talquetamab is the MonumenTAL-1 study (NCT03399799, 

NCT04634552). Hence, MonumenTAL-1 provides the basis for the efficacy and safety evidence 

for talquetamab in this assessment.  

The pivotal study investigating teclistamab, in the same patient population as MonumenTAL-1, is 

the MajesTEC-1 study (NCT03145181, NCT04557098). Hence, MajesTEC-1 provides the basis for 

the efficacy and safety evidence for teclistamab in this assessment (see further section 7 and 

Appendix A).   

A systematic literature review (SLR) was not the basis for choice of comparative effectiveness in 

this analysis, as such the most relevant documentation for efficacy and safety (intervention and 

comparator) were determined to be the above-mentioned studies.  

6.1.1.1 MonumenTAL-1 (NCT03399799, NCT04634552) 

MomumenTAL-1  is an ongoing, first-in-human, Phase 1/2, open-label, multicenter clinical trial 

evaluating the safety, tolerability, pharmacokinetics, and anti-myeloma activity of talquetamab in 

the treatment of adult patients with triple-class exposed (TCE) RRMM (see Appendix A Table 47. 

for patient eligibility) (Janssen 2023e).  

The study was conducted in three parts (see Figure 4):  

• Part 1 (dose escalation; Phase 1): to characterize the safety of talquetamab and to 

identify the recommended Phase 2 doses (RP2Ds). 

• Part 2 (dose expansion; Phase 1): to further characterize the safety of talquetamab at 

the putative RP2Ds. 

• Part 3 (dose expansion; Phase 2): to evaluate the efficacy of talquetamab at the RP2Ds in 

cohorts of TCE patients with RRMM who previously received ≥3 prior lines of therapy 

(LOT).  

− The efficacy and safety results from the Phase 2 study are presented in Section 

6.1.4 and Appendix B Section B.1 (efficacy) and Section 9.1 and Appendix E 

(safety) for patients with no prior exposure to T cell redirection therapy (eg, 
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bispecific antibodies and chimeric antigen receptor T cell therapy [CAR-T])1. 

Outcomes for Cohort B, which included patients who previously received T cell 

redirection therapy, are not reported in this application.  

Figure 4. Overall study design, MonumenTAL-1 

 

Note: The Q1W SC RP2D in Phase 1 was 405 µg/kg; this changed to 400 µg/kg in Phase 2 for operational convenience, with 

similar exposure. Both Q1W SC RP2Ds are shown as 0.4 mg/kg in the primary CSR. 

Abbreviations: ADC = antibody-drug conjugate; BCMA = B-cell maturation antigen; Blenrep = belantamab mafodotin; 
CAR-T = chimeric antigen receptor T-cell therapy; DLT = dose-limiting toxicity; Q1W = weekly; Q2W = every two weeks; 

RP2D = recommended Phase 2 dose; SC = subcutaneously.  

Source: (Janssen 2022e). 

A wide range of escalating dose levels of talquetamab, administered either intravenously (IV; 

0.0005 mg/kg Q2W up to 0.18 mg/kg Q1W) or subcutaneously (SC; 0.0015 mg/kg Q1W up to 1.6 

mg/kg monthly), were evaluated in Part 1 of the study (Janssen 2022e). Based on 

pharmacokinetics, pharmacodynamics, safety, and preliminary efficacy data from Parts 1 and 2, 

the RP2Ds of 0.4 mg/kg SC Q1W2 (preceded by step up doses of 0.01 and 0.06 mg/kg) and 0.8 

mg/kg SC Q2W (preceded by step-up doses of 0.01, 0.06, and 0.3 mg/kg) were selected to further 

evaluate the safety and efficacy of talquetamab in Part 3 of the study. In all parts of the study, 

patients continued to receive talquetamab until disease progression, unacceptable toxicity, 

withdrawal of consent, death, or end of study. The end of study was defined as 2 years after the 

last patient had received the initial dose of talquetamab or when the last patient had completed 

the last study assessment in the study, whichever occurred first. 

The clinical cutoff date for the MonumenTAL-1 data presented in this report was January 2023. 

The median duration of follow-up was 12.7 months (range: 0.2 to 26.1 months) for Cohort C. 

Patient enrolment3 was initiated in March 2021 based on phase 1 part 2 of MonumenTAL-1 (dose 

 

1 Cohort C allowed for patients to have prior exposure to B-cell maturation antigen (BCMA)-directed antigen-drug 

conjugates (ADC), such as belantamab mafodotin.  
2 Adjusted from the RP2D of 0.405 mg/kg for operational convenience, with similar exposure to talquetamab. In the primary 

CSR, “0.4 mg/kg Q1W SC” referred to results for both the Phase 1 dose (0.405 mg/kg Q1W SC) and the Phase 2 dose (0.4 

mg/kg Q1W SC). 
3 Initiation of enrolment refers to the date of the first patient receiving his or her first dose of Talquetamab 
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expansion), while the corresponding date for the study’s phase 2 part 3, was October 2021. 

Enrolment occurred across 45 sites, in the following areas: Europe (56.6%), North America 

(40.7%), and Asia (2.8%). 

6.1.1.2 MajesTEC-1 (NCT03145181, NCT04557098) 

The clinical development program for teclistamab in RRMM includes MajesTEC-1, a pivotal 

clinical trial assessing the efficacy and safety of teclistamab as a monotherapy ([NCT03145181/ 

NCT04557098], Phase 1/2). MajesTEC-1 is an ongoing, first-in-human, Phase 1/2, open label, 

multicenter clinical trial in adults with RRMM that had received at least three prior lines of 

therapy and had received a PI, an IMiD and an anti-CD38 mAb in any order during the course of 

treatment. The phase 1 portion assessed dose escalation and expansion of teclistamab, while the 

phase 2 portion examines efficacy. The study is currently ongoing.  

The study included three cohorts:  

• Cohort A:  included patients with ≥3 prior MM treatment LOT and previously received an 

IMiD, PI, and anti-CD38 mAb 

• Cohort B: was initially planned to enroll patients who were more heavily pre-treated 

(≥four prior LOT) and considered penta-drug refractory (i.e., refractory to >2 PIs, >2 

IMiDs, and an anti-CD38 mAb). However, Cohort B was not opened for enrolment as 

penta-drug refractory patients were enrolled in Cohort A.  

• Cohort C included patients with ≥3 prior lines of treatment that included a PI, an IMiD, 

an anti-CD38 mAb, and an anti-BCMA treatment (with CART-T cells or an antibody drug 

conjugate).  

 

A total of 165 subjects (40 in Phase 1 and 125 in Cohort A in Phase 2) received at least 1 dose of 

teclistamab at recommended phase 2 dose (RP2D; 1.5 mg/kg) on or before the clinical cut-off 

date of January 4th, 2023, and were included in the All Treated Analysis Set, the relevant 

population for this assessment. The median follow-up was 22.8 months (range: 0.3 [subject died] 

to 33.6 months and the 165 subjects in the All Treated Analysis Set received a median of 9.3 

months of therapy (range: 0.2 to 33.6).  

As of the clinical cut-off 4th of January 2023, 47 subjects remain on treatment and the majority of 

these (n=42 [89.4%]) are receiving dosing every second week (Q2W) or once per month (Q4W). 

For further details on MajesTEC-1 study design, key inclusion and exclusion criteria as well as 

study end points are described in detail in Appendix A.  
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6.1.2 Comparability of studies  

In the present study, adjusted comparisons using IPTW methods to adjust for differences in clinically important 

prognostic patient characteristics at baseline were used to compare the effectiveness of talquetamab versus 

teclistamab in triple-class exposed patients with relapsed or refractory multiple myeloma (Li et al. 2018, 

Rosenbaum and Rubin 1983). 

Key inclusion/exclusion criteria from MonumenTAL-1 are outlined below, whilst the full eligibility criteria for the 

MonumenTAL-1 study are outlined in Appendix A Table 47. The full eligibility criteria for the MajesTEC-1 studies 

are outlined in Appendix A Table 48. As previously mentioned, the inclusion and exclusion criteria of 

MonumenTAL-1 and MajesTEC-1 are comparable. 

• Adults (≥18 years of age) with relapsed or refractory multiple myeloma 

• Measurable disease as defined by IMWG consensus criteria 

• Received at least 3 prior lines of antimyeloma therapy 

o Clarification 1: Induction with or without HSCT and with or without maintenance therapy is 

considered a single line of therapy. 

o Clarification 2: To count as a line of therapy, a single antimyeloma agent or regimen must be given 

for at least 1 complete cycle of treatment, unless PD was the best response for that line. 

• Received as part of previous therapy a PI, an IMiD, and an anti-CD38 monoclonal antibody (prior exposure 

can be from different monotherapy or combination lines of therapy) 

• Have documented evidence of progressive disease based on investigator’s determination of response by 

IMWG criteria on or within 12 months of their last line of therapy. Participants with documented evidence 

of progressive disease (as above) within the previous 6 months and who are refractory or non-responsive 

to their most recent line of therapy afterwards are also eligible. 

• Have an ECOG performance status score of 0 to 2 

• Adequate bone marrow reserve, defined as haemoglobin ≥8.0 g/dL 

• Adequate renal function, defined as creatinine clearance ≥40 mL/min/1.73m2 

• Have not received prior T cell redirection therapy such as CAR-T cell therapy or bispecific antibodies 

The adjusted comparison considered the following efficacy outcomes: ORR, CR or better rate, VGPR or better rate, 

DOR, PFS, TTNT, and OS. Definitions and schedule of assessment of these endpoints are provided in Table 6 which 

are similar for both MonumenTAL-1 and MajesTEC-1. 

6.1.2.1 Schedule of Assessment 

For all endpoints, participant follow-up began on the first day of treatment in both MonumenTAL-1 and MajesTEC-

1. Outcome assessment schedules for MonumenTAL-1 and MajesTEC-1 included assessments for response and 

progression at each treatment cycle. To evaluate for the similarity in data collection timepoints for MonumenTAL-1 
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and MajesTEC-1, the timing between visits was assessed. Median days between visits was the same in both the 

MonumenTAL-1 study and the MajesTEC_1 study (28 days). 

6.1.2.2 Comparability of patients across studies 

For the MonumenTAL-1 cohort, the all-treated analysis set included a total of 145 participants in the 0.8 mg/kg 

Q2W SC cohort. The 0.8 mg/kg Q2W cohort consisted of participants treated with talquetamab in Cohort C, and 

participants from Phase 1 who received talquetamab at 0.8 mg/kg Q2W SC and were not previously exposed to T 

cell redirecting therapy.  

The MajesTEC-1 cohort included a total of 165 patients, the entire ITT cohort.  

Baseline prognostic factors considered for statistical adjustment were selected a priori based on feedback from 

Internal Janssen Medical Advisors. Adjusted comparisons were conducted using IPTW with ATC weighting in the 

main analyses. The main analysis adjusted for refractory status, ISS stage, time to progression on last regimen, 

extramedullary plasmacytomas, number of prior lines of therapy, years since multiple myeloma diagnosis, average 

duration of prior lines of therapy, age, haemoglobin, LDH, creatinine clearance, ECOG score, sex, type of multiple 

myeloma, prior stem cell transplant, race, and cytogenetic profile. For full details of the weighting procedures, see 

Appendix C. 

IPTW with ATC weighting was selected for the main analyses since IPTW with ATT weighting was applied in the 

Danish Medicines council’s recent evaluation of teclistamab for treatment of triple-class exposed RRMM patients, 

based on the MajesTEC-1 study; the Danish Medicines council has thus recognized the MajesTEC-1 study 

population as a valid representation of Danish triple-class exposed RRMM patients (Medicinrådet 2024).      

Table 11 (talquetamab 0.8 mg/kg Q2W) provides the participant numbers for both the MonumenTAL-1 and 

MajesTEC-1 cohort, for all baseline risk factors by categories, including SMD values as measure of balance, with 

SMD ≤0.20 indicating balance between both cohorts. 
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1 Refractoriness was defined by International Myeloma Working Group consensus criteria (MonumenTAL-1).  

2 Refractory status of less than triple refractory; 3 Refractory to 1 IMiD, 1 PI, and 1 anti-CD38 monoclonal antibody; 4 Refractory to ≥2 IMiDs, 1 PI, and 1 anti-CD38 monoclonal antibody or ≥2 PIs, 1 IMiD, 
and 1 anti-CD38 monoclonal antibody; 5 Refractory to ≥2 IMiDs, ≥2 PIs, and 1 anti-CD38 monoclonal antibody; 6 Refers to soft-tissue mass that is not in contact with bone; does not include bone-based 
plasmacytomas.(Caers et al. 2018); 7 At least 1 of del17p. t(14;16). or t(4;14). 
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Source:   (Janssen 2023e) 
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Figure 5. Kaplan–Meier plot for PFS to talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 Cohort C; RP2D 0.8 mg/kg Q2W 

SC), All Treated Analysis Set (January 17, 2023 cut-off) 

 
Note: Progressive disease was assessed by IRC, based on IMWG consensus criteria (2016). 
Abbreviations: IMWG = International Myeloma Working Group; IRC = independent review committee; PFS = progression-free survival; Q2W = 
every two weeks; RP2D = recommended Phase 2 dose; SC = subcutaneous. 
Source: (Janssen 2023e). 
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Status: Data cut 3 Final,    Date: 12 April 2023 

Figure 6. Kaplan–Meier plot for OS to talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 Cohort C; RP2D 0.8 mg/kg Q2W 

SC), All Treated Analysis Set (January 17, 2023 cut-off) 

 
Abbreviations: OS = overall survival; Q2W = every two weeks; RP2D = recommended Phase 2 dose; SC = subcutaneous. 
Source: (Janssen 2023e). 

6.1.4.2 Safety 

Safety data from the MonumenTAL-1 study are presented in section 9.1 and Appendix E. 

6.1.5 Efficacy – results per MajesTEC-1 

6.1.5.1 Efficacy overview 

At the time of the clinical cut-off of January 4, 2023, the all-treated analysis set included 165 patients (Phase 1: 40; 

Phase 2 Cohort A: 125 who were treated with teclistamab at the RP2D of 1.5 mg/kg Q1W SC. Mean duration of 

follow-up was 22.8 months (range: 0.3 to 33.6 months). Median treatment duration of Teclistamab treatment was 

9.3 months (range: 0.2 to 33.6). At the clinical cut-off, 71.5% had discontinued Teclistamab treatment, most 

frequently due to progressive disease (42.4%), while 90 patients had discontinued study participation, the majority 

because of death (83 patients) but seven withdrew consent. Table 14 gives an overview of the efficacy results for 

some of the main outcomes in MajesTEC-1 for the all-treated population. The median PFS was 11.3 months (95% 

CI: 8.8, 16.4). The 12-month PFS rate was 48.6% (95% CI: 40.5%, 56.2%). The median time for OS was 21.9 months 

(95% CI: 15.1, NE). The 12-month OS rate was 64.0% (95% CI: 56.0%, 70.9%). The Kaplan-Meier curves for PFS and 

OS are presented in Figure 7 and Figure 8 respectively. The ORR was 63%, with 59% of patients achieving VGPR or 

better.   

Table 14. Overview of MajesTEC-1 efficacy results for Teclistamab January 2023 cut-off  





Talquetamab   
Relapsed or refractory multiple myeloma   ECA Report 

 43 

Figure 7. Kaplan-Meier curve for progression-free survival MajesTEC-1, January 2023 data cut 

 
Abbreviations: RP2D = recommended Phase 2 dose; IRC = independent review committee; IMWG = international myeloma working group. Note: 
Progressive disease was assessed by IRC, based on IMWG consensus criteria (2016). 
Source: (Janssen 2023c) 

Figure 8. Kaplan-Meier curve for overall survival MajesTEC-1, January 2023 data cut  

 

Abbreviations: RP2D = recommended Phase 2 dose. 
Source: (Janssen 2023c) 

6.1.5.2 Safety 

Safety data from the MajesTEC-1 study are presented in section 9.1 and Appendix E. 
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7. Comparative analyses of efficacy  
Comparative efficacy of talquetamab has not been assessed in any head-to-head clinical studies in patients with 

triple-class exposed relapsed or refractory multiple myeloma. In the absence of head-to-head studies, an external 

control arm and adjusted comparisons using IPTW methods was used to assess comparative effectiveness of 

talquetamab versus teclistamab. As previously presented, the efficacy and safety of the former was based on the 

MonumenTAL-1 study, while the corresponding information of the latter was based on the MajesTEC-1 study.   

7.1.1 Differences in definitions of outcomes between studies 

For all endpoints, participant follow-up began on the first day of treatment in both MonumenTAL-1 and MajesTEC-

1. Outcome assessment schedules for MonumenTAL-1 and MajesTEC-1 included assessments for response and 

progression at each treatment cycle. To further ascertain the similarity in response endpoints for MonumenTAL-1 

and MajesTEC-1, the timing between visits was assessed. 

Endpoints included in the comparative analyses were defined in the same way (see Table 6). For DOR, TTNT and 

OS, censoring was applied in the same way for both MonumenTAL-1 and MajesTEC-1. Response rates and PFS 

were adjudicated by the IRC for both MonumenTAL-1 and MajesTEC-1. 

7.1.2 Method of synthesis  

Individual patient-level data for talquetamab (MonumenTAL-1) with follow-up time to 17 January 2023 (Janssen 

2023e) and teclistamab (MajesTEC-1) with follow-up to 4 January 2023 (Janssen 2023c) for patients with relapsed 

or refractory multiple myeloma  were used in adjusted comparisons, wherein treatment cohorts were balanced on 

baseline prognostic factors. Baseline prognostic factors considered for statistical adjustment were selected a priori 

based on feedback from clinical experts. Adjusted comparisons were conducted using IPTW with ATC weights in 

the main analyses, meaning that the MonumenTAL-1 population was adjusted whereas MajesTEC-1 remained 

unaltered; ATT weights were applied in sensitivity analyses; ATT weights is the opposite to ATC weights, meaning 

that that the MajesTEC-1 population was adjusted whereas the MonumenTAL-1 remained unaltered.  

The comparative effectiveness of talquetamab administered at 0.8 mg/kg Q2W SC versus teclistamab was assessed 

for the following endpoints: ORR, CR or better rate, VGPR or better rate, DOR, PFS, TTNT, and OS. The main 

analysis adjusted for refractory status, ISS stage, time to progression on last regimen, extramedullary 

plasmacytomas, number of prior lines of therapy, years since multiple myeloma diagnosis, average duration of 

prior lines of therapy, age, haemoglobin, LDH, creatinine clearance, ECOG score, sex, type of multiple myeloma 

prior stem cell transplant, race and cytogenetic profile. A range of sensitivity analyses were conducted to assess 

the robustness of findings from the main analysis. E-values were calculated to assess the potential impact of 

unmeasured confounding on the overall study conclusions. 

For a full description of the methodology used, see Appendix C. 

7.1.3 Results from the comparative analysis 

Results from the comparative analyses of Talquetamab vs teclistamab for triple-exposed RRMM patients are 

shown in Table 15.  
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8. Modelling of efficacy in the health 

economic analysis 

8.1 Presentation of efficacy data from the clinical documentation 

used in the model 

8.1.1 Extrapolation of efficacy data 

The relative effectiveness used in the model was sourced from clinical studies, MonumenTAL-1 

for talquetamab and MajesTEC-1 for teclistamab. Data cuts from January 2023 were used for 

both MonumenTAL-1 and MajesTEC-1. Efficacy and safety data from the MonumenTAL-1 trial 

was based on Cohort C (0.8 mg/kg Q2W) since this dosing and administration interval is expected 

to constitute the relevant dosing and administration interval in a Danish context. Additional 

sources include Danish life tables for background mortality (Statistics Denmark 2023).  

Time to event data were extrapolated over the time horizon of the analysis. OS and PFS were 

modelled using parametric survival distributions fitted to available individual patient data (IPD), 

from the studies. Though, the MonumenTAL-1 data had been adjusted through IPTW with ATC 

weights. Standard parametric models were fitted to the adjusted 0.8 mg/kg Q2W MonumenTAL-

1 cohort and the unadjusted MajesTEC-1 cohort. In addition to OS and PFS, the event of 

treatment discontinuation (time to treatment discontinuation, TTTD) was also extrapolated over 

the time horizon of the analysis. 

Standard parametric survival models including exponential, Gompertz, Weibull, log-logistic, 

lognormal, gamma and generalised gamma were fitted to the data (PFS, OS and TTTD). The 

selection of survival models for the base case was based on multiple criteria, including goodness-

of-fit statistics (Akaike Information Criteria [AIC], supported by the Bayesian Information Criteria 

[BIC]), visual fit comparing the projected survival and the empirical Kaplan-Meier curve and 

smoothed hazard curves from MonumenTAL-1 and MajesTEC-1. In addition, the clinical 

plausibility of the projections of events for the different models was considered. Lastly, in 

accordance with NICE guidelines it was preferred to apply the same distribution for the two 

treatment arms unless there was strong evidence for the contrary (Latimer 2011).  

Survival curves were fitted individually to talquetamab and teclistamab. 

The hazard of death at each cycle was adjusted by taking the maximum hazard per cycle of 

general population mortality and the hazard implied by the parametric extrapolation (i.e., the 

predicted risk of either progressing and/or dying could not fall below the mortality risk in the 

general population). 

Teclistamab was recently evaluated by DMC for the same indication as this application is 

pertaining to, based on the pivotal MajesTEC-1 trial. The health economic analysis in this 

application was carried out in the MajesTEC-1 population; MajesTEC-1 population remained 

unaltered while the MonumenTAL-1 was adjusted to fit the MajesTEC-1 population. OS, PFS and 

TTTD in the teclistamab arm was extrapolated with the same parametric distributions as was 

used by DMC in their evaluation of teclistamab; the DMC established two scenarios in their 

evaluation of teclistamab, one more optimistic and one more conservative; within the more 

optimistic scenario, OS, PFS and TTTD was all extrapolated through application of the lognormal 
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distribution, while in the more conservative scenario OS was extrapolated by the Weibull 

distribution, PFS by the gamma distribution and TTTD by the exponential distribution. 

Teclistamab in the current application was based on DMC’s more optimistic scenario, since 

establishing an analysis in which talquetamab is favourable to the conservative teclistamab 

outcomes does not by necessity yield superiority versus the more optimistic scenario and having 

talquetamab resulting in worse outcomes than teclistamab would be clinically implausible, 

considering the outcomes presented in section 7; additionally, comparing talquetamab to 

teclistamab modelled according to the more optimistic scenario from the teclistamab evaluation 

should be viewed as conservative as the ICER of teclistamab versus physician’s choice was lower 

in the more optimistic than in the more conservative scenario. The notion of benchmarking the 

teclistamab OS, PFS and TTTD curves in the current application with the OS, PFS and TTTD curves 

from the teclistamab application, regardless of if the more optimistic or pessimistic scenario was 

used as the benchmark, was the implausibility of assuming different OS, PFS and TTTD curves 

when the already established curves have not been refuted by new clinical data; why would OS, 

PFS and TTTD of teclistamab treated patients within the MajesTEC-1 population differ when it is 

compared to talquetamab instead of physician’s choice if all else is equal?  

The survival analysis from Janssen’s teclistamab application as well as the DMC’s evaluation of 

that analysis is found in Appendix D.  

8.1.1.1 Extrapolation of Overall Survival (OS) 

Error! Reference source not found. summarises the assumptions associated with extrapolation 

of overall survival. Supplementary tables and figures with AIC and BIC statistics, comparison of 

visual fits on observed OS rates and hazard functions are presented in Appendix D. The long-term 

OS extrapolations for talquetamab and teclistamab are presented in Figure 9.  

OS in the teclistamab arm was extrapolated by applying the lognormal distribution, in line with 

the DMC’s evaluation of teclistamab.   

According to AIC and BIC, the lognormal and the exponential distribution respectively had the 

best fit for talquetamab. However, all distributions had ΔAIC<2, implying there being substantial 

(goodness-of-fit) statistical support for all of them (Burnham and Anderson 2004). Visually, all 

distributions provided a good fit to the Kaplan-Meier survival curve, in part a result of the curves 

starting to diverge in the time-periods following the last time-period for which there is a Kaplan-

Meier estimate. Though the exponential distribution had a slightly worse visual fit than the other 

distributions.  

The lognormal survival curve is one of the more optimistic curves while the exponential is the 

most conservative, in the sense of OS survival rates. The smoothed hazards from MonumenTAL-1 

are decreasing over time, which fits well to the hazard function of the lognormal distribution but 

poorly to the hazard function of the exponential distribution, since the latter yields a constant 

hazard over time. All distributions except the exponential distribution had hazard functions 

relatively aligned with the smoothed hazard from MonumenTAL-1, decreasing as time ensues.  

The lognormal, loglogistic, Gompertz and generalised gamma distributions were all deemed 

clinically implausible despite their hazards fitting relatively well to the smoothed hazard from 

MonumenTAL-1, because the survival curves generated by these distributions resulted in more 

optimistic curves than what the DMC applied for ciltacabtagene autoleucel in their evaluation of 

the same pharmaceutical for the same indication as talquetamab is currently being evaluated for; 

there is to date no clinical data supporting preferable outcomes in favour of talquetamab versus 

ciltacabtagene autoleucel. 
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there being a higher degree of treatment discontinuation due adverse events in MonumenTAL-1 

compared to MajesTEC-1; 8.3% of the patients in the bi-weekly cohort (cohort C [0.8 mg/kg Q2W 

SC cohort]) from MonumenTAL-1 discontinued treatment due though adverse events, while 4.8% 

of the patients in MajesTEC-1 discontinued treatment due to adverse events. (Janssen 2023e) 

and (Janssen 2023c). 

Figure 11. Long-term TTTD projection of talquetamab 0.8 mg/kg Q2W (MonumenTAL-1 Phase 1 and Phase 

2 Cohort C; RP2D 0.8 mg/kg Q2W SC, ATC weighted) and teclistamab (MajesTEC-1) 

8.1.2 Calculation of transition probabilities 

Not applicable, transition probabilities were not calculated within the PSM model. 

8.2 Presentation of efficacy data from [additional documentation] 

Not applicable. 

8.3 Modelling effects of subsequent treatments 

Subsequent treatment impacts costs but not survival outcomes in the model.  

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 

Modelled OS, PFS and TTTD without half cycle-correction and discounting but with adjustment 

for background mortality of the Danish population are presented in Table 18, Table 19 and Table 

21 respectively.  
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collection occurred at different time-points, every uneven week in MonumenTAL-1 and 

every even week in MajesTEC-1. However a naïve comparison of the time-dependent 

mixed model for repeated measures (MMRM) based utilities are presented in Figure 12. 

Figure 12. Naïve comparison of time-dependent MMRM based utilities 
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12.2.1 One-way sensitivity analyses 

One-way sensitivity analysis (OWSA) was implemented for the base case. The top ten 

most impactful parameters on the ICER are shown in the tornado chart (Figure 13) and in 

Table 42 below. 

In the OWSA, each parameter of interest was changed independently while all others 

remained at their base case values. Parameters with uncertainty were included in the 

OWSA, including the following key model inputs: 

• Patient demographics (i.e., age, weight, body surface area) 

• Duration of subsequent treatment and proportion taking subsequent treatment 

• Vial sharing 

• Frequency of resource utilization and unit costs  

• AE rates and unit costs 

• Health state utility values 

 

Where possible, CIs or published ranges were used as alternative values. In the absence 

of CIs or published ranges, upper and lower bounds tested in the OWSA were calculated 

assuming a standard error (SE) of 10% of the base case value. 

Results for the 10 most impactful parameters on the ICER are presented below (Figure 

13 and Table 42). Additional OWSA results can be found in the Excel model. The results 

indicate that the ICER is most sensitive to the PFS utility weight at the last available data 

point (treatment cycle 15) which was carried forward to the remaining cycles.  

Figure 13. Tornado chart, the top ten most impactful parameters on the ICER 
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B.1.1 Efficacy and Safety Results for RP2D at 0.8 mg/kg Q2W (Phase 1 and Phase 2 Cohort 

C) 

B.1.1.1 Overview 

Efficacy results for talquetamab 0.8 mg/kg Q2W in MonumenTAL-1 (Phase 1 and Phase 2 Cohort 

C) are available for three clinical cut-offs (Janssen 2022e, Janssen 2022c, Janssen 2023e): 

• Protocol-specified primary analysis with a clinical cut-off of May 16, 2022: 

o Population: patients from Phase 1 and 2 (N = 145; Phase 1: 36, Phase 2 Cohort 

C: 109; All Treated Analysis Set) who had no prior exposure to T cell redirection 

therapies and were treated with talquetamab at the RP2D of 0.8 mg/kg Q2W 

SC.  

o Median duration of follow-up: 5.1 months (range: 0.2 to 17.9). 

o The median treatment duration of talquetamab treatment was 3.7 months 

(range: <0.1 to 17.9 months). 

▪ Talquetamab was administered for at least 6 months in 18.6% of 

patients and for at least 9 months in 6.9%.  

o Ninety-one (62.8%) patients remained on treatment at the time of the clinical 

cut-off; 54 (37.2%) discontinued treatment (33 [22.8%] due to PD, 4 [2.8%] due 

to physician decision, 9 [6.2%] due to an AE, 3 [2.1%] withdrew from/refused 

further doses, 5 [3.4%] died).  

o At the time of the clinical cut-off, 25 (17.2%) patients had discontinued study 

participation, (18 [12.4%] died, 4 [2.8%] withdrew consent, 1 [0.7%] were lost 

to follow-up)  

o At the RP2D of 0.8 mg/kg Q2W SC, the median relative dose intensity (ie, actual 

vs. prescribed doses), was 99.9% in Cycle 1 and 90.3% in Cycle 2+ of treatment; 

the median relative dose intensity for all treatment, including step-up doses, 

was 90.4% at this RP2D. 

• Efficacy update with a clinical cut-off of September 12, 2022: 

o All Treated Analysis Set: efficacy analysis included 145 patients (Phase 1: 36; 

Phase 2 Cohort C: 109) who were treated with talquetamab at the RP2D of 0.8 

mg/kg Q2W SC. 

o Median duration of follow-up was 8.6 months (range: 0.2 to 22.5 months); 

among TCE with at least 4 prior LOTs, median follow-up was 8.3 months (range: 

0.2 to 22.5). 

▪ Among responders, the median follow-up was 8.8 months (range: 4.1 

to 22.5), and 79.2% and 45.3% of responders had at least 6 and 9 

months of follow-up, respectively.  

▪ Compared with the primary analysis, median follow-up among 

responders was 2.8 months longer overall. 

o The median treatment duration of talquetamab treatment was 5.8 months 

(range: <0.1 to 21.6). 

o Thirty-three patients (22.8%) discontinued study participation (26 [17.9%] died 

[1 due to COVID-19], 4 [2.8%] withdrew consent, and 1 [0.7%] was lost to 

follow-up) and 71 patients (51.0%) discontinued talquetamab (46 [31.7%] due 

to PD, 12 [8.3%] due to an AE, 7 [4.8%] due to physician decision, 4 [2.8%] 

refused treatment, and 1 [0.7%] died). 
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Figure 18. Forest plot of ORR subgroup analyses for talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 

Cohort C; RP2D 0.8 mg/kg Q2W SC), All Treated Analysis Set (January 17, 2023 cut-off; Panel A) 

 

Note: For race, other includes Asian (6 patients), Multiple (1 patients), Native Hawaiian or Other Pacific Islander (1 patients), 
Unknown (1 patients) and Not Reported (2 patients). 
Abbreviations: CI = confidence interval; ECOG = Eastern Cooperative Oncology Group; ORR = overall response rate; Q2W = 
every two weeks; RP2D = recommended Phase 2 dose; SC = subcutaneous.  
Source: (Janssen 2023e). 
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Figure 19. Forest plot of ORR subgroup analyses for talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 

Cohort C; RP2D 0.8 mg/kg Q2W SC), All Treated Analysis Set (January 17, 2022 cut-off; Panel B) 

 
Note: Refractory includes last line of prior therapy, PI + IMiD, Triple (PI + IMiD + anti-CD38 mAb), Penta (≥2 PIs + ≥2 IMiDs 
+ 1 anti-CD38 mAb).  
Note: Baseline ISS was based on the combination of serum β2-microglobulin and albumin. Baseline R-ISS was based on the 
combination of serum β2-microglobulin and albumin, genetic risk, and the level of LDH. 
Abbreviations: CI = confidence interval; IgG = immunoglobulin G; IMiD = immunomodulatory drug; ISS = International 
Staging System; LDH = lactate dehydrogenase; mAb = monoclonal antibody; ORR = overall response rate; PI = proteasome 
inhibitor; Q2W = every two weeks; RP2D = recommended Phase 2 dose; R-ISS = Revised ISS; SC = subcutaneous.  
Source: (Janssen 2023e). 
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Figure 20. Forest plot of ORR subgroup analyses for talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 

Cohort C; RP2D 0.8 mg/kg Q2W SC), All Treated Analysis Set (January 17, 2023 cut-off; Panel C) 

 
Note: High-risk is defined as having t(4; 14); t(14; 16) and/or 17p deletion. 
Abbreviations: ADC = antibody-drug conjugate; CI = confidence interval; GPRC5D = G-protein coupled receptor family C 
group 5 member D; ORR = overall response rate; Q2W = every two weeks; RP2D = recommended Phase 2 dose; SC = 
subcutaneous.  
Source: (Janssen 2023e). 
 

B.1.1.3 Duration of Response 

At the time of the May 16, 2022 clinical cut-off (median follow-up: 6.0 months for responders; 

Phase 1 and Phase 2 Cohort C), DOR data were immature, with 81.3% of responders censored 

(see Table 52) (Janssen 2022e). The proportion of responders who maintained a response for at 

least 6 and 9 months was estimated at 78.5% (95% CI: 63.9, 87.7) and 72.9% (95% CI: 54.3, 84.9), 

respectively. The estimated 6-month DOR was 90.2% (95% CI: 65.9 to 97.5) among the 23 

patients who achieved ≥CR, 75.9% (95% CI: 44.1, 91.1) for the 33 patients who achieved VGPR as 

the best response, and 63.1% (95% CI: 34.6, 81.9) among the 24 patients who achieved PR as the 

best response (Janssen 2022e). In sensitivity analyses, the DOR based on IRC assessment was 

comparable with that of a computerized algorithm and investigator assessment; refer to the CSR 

for additional details (Janssen 2022e).  

At the time of the September 12, 2022 clinical cut-off (median follow-up for all responders: 8.8 

months), DOR data remained immature, with 77.4% of responders censored (see Table 52 and 

Figure 21 below) (Janssen 2022d). The proportion of patients estimated to be in response at 6 

and 9 months was 80.7% and 72.6%, respectively. Additionally, the DOR among patients with at 

least 4 prior LOTs was comparable with the overall population treated at the RP2D of 0.8 mg/kg 
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Figure 21. Kaplan–Meier plot for DOR to talquetamab in MonumenTAL-1 (Phase 1 and Phase 2 Cohort C) as 

stratified by response status (≥CR vs. all responders), RP2D 0.8 mg/kg Q2W SC, All Treated Analysis Set 

(September 12, 2022 cut-off) 

 
Note: Response was assessed by IRC, based on IMWG consensus criteria (2016). Median follow-up: 8.6 months (range: 0.2-
22.5).  
Abbreviations: CR = complete response; DOR = duration of response; IMWG = International Myeloma Working Group; IRC 
= independent review committee; NE = not evaluable; Q2W = every two weeks; RP2D = recommended Phase 2 dose; SC = 
subcutaneous. 
Source: (Janssen 2022d). 
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Figure 22. Responses over time among patients who had an overall response in MonumenTAL-1 (Phase 1 

and Phase 2 Cohort C; RP2D 0.8 mg/kg Q2W SC), All Treated Analysis Set (January 17, 2023 cut-off) 

 
Note: Response was assessed by IRC, based on IMWG consensus criteria (2016). 
Note: With sponsor approval, participants in part 3 were allowed to change dosing schedule of talquetamab from 0.4 mg/kg 
Q1W SC to 0.8 mg/kg Q2W SC if they had achieved a response of CR or better for at least 6 months 
Abbreviations: CR = complete response; D/C = discontinued; IMWG = international myeloma working group; IRC = 
independent review committee; PD = progressive disease; PR = partial response; Q2W = every two weeks; RP2D = 
recommended Phase 2 dose; SC = subcutaneous; sCR = stringent response; VGPR = very good partial response. 
Source: (Janssen 2023e). 

B.1.1.4 Survival Outcomes 
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At a median follow-up of 5.1 months (May 16, 2022 clinical cut-off), data for PFS was immature 

for patients treated at the RP2D of 0.8 mg/kg Q2W SC, with an estimated 6-month PFS rate of 

58.5% (95% CI: 47.1, 68.3; see Table 53) (Janssen 2022e). Of the 100 patients (69.0%) who were 

censored from the PFS analysis, 92 (92.0%) had not progressed or died, 6 (6.0%) started 

subsequent antimyeloma therapy before disease progression or death, and 2 (2.0%) withdrew 

consent. Of the 45 reported PFS events, 38 (84.4%) were due to PD, and 7 (15.6%) of patients 

died without PD. Refer to CSR for results of the preplanned sensitivity analyses for PFS (Janssen 

2022e). At the September 12, 2022 cut-off (median follow-up: 8.6 months), the PFS results 

remained immature, with PFS data censored for 88 patients (60.7%; see Table 53) (Janssen 

2022d). The estimated 6-month and 9-month PFS rates were 64.8% (95% CI: 56.1, 72.3) and 

59.1% (95% CI: 49.7, 67.3), respectively, similar to the primary analysis. 

With an additional four-months of follow-up (January 17, 2023 cut-off; median follow-up: 12.7 

months), the mPFS was 14.2 months (95% CI: 9.6, NE) among patients treated with talquetamab 

0.8 mg/kg Q2W SC (Janssen 2023e). However, these results are not yet mature as PFS data was 

censored for 81 patients (55.9%). Most of the censored patients (69 [85.2%]) had not progressed 

or died at the January 17, 2023 cut-off, 10 patients (12.3%) started subsequent antimyeloma 

therapy before disease progression or death, and 2 patients (2.5%) withdrew consent. Of the 64 

reported PFS events, 56 events (87.5%) were progressive disease, and 8 events (12.5%) were 

death without progressive disease. At both 9 and 12 months, more than half of patients in the 0.8 

mg/kg Q2W SC cohort were estimated to remain free from disease progression (9 months: 58.9% 

[95% CI: 50.2, 66.6]; 12 months: 54.4% [95% CI: 45.3, 62.6]; see Table 53 and Figure 5) (Janssen 

2023e, Schinke et al. 2023). 
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Number of prior 

lines of therapy 
Yes Yes 

≤ 4 

> 4 

Years since multiple 

myeloma diagnosis 
Yes Yes 

< 6 

≥ 6 

Average duration of 

prior lines (months) 
Yes Yes 

< 10 

10-14 

≥ 15 

Age Yes Yes 
< 65 

≥ 65 

Hemoglobin (g/dL) Yes Yes 
< 12 

≥ 12 

LDH levels (units/L) Yes Yes 
< 280 

≥ 280 

Creatinine clearance Yes Yes 

<60 

60 to <90 

≥ 90 

ECOG status Yes Yes 
0  

1-2 

Sex Yes Yes 
Male 

Female 

Type of multiple 

myeloma 
Yes Yes 

IgG 

Non-IgG 

Prior stem cell 

transplant 
Yes Yes 

Yes 

No 

Race Yes Yes  
White 

Other/Not reported 

Cytogenetic profile Yes Yes  

High risk: at least 1 of del17p, 

t(4;14), or t(14;16) 

Standard risk: any other 

abnormality 

Missing 

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ImiD, immunomodulatory imide drug; ISS, International Staging System; LDH, 

lactate dehydrogenase; PI, proteasome inhibitor; 
2 Refers to soft-tissue mass that is not in contact with bone; does not include bone-based plasmacytomas.(Caers et al. 2018) 

C.1.2 Handling missing data in selected prognostic factors 

For the MonumenTAL-1 0.8 mg/kg Q2W SC cohort, low risk imputation was used to impute missingness for ISS 

stage (0.7% missing). For MajesTEC-1, low risk imputation was used to impute missingness for several variables 
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(proportion of missing data in parentheses): ISS stage (1.8%), years since multiple myeloma diagnosis (0.6%), time 

to progression on last regimen (1.2%), and average duration of prior lines (0.6%). Data for cytogenetic profile were 

missing in 10.3% of participants from the MajesTEC-1 cohort, and 11.7% of participants from the talquetamab 0.8 

mg/kg Q2W cohort; however, imputation was not done for cytogenetic profile and instead, ‘missing’ was added as 

a categorical variable. 

C.1.3 Balance of populations 

The analyses weighted participants on the following factors: refractory status, ISS stage, time to progression on last 

regimen, extramedullary plasmacytomas, number of prior lines of therapy, years since multiple myeloma 

diagnosis, average duration of prior lines of therapy, age, hemoglobin levels, LDH levels, creatinine clearance, 

ECOG status, sex, type of multiple myeloma, prior stem cell transplant, race, and cytogenetic profile.  

Error! Reference source not found. and Table 11 provide the participant numbers for both MonumenTAL-1 and 

MajesTEC-1 for all baseline risk factors by categories, including SMD values as measure of balance, with SMD ≤0.20 

indicating balance between both cohorts. Before reweighting, the talquetamab 0.8 mg/kg Q2W SC cohort had a 

higher proportion of participants who were double refractory (31.0% vs 22.4%), with ISS stage III disease (24.1% vs 

12.1%), and with extramedullary plasmacytomas (25.5% vs 17.0%). In contrast to the talquetamab 0.8 mg/kg Q2W 

SC cohort, MajesTEC-1 had a greater proportion of participants who were quad-refractory (35.2% vs 28.3%), penta-

refractory (30.3% vs 24.1%), and with ISS stage I disease (52.7% vs 44.8%). 

In the primary ATC analyses, the reweighted MonumenTAL-1 cohorts were well balanced with the MajesTEC-1 

cohort on all baseline characteristics, with all SMDs below 0.11 for the 0.8 mg/kg Q2W SC cohort. Considering all 

factors, the number of variables with SMD>0.2 reduced from 3 prior to weighting to none after weighting in 

comparisons with the 0.8 mg/kg Q2W cohort. In the ATT sensitivity analyses, the reweighted MajesTEC-1 cohort 

was also well balanced with the 0.8 mg/kg Q2W SC cohort on all baseline characteristics, with all SMDs below 0.10. 

A visual presentation of the SMDs before weighting (unadjusted) and after weighting (adjusted) from Error! 

Reference source not found. and Table 11 is provided in Figure 23. The overall distributional balance of the 

prognostic variables before and after weighting are shown in Figure 24. 
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Figure 23. Balance of Prognostic Variables Before and After Weighting for the (A) Main ATC Analysis and (B) Sensitivity ATT 

Analysis – All Treated Analysis Set 

 

Figure 24 Distributional Balance for the Unadjusted and Adjusted (A) Main ATC Analysis (B) Sensitivity ATT Analysis – All 

Treated Analysis Set 
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C.1.4 Statistical method 

IPTW with ATC weighting was chosen for the main analyses. Propensity scores for MonumenTAL-1 were first 

estimated using multivariable logistic regression (including baseline characteristics as prognostic variables), which 

were subsequently converted to weights. The weights for participants in MajesTEC-1 were, (ATCw) ̃_1k=1 

(k=1,2,⋯,n_1), and the weights for participants in MonumenTAL-1 were, p ̃_0k, were (ATCw) ̃_0k=〖1-p ̃〗

_0k/p ̃_0k  (k=1,2,⋯,n_0), where n_1 and n_0 were the sample sizes for MajesTEC-1 and MonumenTAL-1, 

respectively. Weighted logistic and proportional hazards regressions were used to estimate relative treatment 

effects in the MonumenTAL-1 and MajesTEC-1 populations for binary and time-to-event endpoints, respectively. 

This propensity-score based method allowed the MonumenTAL-1 population to be aligned with the MajesTEC-1 

population. IPTW was possible given the overlap in the propensity score distribution between the cohorts, and is 

an efficient method when the sample size is small relative to the number of potential baseline confounding factors 

(Li et al. 2018). Weightings were scaled such that they improved balance of prognostic variables and summed to 

the original number of participants in MajesTEC-1. ATT weights were utilized as sensitivity analyses. 

Multivariable regression was also conducted as a sensitivity analysis. Similar to IPTW, this method also requires 

sufficient overlap in the prognostic variable distributions between the cohorts; however, relative treatment effects 

were estimated based on multivariable regression, where all relevant participant characteristics were included in 

the model (Elze et al. 2017). Unlike reweighting methods, regression models require a large sample (or in context 

of time to event endpoints, a large number of events) compared to the number of prognostic variables. 

All statistical analyses and graphical interpretation of the results were conducted using SAS version 9.4 (SAS 

Institute, Cary, North Carolina), and R version 3.6.1 and 4.0.3 (R Foundation for Statistical Computing, Vienna, 

Austria). IPTW and propensity score matching methods are recognized by health technology assessment bodies 

such as NICE to analyze comparative IPD from non-randomized studies (Faria et al. 2015). 

C.1.5 Weighting 

The propensity score is a balancing score defined by Rosenbaum and Rubin as the probability of treatment 

assignment conditional on observed baseline prognostic variable: ei = Pr(Zi = 1|Xi) (Rosenbaum and Rubin 1983). 

IPTW uses the propensity score to remove the effects of confounding when estimating the effects of treatment on 

the outcome. Propensity scores were derived with a multivariable logistic regression using each cohort 

(MonumenTAL-1 versus MajesTEC-1) as the dependent variable and selected baseline prognostic variables as 

explanatory factors. The estimated propensity scores were then used to derive weights for each participant using 

weighting formulas for the desired target population.  

Following weighting, balance between the MonumenTAL-1 cohort and the MajesTEC-1 cohort was evaluated by 

comparing unweighted and weighted propensity score distributions, as well as unweighted and weighted SMD 

plots for the MonumenTAL-1 cohort, with SMD ≤0.20 indicating balance between both cohorts (Figure 23) (Austin 

2009). 
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C.1.6 Target populations 

The current analysis estimated the ATC population. The weights for participants in the MajesTEC-

1 cohort were 𝐴𝑇𝐶𝑤̃0𝑘 =1 (𝑘 = 1, 2,⋯ , 𝑛0), and the weight for participants in MonumenTAL-1 

with a propensity score, 𝑝1𝑘, were 𝐴𝑇𝐶𝑤̃1𝑘 = 𝑢𝐴𝑇𝐶𝑤̃
1𝑘 × 𝑛0/𝑠𝑢𝑚(𝑢𝐴𝑇𝐶𝑤̃

0𝑘) (𝑘 = 1,2,⋯ , 𝑛1), 

where 𝑢𝐴𝑇𝐶𝑤̃
1𝑘 = (1 − 𝑝1𝑘)/𝑝1𝑘 is the unscaled ATC weight, and 𝑛1 and 𝑛0 were the sample 

sizes for the MajesTEC-1 and the MonumenTAL-1 cohort, respectively (Li et al. 2018).  A 

sensitivity analysis estimating the ATT was conducted where the weights for participants in the 

MonumenTAL-1 cohort were 𝐴𝑇𝑇𝑤̃1𝑘 =1 (𝑘 = 1, 2,⋯ , 𝑛1), and the weight for participants in 

MajesTEC-1 with a propensity score, 𝑝0𝑘, were 𝐴𝑇𝑇𝑤̃0𝑘 = 𝑢𝐴𝑇𝑇𝑤̃
0𝑘 × 𝑛0/𝑠𝑢𝑚(𝑢𝐴𝑇𝑇𝑤̃

0𝑘) (𝑘 =

1,2,⋯ , 𝑛0), where 𝑢𝐴𝑇𝑇𝑤̃
0𝑘 = 𝑝0𝑘/(1 − 𝑝0𝑘) is the unscaled ATT weight, and 𝑛1 and 𝑛0 were 

the sample sizes for the MonumenTAL-1 and the MajesTEC-1 cohort, respectively (Li et al. 2018). 

C.1.7 Estimating adjusted treatment effect 

The comparative effectiveness of talquetamab versus teclistamab was determined in terms of 

ORR, CR or better rate, VGPR or better rate, DOR, PFS, TTNT, and OS. Estimates of comparative 

effectiveness were derived for both the unadjusted comparison (i.e., talquetamab versus 

teclistamab prior to IPTW), and the adjusted comparison (i.e., with IPTW). For the binary 

outcomes (e.g., ORR, CR or better rate, and VGPR or better rate), a weighted logistic regression 

was used to estimate Odds Ratio’s (OR), Response ratio’s (RR), and Risk Differences (RD) with the 

respective 95% CI, transformed to RR. For the time-to-event outcomes (e.g., DOR, PFS, TTNT, and 

OS), a weighted Cox proportional hazards model was used to estimate HRs and respective 95% 

CIs. 

C.1.8 Assessment of proportional hazards 

Appropriateness of the proportional hazards assumption for survival outcomes was assessed 

based on visual inspection of the log-cumulative hazard plot, visual inspection of the Schoenfeld 

residuals plot, and performance of the Grambsch-Therneau test (Grambsch and Therneau 1994) 

(with a p-value less than 0.05 considered to indicate the assumption does not hold). If there is 

clear evidence that the proportional hazards assumption does not hold, we will consider methods 

to account for time-varying hazards as opposed to Cox proportional-hazards models (Zhao et al. 

2016). 

C.1.9 Assessment of unmeasured confounding 

To assess the potential impact of unmeasured confounding, E-values (VanderWeele and Ding 

2017) for key outcomes were calculated. The E-value is defined as the minimum strength of 

association on the risk ratio scale that confounders would need to have with both the exposure 

(i.e., treatment group) and the outcome, conditional on the measured covariates, to fully explain 

away an observed exposure–outcome association. The calculation of E-value makes no 

assumptions on the scale and distribution of the outcomes (Mathur et al. 2018). E-value will be 

calculated based on the observed relative measures, i.e., response-rate ratio for ORR and hazard 

ratio for time-to-event outcomes. 

C.1.10 Multivariable regression models as sensitivity analyses 

Model specifications 
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Multivariable regressions were conducted including a binary treatment indicator (talquetamab or 

teclistamab) and baseline prognostic variables for adjustment in the model. 

Estimating adjusted treatment effect 

The comparative effectiveness of talquetamab versus teclistamab was determined in terms of 

ORR, CR or better rate, VGPR or better rate, DOR, PFS, TTNT, and OS. For the binary outcomes 

(eg, ORR, CR or better rate, and VGPR or better rate), an unweighted logistic regression including 

the selected baseline characteristics as prognostic variables was used to estimate the OR, RR and 

RD with the respective 95% CIs. For the time-to-event outcomes (eg, DOR, PFS, TTNT, and OS), an 

unweighted Cox proportional hazards model including the selected baseline characteristics as 

prognostic variables was used to estimate the HR and its respective 95% CI. The variance was 

estimated using a robust sandwich variance estimator (Li et al. 2018). For all time-to-event 

analyses, observed and weighted survival curves were reported, including the number of 

participants at risk across time. 

C.1.11 Propensity score matching 

Additional sensitivity analyses covering propensity score matching using optimal matching 

algorithm were performed. The optimal matching algorithm is a matching without replacement 

algorithm that forms matched pairs to minimize the average within-pair difference in propensity 

scores and has been shown to reduce bias (Austin 2014). All analyses were conducted for each of 

the outcomes listed in Section 3.7.1 (ORR, CR or better rate, VGPR or better rate, DOR, PFS, TTNT, 

and OS). 
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E.1.2 Cytokine Release Syndrome 

One hundred eight (108 [74.5%]) CRS events were reported in the 0.8 mg/kg Q2W SC 

cohort, of which just one Grade 3 or 4 event (0.7%) occurred (Schinke et al. 2023, 

Janssen 2023h). Multiple occurrences of CRS were reported in 46 patients (31.7%), with 

6 patients (4.1%) having their toxicity grade worsen at subsequent CRS event. Most CRS 

events occurred during step-up dosing (Step-up Dose 1: 26.2%; Step-up Dose 2: 40.7%; 

Step-up Dose 3: 34.5%) or the first treatment cycle (Dose 1 Day 1: 13.1%; Dose 1 Day 15: 

4.8%); just five patients (3.4%) experienced CRS in Cycle 2 of treatment or later, as did 

three patients (2.1%) during the repeat step-up dose. The median time from the last 

dose of talquetamab to onset of CRS was two days (range: 1 to 15) and the median 

duration of CRS events was two days (range: 1 to 29). At least one symptom of CRS was 

reported for 108 patients (74.5%). 

The most common symptom of CRS was pyrexia (73.8%) and the maximum severity of 

most symptoms of CRS was Grade 1 or 2. Supportive measures to treat CRS or its 

symptoms were administered to 103 patients (71.0%); these treatments included 

paracetamol (77 [53.1%]) and tocilizumab (55 [37.9%]), including 2 patients (1.4%) who 

received >1 dose of tocilizumab for a single CRS event. All CRS events were recovered or 

fully resolved at the January 17, 2023 cut-off, and only one patient discontinued 

treatment owing to the development of CRS (Grade 1 event started at Cycle 3 Day 1, 

resolved after single dose of tocilizumab and discontinuation of study drug). Treatment-

emergent CRS events and CRS-related supportive measures are presented in Table 77. 
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E.1.5 Infections 

All-grade infection TEAEs were reported by 96 patients (66.2%), of whom 21 (14.5%) had 

≥1 Grade 3 or 4 infection events and 2 patients (1.4%) experienced a Grade 5 infection 

(one COVID-19 pneumonia and one “infection” of unknown etiology) (Rasche et al. 2023, 

Schinke et al. 2023, Janssen 2023h). There were few opportunistic infections in the 0.8 

mg.kg Q2W SC cohort (8 [5.5%]), all of which were Grade 1 or 2. Infection reported in at 

least 5% of patients were COVID-19 infection (34 patients [23.4%]), upper respiratory 

tract infection (13 [9.0%]), and pneumonia (9 [6.2%]). No patients had a TEAE of infection 

leading to discontinuation of talquetamab. In the 0.8 mg/kg Q2W SC cohort, 13.1% of 

patients received intravenous (IV) immunoglobulins (Igs) to manage infections. No 

decreases in CD19+ B-cell or polyclonal IgG levels were observed, supporting 

talquetamab as a B-cell-sparing treatment that allows maintenance of key elements of 

humoral immunity.  

E.1.6 Skin Toxicities 

Non-rash skin toxicity TEAEs (eg, skin exfoliation, dry skin, pruritus, and PPE) were 

reported in 106 patients (73.1%) treated with talquetamab 0.8 mg/kg Q2W SC (Schinke 

et al. 2023, Janssen 2023h). Nearly all events were low grade, with a maximum severity 

of Grade 1 and Grade 2 in 65 patients (44.8%) and 40 patients (27.6%), respectively; just 

one patient (0.7%) experienced a Grade 3 skin-related TEAE. The median time to onset 

from the initial step-up dose of talquetamab was 27 days (range: 1 to 595). Supportive 

measures were used in 39.3% of patients, with the most frequent interventions including 

triamcinolone acetonide (9.0%), ammonium lactate (8.3%), propylene glycol (6.2%), 

white soft paraffin (6.2%), and macrogol, simethicone, sorbic acid, or sorbitol (each 

5.5%). Just one patient (0.7%) skipped a dose of talquetamab due to skin toxicity and two 

patients (1.4%) discontinued treatment due to a skin-related TEAE (dermatitis exfoliative 

generalized and dry skin).  

Rash TEAEs were reported for 43 patients (29.7%) in the 0.8 mg/kg Q2W SC cohort, with 

a maximum severity of Grade 1 in 24 patients (16.6%), Grade 2 in 11 patients (7.6%), and 

Grade 3 in 8 patients (5.5%) (Schinke et al. 2023, Janssen 2023h). The median time to 

onset of rash TEAE from the initial step-up dose was 22 days (range: 1 to 379). 

Supportive measures were used in 22.1% of patients, including 13.8% and oral steroids in 

4.8%; no individual medication was used in >5% of patients. Rash TEAEs rarely led to 

dose skips (3.4%), dose reductions (0.7%), or dose delays (0.7%), and no patients 

discontinued talquetamab due to a TEAE of rash. By the January 17, 2023 clinical cutoff, 

72.3% of rash events had resolved, with a median duration of 26 days (range: 1 to 174). 

E.1.7 Nail Toxicities 

Nail disorder TEAEs were reported for 78 patients (53.8%), and the maximum severity 

was Grade 1 (68 [46.9%]) or Grade 2 (10 [6.9%]) (Janssen 2023h, Schinke et al. 2023). The 

median time to onset from the initial step-up dose was 67.5 days (range: 1 to 402). 

Various supportive measures were used by 11 patients (7.6%); no individual medication 

was used in >5% of patients. By the January 17, 2023 clinical cutoff, 25.5% of nail 

disorder events had resolved, with a median duration of 74 days (range: 14 to 388). No 
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nail disorder TEAEs led to dose skips, dose reductions, or dose delays and no patients 

discontinued study drug due to a TEAE of nail disorder. 

E.1.8 Oral Toxicities 

A total of 103 patients (71.0%) had a dysgeusia event, including 60 patients (41.4%) with 

a maximum Grade 1 event and 43 patients (29.7%) with a maximum Grade 2 event4 

(Janssen 2023h, Schinke et al. 2023). The median time to onset from the initial step-up 

dose was 15 days (range: 1 to 443) and supportive measures were used by 13 patients 

(9.0%), Of the 103 patients with dysgeusia, 17 patients (16.5%) had concurrent dry 

mouth and 12 patients (11.7%) had concurrent decreased appetite (ie, concurrent 

defined as during or within 30 days). Two patients (1.4%) discontinued treatment with 

talquetamab owing to the development of dysgeusia; 5 patients (3.4%) had a dose 

reduction, and 4 patients (2.8%) skipped a dose due to dysgeusia; no patients had a dose 

delay for dysgeusia TEAEs. By the January 17, 2023 clinical cut-off 30.8% of dysgeusia 

TEAEs had resolved, with a median duration of102 days (range: 15 to 504). 

Fifty-eight patients (30.8%) treated with talquetamab 0.8 mg/kg Q2W SC reported a 

TEAE of dry mouth (Janssen 2023h). The maximum severity was Grade 1 in 39 patients 

(26.9%) or Grade 2 in 19 patients (13.1%). Supportive measures to treat dry mouth were 

used in 12.4% of patients. No patients discontinued talquetamab for a TEAE of dry 

mouth, 1.4% skipped a dose, and 2.1% had a dose reduction. By the January 17, 2023 

clinical cut-off, approximately one-third (31.3%) of dry mouth events had resolved, with 

a median duration of 89 days (range: 1 to 317).  

Decreased appetite was reported for 38 patients (26.2%) in the 0.8 mg/kg Q2W SC 

cohort (Janssen 2023h). These events were generally low grade (ie, Grade 1: 17.2%; 

Grade 2: 7.6%), with two Grade 3 decreased appetite TEAEs (1.4%). Supportive measures 

were used in 10 patients (6.9%). No patients discontinued study drug for a TEAE of 

decreased appetite, 2.1% skipped a dose, and 0.7% had a dose reduction. By the clinical 

cutoff, 42.1% of TEAEs of decreased appetite had resolved, with a median duration of 52 

days (range: 3 to 334). 

E.1.9 Weight Decreased 

Sixty patients (41.4%) in the 0.8 mg/kg Q2W SC cohort reported a TEAE of weight 

decreased (Janssen 2023h). These events were generally low grade, with a maximum 

severity of Grade 1 in 15.2% of patients, Grade 2 in 20.7%, or Grade 3 in 5.5%. Most 

events of weight decreased occurred in Cycle 2 or later. Among the 60 patients with a 

TEAE of weight decreases, 14 (23.3%) had dysgeusia, 6 (10.0%) had dry mouth, and 5 

(8.3%) had decreased appetite concurrently (or within 30 days of the end date of weight 

decreased). A TEAE of weight decreased led to dose reductions in 2.8% of patients, 

delayed dose in 0.7%, and skipped dose in 0.7%. One patient (0.7%) discontinued 

 

4 Note: As per the Common Terminology Criteria for Adverse Events (CTCAE), the maximum grade for dysgeusia 

is Grade 2. 
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Questionnaire; GHS = Global Health Status; PRO = patient-reported outcome; Q2W = every two weeks; SD = 

standard deviation; VAS = Visual Analogue Scale. 
Source: (Janssen 2023e). 
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F.1.1 RP2D at 0.8 mg/kg Q2W (Phase 2 Cohort C) 

F.1.1.1 EORTC QLQ-C30 

Compliance for the EORTC QLQ-C30 was 96.3% at baseline and ranged from 82.9% to 

92.3% for Cycles 1 through 15 (Janssen 2023e). Assessment of selected EORTC QLQ-C30 

scales and change from baseline at Cycles 1 through 15 are presented below in Table 82. 

In alignment with the outcomes observed in the 0.4 mg/kg Q1W SC cohort, patients 

treated with talquetamab 0.8 mg/kg Q2W SC generally reported slight worsening in GHS, 

functioning, and MM symptoms after initiating step-up dosing and early treatment cycles 

(ie, Cycles 1 and 3); however, scores for EORTC QLQ-C30 subdomains improved relative 

to baseline with continued talquetamab treatment (ie, Cycles 5 through 15). Compared 

with baseline, mean scores for GHS decreased (ie, worsened) at Cycles 1 (-4.41 [24.505]) 

and 3 (-1.39 [23.736]), but increased (ie, improved) by Cycle 5 (3.80). By Cycle 15, 

patients in the 0.8 mg/kg Q2W SC cohort reported a mean change from baseline of 25.93 

(15.278) in GHS, indicating that talquetamab 0.8 mg/kg Q2W SC is associated with 

improvements in overall health. Similarly, after an immediate worsening (ie, increase) of 

scores for fatigue at Cycles 1 and 3, patients treated with 0.8 mg/kg Q2W SC exhibited 

steady improvements in symptoms of fatigue, with a mean change of -19.75 (19.859) at 

Cycle 15 compared with baseline (ie, decreasing value is indicative of reduced fatigue). 

Patients also reported improvements in pain immediately after initiating talquetamab 

0.8 mg/kg Q2W SC treatment, and experienced greater reductions in pain with 

prolonged treatment (ie, mean change from baseline of -0.56 [24.676] at Cycle 1 and -

22.22 [26.352] at Cycle 15). Patients also reported improvements in several functioning 

domains within the first few treatment cycles, including physical functioning and role 

functioning. Adjusted LS mean changes from baseline to Cycle 15 generally showed 

improvements in several EORTC QLQ-C30 subscales, including GHS (11.50 [95% CI: 0.79, 

22.18]), physical functioning (7 [-1.25, 15.31]), fatigue (-14.2 [-25.18, -3.19]), and pain (-

19.1 [-31.18, -7.01). 

Talquetamab was also associated with rapid improvements in overall health, functioning, 

and disease symptoms. Among the 0.8 mg/kg Q2W SC cohort, the median time to 

improvement (defined as increase in score that is at least half of standard deviation from 

baseline values) in GHS was 2.33 months, while the median time to improvement in 

several functioning (physical, emotional, cognitive, and social) and symptom domains 

(fatigue, pain, and nausea and vomiting) ranged from 0.53 to 2.39 months and 0.30 to 

3.43 months, respectively (Janssen 2023e). Moreover, among the 90 patients who 

received talquetamab 0.8 mg/kg Q2W SC and had PRO data evaluable for meaningful 

improvement assessments, 19.3% experienced meaningful improvements in GHS at 

Cycle 1 Day 1, while 28.9% and 36.7% reported meaningful improvements in pain and 

fatigue, respectively. The proportion of patients with meaningful improvements in GHS 

and MM symptom scores generally increased with continued treatment; by Cycle 7, 

33.3%, 38.3%, and 45.0% of patients reported clinically meaningful improvements in 

GHS, pain, and fatigue, respectively.  
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Treatment cycle 9   0.775 
(0.035) 

Treatment cycle 
11 

  0.789 
(0.040) 

Treatment cycle 
13 

  0.769 
(0.051) 

Treatment cycle 
15 

  0.783 
(0.103) 

Treatment cycle 
17 

  0.783 
(0.103) 

Treatment cycle 
19 

  0.783 
(0.103) 

Treatment cycle 
21 

  0.783 
(0.103) 

Progressed state   0.80 (0.039) 
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Appendix H. Literature searches 

for the clinical assessment 

Literature searches for the clinical 

assessment 
Not applicable. A systematic literature review is not applicable for this 

application comparing talquetamab and teclistamab. Janssen is the market 

authorization holder of teclistamab, in addition to talquetamab, and has 

therefore full knowledge of its pivotal trials. MajesTEC-1 is the only pivotal trial 

for teclistamab in treatment of triple-class exposed patients who have received 

at least three prior treatments. Additionally, regardless of indication, MajesTEC-1 

is to date the only clinical trial based on which teclistamab has been granted 

market authorization within the European Union.  
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Appendix I. Literature searches 

for health-related quality of life 
Not applicable.  
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Appendix J. Literature searches for 

input to the health economic model 
Not applicable. 

 

Appendix K. Mapping of health 

state utility values to Danish tariff 
In the study by Jensen et al., composite time trade off (cTTO) and discrete choice (DC) 

tasks were conducted between October 2018 and November 2019 by study participants 

selected from the Danish adult population, to derive utility index values for 86 EQ-5D-5L 

health states. In the cTTO task, which combines TTO and lead-time TTO tasks, 

participants were asked to state their preference between 10 years in full health and 10 

years in EQ-5D-5L health states. The time in full health state (x) was then reduced until 

the interviewee considered the two choices the same. The ratio of the reduced years to 

10 years (x/10) gave the value of the health state. In case participants considered the 

health state worse than death, they were given the choice between ‘10 years in full 

health’ and ‘10 years in full health plus 10 more years with the health state’ and were 

asked to trade off ‘10 years in full health’ (x) until the two options were deemed the 

same. In this case the value of the health state was considered to be (x-10)/10 (i.e. 

between -1 and 0). In the cTTO task, each participant evaluated one of the blocks of 10 

EQ-5D-5L states, randomly selected from the 86 health states. Each block of 10 states 

included one mild state with four ‘1’ scores and a single ‘2’ score, eight moderate states, 

and the worst state (55555). In DC tasks, pairs of health states were shown to 

participants, and they stated their preference between each pair of health states. There 

was no time component in the DCE. Each participant was randomly assigned to one of 28 

blocks of 7-pairs of health states (196 pairs of EQ-5D-5L states were used in the DC task).  

The final sample included utility index values elicited from cTTO and DC tasks from 1041 

participants, who were largely representative of the Danish adult population (based on 

Statistics Denmark 2018 data) in terms of gender, age (with an underrepresentation of 

18- to 24-year-olds and over representation of 65- to 74-year-olds), marital status, and 

geographical region. The proportion with higher education in the sample was higher than 

the general population. Based on the utility index values for the EQ-5D-5L states elicited 

through cTTO and DC tasks, a conditional logit model for the DC data and a random-

effects Tobit model for the cTTO data were combined in a ‘heteroskedastic censored 

Tobit hybrid’ model. The resulting model enables assigning utility index values, directly 

from EQ-5D-5L results (no mapping to 3L required), for each one of the 3,125 possible 

EQ-5D-5L results.  

The coefficients presented in the Jensen article (Table 2 in the article) were used to 

assign a utility index to the EQ-5D-5L results observed in the trial. As a hypothetical 

example, if a patient’s EQ-5D-5L assessment result was 23415, the utility index value for 
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this assessment was calculated as: 1 - 0.041 - 0.05 - 0.139 - 0 - 0.618 = 0.152. This value 

was then used in the estimation of health state utility values. 
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