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Incyte’s comments on Medicinrådets draft assessment report for Minjuvi. | August 30, 2022 

Thank you for the opportunity to give feedback on the draft assessment. Medicinrådet’s hesitancy for assessing relative efficacy versus 

current treatment options in Denmark when the market authorization approval consists of a single-arm, phase II trial (L-MIND) is 

evident throughout the full report, and we would like to raise a few concerns regarding how Medicinrådet has chosen to address the 

uncertainty that might be present in the evidence package. 

The L-MIND trial was complemented with an indirect treatment comparison, based on a real-world, retrospective, observational 

cohort of patients, treated with ESMO/NCCN guideline-listed regimens. This was done in order to evaluate the comparative benefit 

of tafasitamab (in combination with lenalidomide) compared to existing treatment alternatives, including R-GemOx, which is 

relevant for the Danish context. From our point of view, we cover all levels of evidence needed, except for a head-to-head clinical 

trial. We want to stress that the lack of such trials is common for drugs treating orphan diseases where there is no approved therapy 

available. When the L-MIND study was conducted, no standard therapy was available to treat the indication of tafasitamab, hence 

no head-to-head trial was possible to perform.  

We understand that the Danish system is designed to accept conclusions derived from randomised double-blind clinical trials against 

the standard of care (what you call formal conclusions) and that we do not provide such data for tafasitamab. That said, we have 

invested in the submitted indirect comparison methods in order to help Medicinrådet evaluate tafasitamab in the best possible way. 

This is useful in DLBCL, as it allows comparison with several treatment options - which is particularly important in R/R DLBCL, 

where treatment options are numerous and where an established treatment pathway is lacking. The treatment options that 

Medicinrådet points out (e.g., RDHAOx and R-ICE) are not used for the same patients that are being treated with R-GemOx. The 

options considered should be restricted to those suitable for the non-transplant eligible population, which is often too frail to be 

considered for high dose chemotherapy. Hence, we recognize a high unmet medical need for the patient population relevant for this 

assessment.  

While we recognize that indirect comparisons often have limitations, we have gone to great lengths to minimize or exclude these 

limitations in the indirect comparisons provided in this submission. Specifically, like any indirect treatment comparison, the RE-

MIND2 study aims to balance the treatment and comparison cohorts with respect to known and measurable prognostic factors and 

effect modifiers, in order to minimize the risk of bias when comparing the results in the two cohorts. The RE-MIND2 study is among 

few indirect comparisons who took the more advanced approach and leveraged individual patient data, both for the experimental 

and the comparators arms. This allows to leverage propensity score matching methods to adjust for differences in patient 

characteristics between trials and thus provide more accurate and reliable outcomes compared to other methodologies, such as MAIC 

or Bucher’s. To this end, the data inclusion and exclusion criteria of the comparator used in the analyses were collected to match 

those of L-MIND as closely as possible, and the 1:1 matching was performed by balancing nine key variables for R-GemOx. It is 

correct that no matching based on international prognostic index (IPI) is performed in RE-MIND-2, but as Medicinrådet also 

mentions; age, LDH and Ann Arbor are, which are the major contributors to IPI. In addition, extensive sensitivity analyses were 

performed.  

All these analyses indicate a significant additional advantage in terms of lifespan for patients treated with tafasitamab+lenalidomide 

compared to R-GemOx. Despite being somewhat lower, even the sensitivity analysis with a population matched on 11 covariates 

shows an added benefit of tafasitamab+lenalidomide over R-GemOx in terms of overall survival (OS) and progression-free survival 

(PFS). For instance, the sensitivity analysis consistently showed that a higher number of patients reached long-term survival with 

tafasitamab+lenalidomide than with R-GemOx. While in the base-case 18.9% of tafasitamab+lenalidomide patients reached OS over 

36 months against 6.8% of R-GemOx, the sensitivity analysis estimated 18.6% and 5.1% for tafasitamab+lenalidomide and R-GemOx, 

respectively. Incyte wants to highlight that the extrapolation of long-term effect is highly relevant from a health economic 

perspective, and should be noticed by Medicinrådet. In addition, one may question how relevant the additional covariate ‘cell of 

origin’ is – according to a leading Danish clinical expert, it was invented over 20 years ago and clinicians do not base their decisions 

for treatment on cell of origin.   

The additional clinical benefit of tafasitamab+lenalidomide, mediated by its high and durable response rates, has also been recognized 

by regulators (e.g. EMA) and has led to confirmation of the orphan drug status of tafasitamab. Indeed, in the context of the EMA's 

examination of the orphan designation criteria, the designation criteria set out in Article 3(1)(b) of Regulation (EC) No 141/2000 (i.e. 

"Existence of no satisfactory methods of diagnosis prevention or treatment of the condition in question, or, if such methods exist, the 
medicinal product will be of significant benefit to those affected by the condition.") must be satisfied. The validity of our data is 

therefore also confirmed externally by our orphan drug designation, as the data set was strong enough to maintain this designation, 

even according to the criterion of superiority over alternatives. 

Based on these facts, we offer the maximum possible level of evidence at this stage, including: an authorization study (L-MIND) as 

well as two external comparison arms (RE-MIND and RE-MIND2); with consistent beneficial results through these studies. 

Medicinrådet argues that the study population in L-MIND differs on a number of prognostic factors from the Danish population and 

therefore does not correspond to the Danish patient population. This implying that there is a high risk that the L-MIND study 

overestimates the effect in relation to a relevant Danish patient population.  

 



 

 

We would like to raise a major concern regarding how Medicinrådet has decided to interpret this uncertainty for the evidence package 

and patient population, and transferred into the health economic evaluation. One of the major prognostic factors that influences the 

probability of survival is age. According to Danish registry data, 75% of all non-transplant eligible patients are not considered for 

autologous stem cell transplant due to their high age (above 70 years). In L-MIND, the median age was 72 years and the median age 

of diagnosis in the Nordic countries is 70-72 years of age. This implies that the L-MIND population correspond well to the real patient 

population in Denmark, in one of the most important prognostic factors. 

As Medicinrådet states, they have decided to use the most conservative extrapolations of OS and PFS and not necessarily the best fit. 

Thus, Medicinrådet’s assessment did not result in a base case scenario, rather a worst-case scenario. For instance, the plateau seen in 

the Kaplan-Meier for PFS (Figure 3 in the dossier) was not considered when Medicinrådet chose an exponential extrapolation. While 

the generalized gamma suggested by Incyte may be argued to have overestimated PFS, the exponential distribution suggested by 

Medicinrådet does not provide a good visual fit at all.  

If an intermediate distribution is chosen, the ICER decreases approximately 30% when compared to the ICER estimated by 

Medicinrådet. Such a, still conservative but more appropriate extrapolation, clearly affects the results of figure 13 from Medicinrådet’s 

report (showing the ICER at different price levels of tafasitamab).  

Moreover, the same argumentation can be found for OS, if a slightly less conservative approach is chosen (Medicinrådet chose the 

only parametric distribution that did not produce a good relative statistical fit), together with the intermediate distribution for PFS, 

the ICER is heavily reduced from Medicinrådet base case (se figure 1 below).   

 

 

Figure 1. ICER at different price levels of tafasitamab with 

Medicinrådet’s base case assumptions but parametric function for PFS 

changed to log-logistic and for OS to Weibull 

The analyses described above with more appropriate assumptions on extrapolations made than Medicinrådet’s, do not include the 

possibility to be cured (since Medicinrådet chose to not implement it in their analyses). However, there seems to be evidence for 

patients surviving more than five years and who can be considered cured, according to the leading Danish clinician. 

The above reasoning, with more conservative assumptions compared to Incyte’s base-case and more realistic assumptions compared 

to Medicinrådets worst-case, would result in an ICER of 1,240,000 DKK/QALY, at Incyte’s base-case price. This is significantly higher 

compared to the approx. 730,000 DKK/QALY that Incyte presented in the application, but also significantly lower than the above 

2,000,000 DKK/QALY suggested by Medicinrådet. 

Patients who have relapsed and are refractory to first line therapy, and who are not eligible for autologous stem cell transplant (ASCT), 

have a poor prognosis and few available and effective treatment options. Despite the introduction of anti-CD20-based therapy such 

as rituximab, around 25% of DLBCL patients are expected to experience R/R disease within five years of diagnosis. For high-risk 

patients (IPI 4-5), this probability increases to approximately 34%. In addition, nearly 45% of R/R patients who receive second line 

therapy proceed to third line therapy, and there has been limited improvement in the survival of adult patients with DLBCL beyond 

the introduction of rituximab, highlighting a need for novel therapies earlier in treatment, especially for high-risk cases. Hence, this 

patient population face a huge unmet need for new innovative treatments that will delay progression and prolong survival, while 

improving or maintaining the patients’ quality of life.  

In Denmark, there are currently no innovative treatment options available for treating patients with relapse or refractory DLBCL, 

who have failed first line therapy. Tafasitamab in combination with lenalidomide has shown to be an effective, well-tolerated, 

chemotherapy-free option for the treatment of patient who are ineligible for ASCT. When comparing to the real-world standard of 

care treatments, tafasitamab+lenalidomide results in significantly improved PFS and OS. Tafasitamab in combination with 

lenalidomide therefore offers to fulfill the unmet need of new innovative treatments for patients with R/R DLBCL who are ineligible 

for ASCT in Denmark. 

We hope that Medicinrådet will take this information into consideration in the final version of the assessment, and provide Incyte 

and Amgros with a more realistic health economic evaluation which will form the basis of the negotiations to ensure access to a 

medicine we believe Danish patients will benefit from.  
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Forhandlingsnotat 

 

 30-08-2022 
MGK/CAF 

Dato for behandling i 
Medicinrådet  

28.09.2022 

Leverandør Incyte  

Lægemiddel Minjuvi (tafasitamab) 

Ansøgt indikation Tafasitamab er i kombination med lenalidomid efterfulgt af 
tafasitamab monoterapi indiceret til behandling af voksne patienter 
med recidiverende eller refraktær diffust storcellet B-celle-lymfom, 
som ikke er egnede til autolog stamcelletransplantation. 

Forhandlingsresultat 

Leverandøren har valgt at givet to forskellige pristilbud, ét hvis Medicinrådet anbefaler Minjuvi (tafasitamab) 
som standardbehandling, og ét andet pristilbud, såfremt Medicinrådet ikke anbefaler Minjuvi (tafasitamab): 

Tabel 1: Forhandlingsresultat – hvis Medicinrådet anbefaler Minjuvi (tafasitamab) 

Lægemiddel Styrke/form Pakningsstørrelse AIP Forhandlet 
SAIP 

Rabatprocent 
ift. AIP 

Minjuvi 
(tafasitamab) 

200mg/IV 1 stk. 5.815,26 XXXXXXXX XXXXXX 

Ovenstående pris er betinget af Medicinrådets anbefaling. 

Tabel 2: Forhandlingsresultat - hvis Medicinrådet ikke anbefaler Minjuvi (tafasitamab) 

Lægemiddel Styrke/form Pakningsstørrelse AIP Forhandlet 
SAIP 

Rabatprocent 
ift. AIP 

Minjuvi 
(tafasitamab) 

200mg/IV 1 stk. 5.815,26 XXXXXXXX XXXXXX 

Ovenstående pris er ikke betinget af Medicinrådets anbefaling. 
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XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Informationer fra forhandlingen 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXX 

Konkurrencesituationen 

På nuværende tidspunkt er der indsendt anmodninger om vurdering til Medicinrådet på Polivy (polatuzumab 
vedotin) til diffust storcellet B-celle lymfom i 1. linje og Yescarta (axicabtagene ciloleucel) til behandling af 
diffust storcellet B-celle lymfom i 2. linje. 
 
Tidligere er CAR-T behandlingerne Yescarta (axicabtagene ciloleucel) og Kymriah (tisagenleclucel) vurderet i 
Medicinrådet til behandling af diffust storcellet B-celle lymfom i 3. linje, men blev ikke anbefalet som 
standardbehandling. 

Tabel 3: Årlige lægemiddelomkostninger  

Lægemiddel Dosis* Pakningsstørrelse Pakningspris**  

SAIP 

Antal 
pakninger/år 

Årlige 
lægemiddelomkostninger 

SAIP pr. år  

Minjuvi (tafasitamab) 12mg/kg 200 mg (1 stk.) XXXXXXXX 155 XXXXXXX 

*Den anbefalede dosis af Minjuvi er 12 mg pr. kg kropsvægt (gns. 78,1 kg) administreret som en intravenøs infusion i 
henhold til følgende tidsplan: Cyklus 1: infusion på dag 1, 4, 8, 15 og 22 i cyklussen. Cyklus 2 og 3: infusion på dag 1, 8, 
15 og 22 i hver cyklus. Cyklus 4 indtil sygdomsprogression: infusion på dag 1 og 15 i hver cyklus. Hver cyklus har 28 dage. 
**Prisen er betinget af Medicinrådets anbefaling. 

Status fra andre lande 

Norge: Under vurdering1. 

Sverige: Under vurdering2. 

England: Under vurdering3. 

Konklusion 

Amgros vurderer, at det ikke er muligt at opnå en bedre pris på Minjuvi (tafasitamab) på nuværende 
tidspunkt. 

 
1 https://nyemetoder.no/metoder/tafasitamab-minjuvi 
2 https://janusinfo.se/download/18.2859d99b17e6d9cce3572ce8/1643013207939/Avvakta-Minjuvi-220124.pdf 
3 https://www.nice.org.uk/guidance/indevelopment/gid-ta10645 
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4 Summary 

Diffuse large B cell lymphoma (DLBCL) is the most common and aggressive type of B-cell non Hodgkin’s lymphoma. 

DLBCL is a heterogenous disease and, for the vast majority of patients, the aetiology is unknown. Age, diet, genetic 

mutations, infections environmental factors, immunodeficiency, and chronic inflammation may all play a role. 

Approximately 60% of patients will present with advanced stage DLBCL. If left untreated, DLBCL patients have a life 

expectancy of less than one year.  

 

Approximately 500 new cases of DLBCL are diagnosed every year in Denmark. The incidence of DLBCL increases with 

age, most cases occurring in adults >54 years of age. Less than 25% of DLBCL patients are expected to experience relapse 

of refractory disease within 5 years of diagnosis. Nearly 45% of relapse or refractory (R/R) patients who received second-

line treatment proceed to third-line. 

 

For newly diagnosed DLBCL, the first-line therapy consists of chemoimmunotherapy, usually a combination of rituximab, 

cyclophosphamide, doxorubicin, vincristine, and prednisone (R-CHOP-regimen), sometimes combined with additional 

doses of rituximab or radiation therapy. High-dose chemotherapy (HDCT) with rituximab, dexamethasone, cytarabine, 

and cisplatin (R-DHAP) or rituximab, ifosfamide, carboplatin and etoposide (R-ICE) and ASCT remain the best chance for 

a secondary cure for patients who are below 65-70 years of age and with chemosensitive relapse without significant 

comorbidity [1]. Ultimately, 50% of ASCT-eligible patients will relapse after transplantation [2]. Patients who are not 

eligible for HDCT and ASCT or are R/R to 1 line treatment have a poor prognosis and few available and effective 

treatment options. Newer treatments for this patient population, such as polatuzumab vedotin in combination with 

bendamustine and rituximab (pola-BR) and chimeric antigen receptor T-cell therapy (CAR T-cell therapies) offer limited 

efficacy and considerable AEs. Furthermore, the Danish Medical Council (DMC) does not recommend CAR T-cell 

therapies or pola-BR for the treatment of R/R DLBCL. Thus, there remains an urgent unmet need for Danish patients 

with R/R DLBCL who are ineligible or fail ASCT. 

 

According to the DLBCL treatment guidelines, the treatment alternatives for R/R DLBCL patients who are not eligible for 

transplant are rituximab in combination with chemotherapy (R-GDP, R-GemOx or R-ICE). Based on a consultation with 

a key-opinion leader (KOL), chemotherapy regimens containing gemcitabine, such as R-GemOx, are becoming more 

accepted over the past years. Thus, R-GemOx should be seen as the most relevant treatment alternative in Denmark 

and it was chosen as the comparator in the health economic analysis.  

 

Minjuvi (tafasitamab) is indicated in combination with lenalidomide followed by Minjuvi monotherapy for the treatment 

of adult patients with R/R DLBCL who are not eligible for autologous stem cell transplant (ASCT). Tafasitamab is a 

fragment crystallizable (Fc) enhanced, humanized antibody that targets the CD19 antigen expressed on the surface of 

pre-B and mature B lymphocytes. Upon binding to CD19, tafasitamab mediates B-cell lysis through direct induction of 

cell death (apoptosis) and the engagement of immune effector cells like NK cells, γδ T cells, and macrophages. The 

combination of tafasitamab with the immunomodulatory drug lenalidomide was investigated for enhanced antitumour 

activity. Lenalidomide activates T cells to release the cytokines interferon gamma (IFN-γ) and interleukin-2 (IL-2), which 

stimulate NK cell activity and induce an increase in NK cell numbers. In addition, lenalidomide increases NK-cell 

expression of FcγRIII, the receptor with high-affinity binding to tafasitamab. 

 

Tafasitamab is administered via intravenous (IV) infusion and lenalidomide is administered orally. The recommended 

dose is 12 mg tafasitamab per kg body weight administered via IV according to the following schedule: 

 Cycle 1: Administer the infusion on day 1, 4, 8, 15 and 22 of the cycle. 

 Cycles 2 and 3: Administer the infusion on day 1, 8, 15, and 22 of each cycle. 

 Cycle 4 until disease progression: Administer the infusion on day 1 and 15 of each cycle. 
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5.1.2 Patient populations relevant for this application 

No agent recommended by the European Society for Medical Oncology (ESMO) guidelines is specifically approved as a 

2L treatment for DLBCL, and there is no consensus regarding the optimal treatment, and—with no curative option 

available–there is no consensus regarding the optimal treatment to prolong survival [24]. The efficacy of 

immunochemotherapy regimens in the 2L setting is decreased largely due to acquired rituximab resistance following 1L 

treatment with the standard of care (SoC) rituximab-based regimen, (rituximab, cyclophosphamide, doxorubicin, 

vincristine, and prednisone [R-CHOP]). Re-challenging with salvage, rituximab-based, chemotherapy regimens in not 

transplant eligible (NTE) R/R DLBCL brings only limited treatment responses: only a small percentage of patients 

experience prolonged disease-free survival [2]. 

 

Newer treatments such as polatuzumab vedotin with bendamustine and rituximab (pola-BR) and chimeric antigen 

receptor (CAR) T-cell therapies offer limited efficacy and considerable AEs [25-29]. Furthermore, the Danish Medical 

Council (DMC) does not recommend CAR T-cell therapies or pola-BR for the treatment of R/R DLBCL [30-32]. Thus, there 

remains an urgent unmet need for Danish patients with R/R DLBCL who are ineligible or fail autologous stem cell 

transplantation (ASCT).  

5.2 Current treatment options and choice of comparator(s) 

The Danish Multidisciplinary Cancer Groups (DMCG.dk) together with the Danish Lymphoma Group (DLG) provide 

treatment guidelines for DLBCL in Denmark. The recommendations are divided into first (1L), second (2L) and third line 

(3L) treatments. Special recommendations are provided for patient subgroups, such as patients with cardiac 

insufficiency or DLBCL leg type [1]. 

5.2.1 Current treatment options 

5.2.1.1 First-line treatment 

For newly diagnosed DLBCL, the first-line therapy consists of chemoimmunotherapy, usually R-CHOP-regimen, 

sometimes combined with radiation therapy [33]. According to the key opinion leader (KOL), etoposide can be added 

for high-risk patients. The number and length of R-CHOP cycles will depend on the patient’s age-adjusted IPI and disease 

stage. First approved in the late 1990s, rituximab is directed against the CD20 protein found on the surface of normal 

and malignant lymphocytes [34]. 

5.2.1.2 Therapy for relapsed or refractory patients 

Patients who are R/R to 1L treatment have a poor prognosis and few available and effective treatment options [35, 36]. 

Despite the introduction of anti-CD20-based therapy such as rituximab, as mentioned above, less than 25% of DLBCL 

patients are expected to experience relapse of refractory disease (R/R) within 5 years of diagnosis. For high-risk patients 

(IPI 4-5), this probability increases to approximately 34% [22]. Nearly 45% of R/R patients who receive 2L treatment 

proceed to 3L [23]. 

 

There has been limited improvement in the survival of adult patients with DLBCL beyond the introduction of rituximab, 

highlighting a need for novel therapies earlier in treatment, especially for high-risk cases [37, 38]. 

 

Outcomes for patients with R/R DLBCL who were refractory or relapsed after 1L treatment with R-CHOP are dismal and 

patients face limited treatment options with chemoimmunotherapy [2, 39-41]. High-dose chemotherapy (HDCT) with 

rituximab, dexamethasone, cytarabine, and cisplatin (R-DHAP) or rituximab, ifosfamide, carboplatin and etoposide (R-

ICE) and ASCT remain the best chance for a secondary cure for patients who are below 65-70 years of age and with 

chemosensitive relapse without significant comorbidity [1]. Ultimately, 50% of ASCT-eligible patients will relapse after 

transplantation [2]. 
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Nevertheless, approximately 50% of patients are not transplant eligible, either because they are chemo-refractory to 

salvage chemotherapy administered prior to ASCT; they are not candidates for ASCT due to advanced disease or 

comorbidities, severe concomitant medical or psychiatric illness, active central nervous system involvement, or HIV 

seropositivity; or they have failed after a prior ASCT [42, 43]. Retrospective studies have shown that only 25%–38% of 

patients who relapsed following rituximab-chemotherapy underwent ASCT. These patients have little chance at 

prolonged control of disease and are limited to palliative care [24, 42]. Transplant-ineligible patients have a median 

overall survival (mOS) of only 6–8 months, representing an important unmet need [33]. If left untreated, R/R DLBCL 

patients have a life expectancy of merely 3–9 months [42, 44, 45].   

 

There is no particular regimen recommended as 2L treatment of DLBCL patients who cannot be treated with HDCT. 

Patients who are in good performance can be treated with potentially curative platinum regimens, such as rituximab, 

gemcitabine, dexamethasone, cisplatin (R-GDP); rituximab, gemcitabine and oxaliplatin (R-GemOx); or R-ICE. Otherwise, 

patients can be enrolled in clinical trials if they meet the inclusion criteria [1]. 

 

Further lines of therapy may include allogeneic transplant, a clinical trial, or CAR T-cell therapy (if ≥2 lines of systemic 

therapy) [24, 46]. Allogeneic stem cell transplant can be used as 3L for patients who are below 70 years of age and 

developed a chemo-sensitive relapse after ASCT or who were not able to harvest stem cells for ASCT [1]. Even though 

the treatment guideline mentions that CAR-T therapy can be recommended for patients who are refractory to 2L or 

later line therapy or who relapsed after ASCT, neither tisagenlecleucel nor axicabtagene ciloleucel are recommended 

by the DMC for treating adult patients with R/R DLBCL after two or more lines of systemic therapy [1, 31, 32]. 

 

Finally, the DMC does not recommend pola-BR for the treatment of adult patients with R/R DLBCL that are not 

candidates for haematopoietic stem cell transplantation [30]. In the pola-BR treatment arm of the phase IB/II clinical 

trial, 33.3% of patients discontinued all treatment due to AEs, most commonly due to thrombocytopaenia and 

neutropaenia. Peripheral neuropathy (including peripheral motor neuropathy, peripheral sensory neuropathy, 

decreased vibratory sense, hypaesthesia, and paraesthesias) occurred in 43.6% of patients in the pola-BR combination 

treatment arm (all grade 1–2) and resulted in treatment delays in one patient [29]. Pola-BR has other limitations; the 

treatment targets the CD20 protein, which has been shown to undergo a negative transformation in up to 60% of 

patients after treatment with rituximab-containing chemotherapy [47-50]. Therefore, pola-BR may not be appropriate 

for treatment in this potentially large proportion of patients who experience a loss of CD20 antigen expression after 

rituximab therapy. 

5.2.2 Choice of comparator: R-GemOx 

According to the DLBCL treatment guidelines, the treatment alternatives for R/R DLBCL patients who are not eligible for 

transplant are R-GDP, R-GemOx or R-ICE [1]. Based on a consultation with a KOL, chemotherapy regimens containing 

gemcitabine, such as R-GemOx, are becoming more accepted over the past years. Thus, R-GemOx should be seen as the 

most relevant treatment alternative in Denmark. 

  







 

Side 23/277 
 
Medicinrådet     Dampfærgevej 27-29, 3. th.   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk    www.medicinraadet.dk 

5.3.3 Method of administration and dosage 

Tafasitamab is administered via intravenous (IV) infusion and lenalidomide is administered orally. The recommended 

dose is 12 mg tafasitamab per kg body weight administered according to the following schedule: 

 Cycle 1: Administer the infusion on day 1, 4, 8, 15 and 22 of the cycle. 

 Cycles 2 and 3: Administer the infusion on day 1, 8, 15, and 22 of each cycle. 

 Cycle 4 until disease progression: Administer the infusion on day 1 and 15 of each cycle. 

Each cycle has 28 days. 

 

Tafasitamab is for IV use after reconstitution and dilution. 

 For the first infusion of cycle 1, the intravenous infusion rate should be 70 mL/h for the first 30 minutes. 

Afterwards, the rate should be increased to complete the first infusion within a 2.5-hour period. 

 All subsequent infusions should be administered within a 1.5 to 2-hour period. 

 In case of adverse reactions, consider the recommended dose modifications provided in Table 1. 

 Tafasitamab must not be co-administered with other medicinal products through the same infusion line. 

 Tafasitamab must not be administered as an intravenous push or bolus 

 

In addition, patients should self-administer lenalidomide capsules at the recommended starting dose of 25 mg daily on 

days 1 to 21 of each cycle. The starting dose and subsequent dosing may be adjusted according to the lenalidomide 

Summary of Product Characteristics (SmPC). 

 

Tafasitamab plus lenalidomide in combination is given for up to twelve cycles. 

 

Treatment with lenalidomide should be stopped after a maximum of twelve cycles of combination therapy. Patients 

should continue to receive MINJUVI infusions as single agent on day 1 and 15 of each 28-day cycle, until disease 

progression or unacceptable toxicity. 

5.3.4 Need for diagnostics or other tests 

No additional tests or investigations are needed for the treatment with tafasitamab in combination with lenalidomide. 
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6 Literature search and identification of efficacy and safety studies 

6.1 Identification and selection of relevant studies 

Evidence of the clinical effectiveness of the combined therapy tafasitamab+lenalidomide is supported by one phase II, 

single-arm study (L-MIND) and one observational study (RE-MIND). The RE-MIND study aimed to characterise the 

effectiveness of lenalidomide monotherapy in the treatment of R/R DLBCL patients and compare the effectiveness of 

lenalidomide monotherapy with the efficacy outcomes reported with tafasitamab+lenalidomide therapy in the L-MIND 

study. Since a comparison of the combination tafasitamab+lenalidomide vs lenalidomide in monotherapy is not relevant 

for the Danish setting (not the comparator in question), the results of RE-MIND trial are not presented in this dossier, 

but can be provided upon request.  

 

As mentioned in section 5.2.2 the comparator in focus for Danish setting is R-GemOx. Since no head-to-head trial was 

available, Incyte investigated other possibilities to show comparative evidence. A systematic literature review (SLR) for 

efficacy and safety was conducted to supplement the data described above, with the objective to compile clinical 

evidence specific for the R/R DLBCL population. For R-GemOx, four studies were identified in the literature search, a 

PRISMA diagram following the selection process of relevance for this specific context can be found in Appendix A – 

Literature search for efficacy and safety of intervention and comparator(s) (figure 41).  

 

For further details, please see Appendix A and the attached documents: 

 9_SLR DLBCL Clinical v3.pdf 

 10_SLR DLBCL Clinical Update Final 3.0.pdf 

 

Of the four studies identified for R-GemOx for R/R patients with DLBCL in the SLR, one study was comparative vs 

bendamustine/rituximab (BR). This study together with two additional studies (Cazelles et al. and Schade et al.)  were 

retrospective, observational studies that are not well suited to include in a matching adjusted indirect treatment 

comparison (MAIC), which is a commonly accepted methodology by HTA bodies across Europe. One identified study 

(Mounier et al.) was interventional and could therefore possibly be used to integrate in a MAIC. However, a MAIC 

methodology has several intrinsic limitations, such as limited availability of specific patient baseline characteristics in 

published studies and sample size reduction due to weighting. This could impact ability to avoid bias and achieve 

statistically significant results. If one compare the L-MIND study to Mounier et al, the following limitations were 

identified: 

 

 Imbalances in unreported or unobserved patients’ characteristics (e.g. history of primary refractoriness) could 

potentially bias the results as these cannot be included in the population-adjustment. 

 Due to the poor overlap of L-MIND and Mounier et al. patient populations, a population adjustment is limited. 

As such, no adjustment can be made on refractoriness of patients to their prior therapy, older patients were 

kept in the L-MIND population while patients above 75 should not have been candidate for inclusion in the 

Mounier et al. study, and no adjustment on the number of prior lines of therapy received by patients could be 

made beyond the exclusion of patients treated in the fourth-line setting or beyond in L-MIND. As a 

consequence, any results produced by a MAIC are expected to be biased in favor of R-GemOx. 

 As the type of assessment of surrogate outcomes (i.e. by an independent review committee or through the 

investigator) in Mounier et al. could not be determined, there is some uncertainties on the comparison of PFS 

and ORR.  

 The Mounier et al. study enrolled numerous patients that were rituximab naïve, who were shown to benefit 

more from R-GemOx. As it is unclear whether rituximab-naïve patients would benefit more from 

tafasitamab+lenalidomide, there are some concerns about the shared effect modifier assumption in this 

comparison. 
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and safety (however, one of them was used to inform some of inputs for R-GemOX in the health economic model and 

is therefore presented in list in table 6 above as supportive evidence). Instead, the comparative efficacy of 

tafasitamab+LEN against R-GemOx was generated by a real-world, retrospective, observational study (RE-MIND2) 

against a cohort of patients treated with systemic NCCN/ESMO guideline listed regimens administered in routine clinical 

care. The RE-MIND2 results are presented in section 7.1.3.  

7.1.1 Relevant studies 

An overview of the relevant studies to demonstrate clinical efficacy and safety for tafasitamab+LEN and R-GemOx is 

presented in Table 8. Detailed study characteristics are available in appendix B and baseline characteristics of patients 

included in the studies used in the comparative analysis are presented in appendix C. 
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‡The median follow-up time for PFS and OS was calculated using the reverse Kaplan-Meier method, considering the censored patients as 

events and patients with events as censored. 

§OS was defined as the time from the date of the first administration of any study drug until death from any cause (documented by the date 

of death). 

Sources: Düll et al. 2021 [70]; Incyte, Data on file (L-MIND CSR Addendum 3) [69]. 

7.1.2.2.1 Duration of response 

As of the 30 October 2020 data cut-off, the median DoR among patients achieving CR or PR was 43.9 months 

(95% CI: 26.1%–NR). Of the 46 responders, 13 (n=13/80; 28.3%) patients progressed, two (n=2/80; 4.3%) patients 

died, and a further 31 (n=31/80; 67.4%) patients were censored. Kaplan–Meier probability estimates for DoR at 

12 months was 73.7% (95% CI: 57.4%–84.5%), at 24 months was 67.9% (95% CI: 51.0%–80.1%), and at 36 and 42 

months was 64.3% (95% CI: 46.8%–77.4%) [69, 70]. 

 

A Kaplan–Meier plot of DoR by best objective response CR or PR for patients in the FAS (IRC evaluation) is 

presented in Figure 2 [68]. Of the 32 patients with a best objective response of CR, five patients progressed 

(n=5/32; 15.6%), one patient died (n=1/32; 3.1%), and a further 26 patients were censored (n=26/32; 81.3%).[69] 

The estimate of the median DoR for patients with a best objective response of CR was not reached. The Kaplan–

Meier probability estimate for patients with a best objective response of CR was 93.1% (95% CI: 74.9%–98.2%) 

at 12 months, 85.1% (95% CI: 64.9%–94.2%) at 24 months, and 80.1% (95% CI: 58.1%–91.3%) at 36 and 42 

months.[69] Of the 14 patients (n=14/80; 18%) with PR, the median DoR was 5.6 months (95% CI: 2.2–NR); eight 

patients progressed (n=8/14; 57.1%), one patient died (n=1/14; 7.1%), and a further five patients were censored 

(n=5/14; 35.7%) [69].
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Figure 2. Kaplan−Meier plot of duration of response by best objective response (long-term outcomes data cut-off 30 October 2020; FAS; IRC assessed; L-MIND) 

Notes: In case the median or the respective confidence limits were not calculable by the Kaplan−Meier method, NR is displayed instead. The 34 patients with best objective response not PR or CR were not included 

in this subgroup analysis. 

Abbreviations: CI, confidence interval; CR, complete response; FAS, Full Analysis Set; IRC, Independent Radiology/Clinical Review Committee; NR, not reached; PR, partial response. 

Source: Duell et al, 2021 [68] 

7.1.2.2.2 Progression-free survival 

In the updated efficacy analysis, PFS events were observed in 42 patients (n=42/80; 52.5%). A Kaplan–Meier curve of PFS in the FAS is presented in Figure 3. The Kaplan–

Meier estimate for the median PFS was 11.6 months (95% CI: 6.3–45.7 months) with a median follow-up time of 33.9 months (95% CI: 26.5–35.4 months) [68, 70]. At 24 

months, the Kaplan–Meier estimate of PFS was 43.1% and at 36 months it was 41.1% [70, 71] 
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Figure 3. Kaplan−Meier plot of progression-free survival (long-term outcomes data cut-off 30 October 2020; FAS; IRC assessed; L-MIND) 

Note: In case the median or the respective confidence limits were not calculable by the Kaplan−Meier method, NR is displayed instead. 

Abbreviations: CI, confidence interval; FAS, Full Analysis Set; IRC, Independent Radiology/Clinical Review Committee; LEN, lenalidomide; NR, not reached. 

Sources: Düll et al. 2021;[70] Incyte, Data on file (L-MIND CSR Addendum 3).[69] 
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7.1.2.2.3 Overall survival 

The Kaplan–Meier estimate for median OS was 33.5 months (95% CI: 18.3 months–NR; Figure 4) with a median follow-up time of 42.7 months (95% CI: 38.0–47.2 months). 

Overall, 41 patients died (n=41/80; 51.3%). Thirty-nine patients were censored in the OS analysis, including one patient due to being lost-to-OS follow-up. The Kaplan–Meier 

probability estimate of OS at 12 months was 73.7% (95% CI: 62.2%–82.2%), 57.2% (95% CI: 45.1%–67.5%) at 24 months, 47.3% (95% CI: 35.5%–58.2%) at 36 months, and 

41.0% (95% CI: 28.2%–53.4%) at 54 months [69]. 

 

 

Figure 4. Kaplan–Meier plot of overall survival (long-term outcomes data cut-off 30 October 2020; FAS; IRC assessed; L-MIND) 

Note: In case the median or the respective confidence limits were not calculable by the Kaplan-Meier method, NR is displayed instead. 

Abbreviations: CI, confidence interval; FAS, Full Analysis Set; LEN, lenalidomide; NR, not reached. 

Source: Düll et al. 2021;[70] Incyte, Data on file (L-MIND CSR Addendum 3).[69] 
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The Kaplan–Meier estimate for median OS by best objective response of CR (IRC) was not reached (95% CI: 45.7 months–NR; FAS;Figure 5) at the 30 October 2020 cut-off 

date [69]. For this subgroup of patients, the Kaplan–Meier probability estimate of OS was 96.9% (95% CI: 79.8%–99.6%) at 12 months, 90.6% (95% CI: 73.7%–96.9%) at 24 

months, 81.3% (95% CI: 62.9%–91.1%) at 36 months, and 68.8% (95% CI: 44.8%–83.9%) at 54 months.[69] The Kaplan–Meier estimate for median OS by best objective 

response of PR was 22.5 months (95% CI: 8.5 months–NR; FAS;Figure 5). 

 

 

Figure 5. Kaplan−Meier plot of overall survival by best objective response (long-term outcomes data cut-off 30 October 2020; FAS; IRC assessed; L-MIND) 

Note: In case the median or the respective confidence limits were not calculable by the Kaplan−Meier method, NR was displayed instead. Thirty-four patients with best objective response not PR or CR were not 

included in this subgroup analysis. 

Abbreviations: CI, confidence interval; CR, complete response; FAS, Full Analysis Set; NR, not reached; PR, partial response.  

Sources: Düll et al. 2021;[70] Incyte, Data on file (L-MIND CSR Addendum 3) [69]. 





 

Side 37/277 
 
Medicinrådet     Dampfærgevej 27-29, 3. th.   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk    www.medicinraadet.dk 

tafasitamab (bronchitis), three were found to be exclusively related to lenalidomide (tumour flare, diarrhoea, and 

neutropaenia) and four discontinuations were found to be related to both (allergic dermatitis, thrombocytopaenia, and 

two times neutropaenia) [69]. 

 

Eight patients died during study treatment (9.9%; n=8/81; as of the 30 November 2018 data cut-off) and no new on-

treatment deaths occurred as of the 30 October 2020 data cut-off. TEAEs leading to death occurred in three patients 

(3.7%; n=3/81) due to sudden death, respiratory failure, and cerebrovascular accident. None were considered related 

to the study treatment. The remaining five deaths were due to disease progression [58, 69]. 

 

Detailed safety information for the L-MIND study is provided in Appendix E. 

 

7.1.3 Comparative analysis of efficacy and safety Tafasitamab+LEN compared to systemic therapies for 

patients with R/R DLBCL: RE-MIND2 

RE-MIND2 established the comparative benefit of tafasitamab in combination with lenalidomide followed by 

tafasitamab monotherapy against a real-world, retrospective, observational cohort of patients treated with 

ESMO/NCCN guideline-listed regimens administered in routine clinical care. Using a propensity score-based, 1:1 

matched comparison (Nearest Neighbour (NN) 1:1 matching methodology was utilised to balance the cohorts by means 

of baseline covariates such as number of prior lines of therapy and Ann Arbor stage) — this company-sponsored, large 

(N=3454), observational, retrospective study served as an external control to trial data from L-MIND [74, 75]. Further 

information on the L-MIND study is provided in section 7.1.2. 

 

Although the RE-MIND2 study included patients treated with other systemic regimens for R/R DLBCL, this section 

describes the results for the comparison against R-GemOx. Detailed characteristics of the RE-MIND2 study are provided 

in Appendix B, baseline characteristics of patients included in the RE-MIND2 study are presented in Appendix C and 

detailed methods and results are presented in Appendix F. 

7.1.3.1 Primary outcome: OS 

Overall survival was the primary endpoint and was met in all primary analysis sets (MAS_Pool, and MAS_R-GemOx, see 

Table 85 for definitions) conducted in the pre-specified analysis of the RE-MIND2 study results based on 1:1 matching 

with nine baseline covariates. Tafasitamab in combination with lenalidomide followed by tafasitamab monotherapy 

provided 22.5 months of incremental median OS when compared with systemic therapies pooled and 20.6 months 

compared to R-GemOx [74]. The difference in OS between cohorts was statistically significant in favour of tafasitamab 

in combination with lenalidomide followed by tafasitamab monotherapy compared to the pooled systemic therapies 

(HR=0.553 [95% CI: 0.358–0.855]; Cox proportional hazard model p=0.0076); and R-GemOx (HR=0.467 [95% CI: 0.305–

0.714]; Cox proportional hazard model p=0.0004), respectively [74]. Kaplan−Meier plots of OS are provided in Figure 6.  
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(a) Subset of L-MIND patients matched with the observational cohort for pooled systemic therapies (MAS_Pool) 
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(b) Subset of L-MIND patients matched with the observational cohort of patients taking R-GemOx (MAS_R-GemOx) 

Figure 6. RE-MIND2: Kaplan−Meier plot for overall survival: MAS_Pool and MAS_R-GemOx 

Abbreviations: CI, confidence interval; KM, Kaplan−Meier; LEN, lenalidomide; MAS, matched analysis set; NR, not reached; R-GemOx, rituximab 

+ gemcitabine + oxaliplatin; Tafa, tafasitamab.  

Notes: MAS_Pool included 1:1 matched patients from the L-MIND study and the observational cohort using 9 baseline covariates. MAS_R-

GemOx included 1:1 matched patients from the L-MIND study and R-GemOx as pre-specified treatment. See Table 85 for definitions on 

MAS_Pool and MAS_R-GemOx. 

The median was calculated with Kaplan−Meier method. The 95% CI was calculated by means of Greenwood formula.  

HR was calculated with Cox proportional hazard model. 

Source: Incyte, Data on file (RE-MIND2 CSR) [74]. 

 

Subgroup analysis of OS was consistent with the primary matched analysis results. Median Kaplan−Meier estimates of 

OS for each primary analysis set showed notable differences in favour of tafasitamab+lenalidomide for the following 

subgroups [74]: 

 MAS_Pool: Age: <70 and ≥70, Ann Arbor stage: III+IV, Refractoriness to last therapy line: Yes; Number of prior 

lines of therapy: 2/3, History of primary refractoriness: No, and Prior ASCT: Yes and No.  

 MAS_R-GemOx: Age: <70, Ann Arbor stage: III+IV, Refractoriness to last therapy line: Yes; History of primary 

refractoriness: No, and Prior ASCT: Yes and No. 
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Also, for both primary analysis sets, the difference in the median Kaplan−Meier estimates of OS showed favourable OS 

trends for tafasitamab+lenalidomide in the subgroups of Ann Arbor stage: I+II, Refractoriness to last therapy line: No, 

and Number of prior lines of therapy: 1. 

7.1.3.2 Secondary efficacy outcomes 

This section describes the main secondary outcomes from the RE-MIND2 study, namely ORR and PFS. Other secondary 

outcomes are presented in Appendix F. 

7.1.3.2.1 Overall/objective response rate (ORR) 

The percentage of patients with best ORR for tafasitamab in combination with lenalidomide followed by tafasitamab 

monotherapy was 67.1% (95% CI: 55.4%–77.5%) vs 48.7% (95% CI: 37.0%–60.4%) for the comparison with pooled 

systemic therapies; and 68.9% (95% CI: 57.1%–79.2%) vs 45.9% (95% CI: 34.34%–57.9%) for the comparison with R-

GemOx. The difference of ORR between cohorts was statistically significantly in favour of tafasitamab+lenalidomide for 

MAS_Pool (18.42%; 95% CI: 1.905%–34.204%; p=0.0323) and MAS_R-GemOx (22.97%; 95% CI: 6.285%–38.722%; 

p=0.0076) [74]. A forest plot of ORR for different analysis sets is provided in Figure 7.  

 

 

Figure 7. RE-MIND2: Forest plot of ORR for different analysis sets 

Abbreviations: BR, bendamustine + rituximab; CR, complete response; CI, confidence interval; LEN, lenalidomide; ORR, objective 
response rate; R-GemOx, rituximab + gemcitabine + oxaliplatin; N, number of patients in each cohort. 

[1] Chan-Zhang method [76]. See Table 85 for definitions on MAS_Pool and MAS_R-GemOx. 

The vertical gray line indicates a rate of 0. 

HR was calculated using the observational cohort as reference cohort. HR <1.0 is in favour of tafasitamab+lenalidomide.  
Difference in ORR rate = [(ORR rate of tafasitamab+lenalidomide cohort) − (ORR rate of observational cohort)].  
Source: Incyte, Data on file (RE-MIND2 CSR) [74]. 

Data on the comparison against BR is not presented in this submission. 

 

Overall, the subgroup analysis of ORR was consistent with the primary matched analysis results. The percentage of 

patients with overall response as the best response was higher in the tafasitamab+lenalidomide cohort compared to 

the cohorts of systemic therapies pooled, and R-GemOx across all the subgroups [74].  

7.1.3.2.2 Progression-free survival (PFS) 

The median PFS with tafasitamab in combination with lenalidomide followed by tafasitamab monotherapy was longer 

compared to the cohorts of systemic therapies pooled (12.1 vs 5.8 months), and R-GemOx (14.1 vs 5.1 months). The PFS 

statistically significantly improved in the tafasitamab+lenalidomide cohort compared to the cohorts of systemic 

therapies pooled (HR=0.424 [95% CI: 0.278–0.647]; Cox proportional hazard model p<0.0001), and R-GemOx (HR=0.433 

[95% CI: 0.288–0.653]; Cox proportional hazard model p<0.0001) [74]. 

 

The proportion of patients who had a PFS event (of progression or death) was lower in the tafasitamab+lenalidomide 

cohort compared to the cohorts of systemic therapies pooled (60.5% vs 68.4%), and R-GemOx (59.5% vs 74.3%). Disease 
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progression was the most frequent PFS event across the cohorts. The probability of PFS was also higher in the 

tafasitamab+lenalidomide cohort at all timepoints after Month 1. Kaplan−Meier plots of PFS are presented in Figure 8 

[74]. 

 
(a) Subset of L-MIND patients matched with the observational cohort for pooled systemic therapies (MAS_Pool) 

 
(b) Subset of L-MIND patients matched with the observational cohort of patients taking R-GemOx (MAS_R-GemOx) 

Figure 8. RE-MIND2: Kaplan−Meier plot of progression-free survival for MAS_Pool and MAS_R-GemOx 
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8 Health economic analysis 

8.1 Model description 

A core cost-effectiveness model (C-CEM) was developed in Microsoft Excel® to assess the cost effectiveness of 

tafasitamab vs. relevant comparators for the treatment of patients with DLBCL who are ineligible for receiving 

transplants. The comparator considered in the model to reflect the Danish context is R-GemOx. A survival partition 

approach was selected given it is recognised as one of the most commonly adopted model structures for oncology 

treatments [77]. This approach was also in line with the previous HTA assessments reviewed for R/R DLBCL [78-80]. 

8.1.1 Model structure 

A partitioned survival model structure with three health states was used to follow patients from their second line (2L) 

of treatment after being diagnosed to their next line of treatment until death. The model was developed based on 

clinical and treatment pathways for patients with R/R DLBCL; the considerations of key clinical aspects (progression-free 

survival [PFS] and overall survival [OS]) that affect clinical outcomes, costs, and treatment decisions; a thorough review 

of published and available health technology assessment (HTA) submission reports; and interviews with KOLs. Figure 9 

illustrates the survival partition health states for the model. This approach applies treatment specific and independent 

OS and PFS curves for each comparator. 

 

 

Figure 9. Model Diagram 

 

The three health states modelled were pre-progression, post-progression, and death. Patients with R/R DLBCL who had 

received at least one line of treatment and were ineligible for receiving a transplant entered the model, initiated 

treatment, and experienced an interval of PFS. Patients who experienced disease progression and did not die during the 

initial modelled line of treatment continued to the post-progression health state where they may have received 

subsequent treatments. Patients could discontinue treatment or die at any time in the model. The model also allowed 

for the incorporation of long-term disease freedom assumptions and reduced resource use in case of prolonged PFS. 

 

The model also captures the proportion of patients on and off treatment within each health state using the same 

partition approach: patients falling under the time-to-treatment discontinuation (TTD) curve are on treatment, while 

the patients between the TTD and PFS curves must be in the pre-progression health state and are off treatment. This 

means that during the pre-progression health state, patients could stop receiving treatment based on the duration and 

could stop accruing treatment-related costs; however, these patients will not switch to subsequent treatments unless 

they progress. 
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Costs were assigned to each health state, and utilities were applied according to the patients’ disease-progression 

status. Costs and utilities were accrued and summarised for each cycle of the model (four weeks), so the difference in 

cumulative costs and utilities could be analysed and compared across comparators. Health outcomes and costs were 

discounted at 3.5% per annum according to Danish guidelines. 

8.1.2 Target Population 

The population in the L-MIND trial included adults with DLBCL, transformed low-grade lymphoma, composite lymphoma 

or grade 3b follicular lymphoma. Patients who were ineligible for HDCT and ASCT were included if they had received at 

least one but no more than three prior lines of therapy including one line of a CD 20 targeted therapy. The mean age at 

the baseline of the L-MIND population was 69.3 years (standard error [SE] 1.06 years, standard deviation 9.53 years) 

and 54.3% were male [81]. The mean body weight was 78.09 kg [81]. The mean body surface area (BSA), was calculated 

based on the average height and the weight reported in L-MIND case study report (CSR). The calculated BSA was 1.91 

m2. This analysis mainly focused on the overall L-MIND population who were on at least their second line of treatment 

(i.e., with at least one prior line of treatment, referred to as ‘2L+ patients’). The population who were in their second 

line of treatment (i.e., with one prior line of treatment, referred to as ‘2L patients’) was considered in a scenario analysis. 

8.1.3 Perspective 

This analysis used the limited societal perspective and considered all relevant treatment related costs, including drug 

costs, drug administration costs (e.g., co-medications), monitoring, management of AEs, subsequent treatment costs, 

and disease management costs. Transportation costs incurred by the patient were also included. 

8.1.4 Cycle Length 

In line with the treatment cycle for tafasitamab and lenalidomide, a four-week cycle length was selected for this CEM. 

This cycle length was deemed sufficiently short to accurately capture clinical outcomes and differences in treatment 

administrations. 

8.1.5 Time Horizon and Discounting 

The time horizon for this model is flexible with up to a maximum of 35 years. A 35-year time horizon was used in the 

base case, covering a lifetime for patients in the target population. This time horizon was considered long enough to 

capture the long-term clinical and economic consequences of DLBCL for patients who are ineligible for HDCT and ASCT. 

Given the median age of 69.3 years in the L-MIND trial, 35 years was considered long enough to cover the lifetime of 

every patient. Overall survival was capped by general mortality using DK life tables and PFS was capped by OS in the 

model, such that risk of progression or death of patients is less than or equal to the mortality risk. Cost and health-

related (like quality-adjusted life years [QALY]) outcomes were discounted at a rate of 3.5% in the base case in 

accordance with Danish guidelines [82]. 

8.1.6 Comparators 

As described in section 5.2.2, R-GemOx are becoming the most accepted treatment in Denmark for R/R DLBCL patients 

who are not eligible for transplant and is therefore viewed as the most relevant comparator.  

8.1.7 Model inputs 

The model inputs were based on Danish sources where possible. The efficacy inputs—including PFS, OS, and treatment 

discontinuation for tafasitamab and lenalidomide—were taken from the L-MIND study, with efficacy data for 

comparators from the RE-MIND2 study. Frequencies on monitoring tests and dosing for R-GemOX was based on Danish 

clinical expert opinion. Other relevant inputs for R-GemOx were sourced from relevant HTA submissions to NICE for 
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treatments to lymphoma, Pola-BR and axicabtagene ciloleucel, and literature and they are assumed to reflect the Danish 

clinical practice [79, 83]. The efficacy inputs are further presented in sections 8.2, 8.3 and 8.4. 

 

The cost inputs (presented in section 8.5) included drug costs (induction and maintenance), administration (induction 

and maintenance), co-medication costs (induction and maintenance), monitoring costs, subsequent treatment costs, 

AE and disease management costs for pre- and post-progression, one-off progression, and one-off death, and non-

medical direct costs (transportations costs).  

8.1.8 Model outputs 

The model health outcomes included life years (LY), progression-free life years (PFLY), long-term disease free LYs, post-

progression life years (PPLY) as well as on and off treatment time. Quality-adjusted life years (QALY) were also reported 

for each of the health states listed above as well as adverse events (AE), progression, and death, with their associated 

disutilities.  

 

The model aggregates the health outcomes and costs from each health state and reports the discounted outcomes 

(costs and health-related outcomes discounted at 3.5% per annum): 

 Life years (LY), progression-free life years (PFLY), post-progression life years (PPLY), long-term disease freedom, on 

treatment time, and off treatment time 

 QALYs, quality-adjusted progression-free life years (QAPFLY), quality-adjusted post-progression life years (QAPPLY), 

and long-term disease freedom QALYs 

 Disutilities associated with AEs, progression, and death 

 Total, induction and maintenance drug, administration, co-medication, monitoring, AE management, disease 

management, and subsequent treatment costs 

 Incremental cost-effectiveness ratios (ICER): cost per QALY gained and cost per LY gained 

 

The incremental outcomes included cost per QALY gained, cost per LY gained, the incremental net monetary benefit, 

and the economically justifiable price (EJP). Deterministic sensitivity analyses (DSA), probabilistic sensitivity analyses 

(PSA), and scenario analyses were used to test the influence of uncertainty of the model parameters on the results. 

8.1.9 Mortality within PFS 

Patients experiencing death in the pre-progression health state need to be modelled in order to avoid overestimating 

the incidence of progression and, therefore, post-progression costs. Death during the pre-progression state was 

modelled by assuming a constant ratio of death to progression among PFS events: 

 

𝑃𝑟𝑒 − 𝑝𝑟𝑜𝑔𝑟𝑒𝑠𝑠𝑖𝑜𝑛 𝐷𝑒𝑎𝑡ℎ𝑠(𝑡) =  [𝑃𝐹𝑆(𝑡 − 1) − 𝑃𝐹𝑆(𝑡)] ×  𝑅𝑎𝑡𝑖𝑜 𝑜𝑓 𝐷𝑒𝑎𝑡ℎ 𝑑𝑢𝑟𝑖𝑛𝑔 𝑃𝐹𝑆  

8.1.10 Long-term disease freedom  

The KM curves of the OS in L-MIND study show a distinct plateau towards the end of the study follow-up period (see 

Figure 10 and Figure 11 in section 8.3.1.1). As a similar pattern was observed in the PFS (Figure 20 and Figure 21 in 

section 8.3.2.1), this plateau could implicate a long-term aspect of the therapy. Therefore, a long-term disease freedom 

option was incorporated into the model to allow for analysis to be conducted with patients who are disease free.  

 

The model allows for the user to select the timepoint at which patients could move to the long-term disease free state. 

The cut-off time could be selected in 0.5-year increments starting at two years and going up to five years. A two-year 

time point has been selected for the base case based on the early discussions with clinical experts. This was also in line 

with previous HTA submissions to NICE and TLV. [78-80, 83-86]. 
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According to the European Society for Medical Oncology (ESMO) guidelines, all patients with DLBCL who are event-free 

at two years have an identical OS to that of the general population [24]. However, this may not be generalisable to the 

R/R DLBCL population, where patients are in more advanced lines of treatment with limited treatment choices. 

Therefore, it was assumed that only a proportion of the patients who are progression free in two years can be 

considered as being long-term disease fee (i.e., have a mortality equivalent to the general population). This means that 

after two years of being progression free, a proportion of patients who were in the progression-free state moved over 

to being long-term disease free. The mortality rates of these long-term disease free patients are then restored to the 

age- and gender-matched mortality of the general population.   

 

Long-term disease freedom could also have an impact on the treatment intake. For treatments that should continue up 

to progression, the physician might decide to stop the treatment without reaching progression, in case evidence of a 

long-term disease freedom is present. Therefore, the model provides an option to discontinue treatment for these 

patients. It must be noted that the long-term disease freedom assumptions are not treatment specific (i.e., patients 

who are progression free for two years on different treatments have the same chance at being disease free). Also note 

that patients who are classified as long-term disease free will not experience any relapses. 

8.1.11 Prolonged PFS 

An optional prolonged PFS state is included in the model to reflect the potential reduced resource usage when patients 

are progression free for a long time. This function only impacts the resource use and does not have an impact on health 

outcomes. The model allows for the user to select the timepoint at which patients could move to the prolonged 

progression-free state. These are selected in 0.5-year increments starting at two years and going up to five years. A two-

year time point has been selected for the base case following discussions with the KOLs. The model user can also enter 

a proportion of patients among those who are progression free at two years. This proportion will be considered in the 

prolonged progression-free state, thus consuming limited resources from this point onwards. 

 

The proportion of prolonged PFS among patients who reached two years without experiencing a progression was 

assumed to be the same as the long-term disease free proportion in the base case (i.e., 78.6% calculated based on CR 

rate). 

 

8.1.12 Model validation 

The model was assessed by two internal peer reviewers who were not involved with the original programming. 

Throughout the validation process, a comprehensive and rigorous quality check was fulfilled, which included validating 

the logical structure of the model, mathematical formulas, sequences of calculations, and values of the numbers 

supplied as model inputs. Unexpected model behaviour/implementation and typing errors were all identified through 

this review. The company who developed the model followed a standard operating procedure with detailed checklists 

to ensure that the validation was complete and thorough. The process involved checking the intermediate calculations 

for references (whether they are linked to the correct cells, etc.), implementation (whether correct signs for the 

parameters are used, etc.), and evaluation of the face validity of the predicted results. The expected functions of the 

parameters were checked with an extreme-value sensitivity analysis. The process also involved checking the 

functionality of any built-in macro programs. The quality check was a repeatable process that produced a checklist 

spreadsheet indicating the specific tasks performed and results returned. The appropriateness of distributions used in 

the probabilistic analysis of the model was also checked. Following the validation, corrections of any identified errors 

or bugs were incorporated into the revised model. 

 

As external validation, the model predictions for OS and PFS were checked against data observed in the long-term 

clinical trials to drive the selection of the most appropriate parametric fits.  



 

Side 47/277 
 
Medicinrådet     Dampfærgevej 27-29, 3. th.   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk    www.medicinraadet.dk 

8.2 Relationship between the data for relative efficacy, parameters used in the model and relevance for Danish 

clinical practice 

8.2.1 Presentation of input data used in the model and how they were obtained 

The model inputs for clinical effect and utility values are summarized in Table 12, and for adverse events in Table 13 

(further information is provided in sections 8.3 and 8.4). The clinical documentation presented in section 7 describes 

relevant efficacy measures for the treatment with tafasitamab+LEN. Also, the relative efficacy outcomes are in line with 

the current clinical practice in Denmark, as mentioned in section 5.2.  
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Figure 10. OS: KM Curve for the Whole L-MIND Population (data cut: 30 October 2020) 

Abbreviations: CI = confidence interval; KM = Kaplan-Meier; LEN = lenalidomide; NR = not reported; OS = overall survival 

 

Figure 11 shows the OS KM curve stratified by the different prior lines of treatment received by patients. As mentioned 

in section 8.1.2, the population of interest for the current analysis was the 2L+ group (i.e., patients with at least one 

prior line of treatment).  
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Figure 13. OS Parametric Model Smoothed Hazard Plots for Tafasitamab plus Lenalidomide for the 2L+ L-MIND Population 

Abbreviations: 2L+ = second line or more; OS = overall survival 

 

Based on statistical and visual fit to the observed data, the lognormal model was selected for the base case analysis.  

This was also in line with clinical validation (although collected for the 2L population, and not 2L+ which is relevant for 

the Danish setting) where experts from the NICE submission recommended choosing the curve with the AIC/BIC [93]. 

However, generalised gamma was also explored in scenario analysis as it appeared to produce a slightly better visual fit 

to the tail, with log-logistic also explored via scenario analysis as the next best statistical fit and a reasonable visual fit 

to the tail (although slightly worse than generalised gamma and lognormal). 

 

8.3.1.2 R-GemOx 

For the Re-MIND2 comparison of tafasitamab and lenalidomide against R-GemOx for OS, proportional hazards were 

first assessed by visual inspection of the log cumulative hazard plots (Figure 14) and Schoenfeld residuals test (Figure 

15). While the middle to late section of the log cumulative hazard plot appeared to be broadly parallel, the log 

cumulative hazard plots crossed twice in the early to middle section of the curve. Furthermore, there appeared to be 

some potential divergence in the log cumulative hazard plots towards the end of follow-up. The global test of 

proportionality from the Schoenfeld residuals test generated a statistically non-statistically significant relationship 

between the residuals and time (p-value=0.1598), suggesting that proportional hazards may hold. However, the p-value 

may have been driven by the parallel nature of the hazards for part of the follow-up (as shown on the middle to late 

section of the log cumulative hazard graph), and the assumption of proportionality might not be appropriate given the 

crossings and potential divergence at the tails of the log cumulative hazard plots, and the Schoenfeld residual plot 

indicating a downward trend in the residuals over time, and a fitted regression line non-parallel to the 0 line. Therefore, 

independent parametric models were fitted to the R-GemOx OS KM curve from RE-MIND2.  
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In terms of available external data, estimates from the RE-MIND2 parametric models were compared against two- and 

five-year OS estimates from the clinical trial by Mounier et al [65]. A screenshot of the OS and PFS plots from Mounier 

2013 is shown in Figure 19. The OS curve indicated two-year and five-year OS of approximately 36% and 14%, 

respectively. All the parametric models appeared to slightly underpredict the two-year OS (27% to 29%) and five-year 

OS (4% to 10%).  

 

Based on the five-year OS predictions, the lognormal, log-logistic and generalised gamma (9%, 9%, and 10% respectively) 

produced the most plausible extrapolations, although they still appeared to slightly underpredict five-year OS compared 

to Mounier 2013 publication.  It is important to note however that potential differences in the underlying characteristics 

of the 2L+ R-GemOx population from RE-MIND2 and Mounier 2013 trial population may limit the ability to directly 

compare outcomes from the two studies.  

 

Figure 19. OS for R-GemOx from Mounier 2013 

Abbreviations: OS = overall survival; PFS = progression-free survival; R-GemOx = rituximab + gemcitabine and oxaliplatin 

 

Based on review of the statistical and visual fit, clinical plausibility of long-term extrapolations and hazard profiles, as 

well as comparisons to external data, the lognormal, log-logistic and generalised gamma models appeared to be the 

most plausible parametric fits for the 2L+ population for R-GemOx for the RE-MIND2 analysis, with limited differences 

in long-term predictions and hazard profiles. Given the limited differentiation between these models, the lognormal 

was selected on the basis of statistical fit, with the log-logistic and generalised gamma explored in scenario analyses. 

The choice of lognormal was supported by clinical experts from the NICE submission (note that this was validated for 

the 2L population and not the 2L+ population), as there are few patients that benefit in the long-term, the lognormal 

distribution includes decay over time, with a hazard profile that increases in the short term and decreases in the long-

term [93]. However, limited clinical expert feedback was available to inform the selection of the parametric models.  
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8.3.2 PFS 

8.3.2.1 Tafasitamab + LEN 

Figure 20 shows the PFS KM curve for the whole L-MIND population (data cut: 30 October 2020). The median PFS was 

11.6 months from the L-MIND trial [92]. A trend indicating a possible plateau towards the end of the follow-up time can 

be observed in PFS, indicating that tafasitamab and lenalidomide may be curative.  

 

Figure 20. PFS KM Curve for the Whole L-MIND Population (Data Cut: 30 October 2020) 

Abbreviations: CI = confidence interval; KM = Kaplan-Meier; LEN = lenalidomide; NR = not reported; PFS = progression-free survival 

Figure 21 shows the KM curve stratified by different lines of treatment. As mentioned in section 8.1.2, the population 

of interest for the current analysis is the 2L+ group (patients with at least one prior line of treatment). 
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Figure 25. Schoenfeld residuals plot for RE-MIND2: PFS plots for Tafasitamab and lenalidomide vs R-GemOx  

Abbreviation: CI = confidence interval; PFS = progression-free survival; R-GemOx = rituximab + gemcitabine and oxaliplatin 

As mentioned in section 8.3.1.2, for the RE-MIND2 comparison against R-GemOx, 74 out of the original 80 tafasitamab 

and lenalidomide patients from L-MIND were matched 1:1 with R-GemOx patients and were therefore fairly 

representative of the original L-MIND population. An overlay of the unmatched total L-MIND population PFS KM curves 

for tafasitamab and lenalidomide with the matched tafasitamab and lenalidomide curves for RE-MIND2 versus R-GemOx 

are shown in Figure 26. Similar to the OS curves, as there was substantial overlap between the unmatched and matched 

tafasitamab and lenalidomide curves, adjustment factors were therefore not applied to the independent parametric fits 

for R-GemOx PFS. 
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Figure 29. PFS Curve for R-GemOx from Mounier 2013 

Abbreviations: OS = overall survival; PFS = progression-free survival; R-GemOx = rituximab + gemcitabine and oxaliplatin 

 

For the base-case analysis, the exponential was selected as this had the best statistical and joint best visual fit to the 

observed data (where it drops to 0% at approximately 36 months). However, the parametric models appeared to have 

broadly underestimated PFS when compared with the Mounier 2013 study with the lognormal and log-logistic models 

providing the most optimistic estimates of survival, despite these models producing clear overestimates at the tail the 

observed data from RE-MIND2. Of these two models the log-logistic provided a better statistical fit and was therefore 

explored in scenario analysis.  

8.3.3 TTD 

Time to treatment discontinuation (TTD) is a key driver of costs and, thus, cost effectiveness. If patients stop receiving 

a treatment, they stop accruing treatment-related costs (e.g., drug, administration, and monitoring costs). Therefore, it 

is important that the model is flexible enough to realistically project the average time on treatment for each comparator. 

There is a high positive correlation between treatment discontinuation and efficacy outcomes, especially for PFS. 

Treatment duration was modelled independently from efficacy; however, the input parameters of the PFS and 

treatment discontinuation curves remain naturally correlated. The model also includes the option to model treatments 

as treat-to-progression, where treatment discontinuation is directly linked to PFS. In the model, stopping treatment 

affects only cost outcomes, and not efficacy outcomes, which are determined by PFS/OS. It should also be noted that 

where treatments are fixed duration, the model caps treatment discontinuation at the maximum fixed duration; 

although, it is possible for patients to discontinue treatment before the fixed duration. 

 

8.3.3.1 Tafasitamab+LEN 

The time on treatment for tafasitamab and lenalidomide for patients treated in the 2L+ settings in the L-MIND 

population is shown in Figure 30. Time on treatment was defined post-hoc among patients who received at least one 

dose of tafasitamab + lenalidomide as the date of treatment discontinuation or death, whichever occurs first, minus the 

date of treatment initiation, plus one day. Different treatment schedules were used for lenalidomide and tafasitamab: 
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lenalidomide was given for up to 12 cycles, while tafasitamab could have been given up to treatment progression. 

Therefore, time on lenalidomide and tafasitamab were studied separately. 

Figure 30. KM Curves for Time on Treatment: Tafasitamab and Lenalidomide 

Abbreviations: 2L+ = second line or more; KM = Kaplan-Meier; PFS = progression-free survival; LEN = lenalidomide; TAFA = tafasitamab; TTD = time-

to-treatment discontinuation 

 

The long-term extrapolations for the time to tafasitamab discontinuation or death are shown in Figure 31 among 

patients who were treated in the 2L+ setting. As lenalidomide was given for a fixed duration, no parametric survival 

analyses were conducted, and KM estimates were used directly in the CEM. The exponential model was a poor visual fit 

to the data, with the Weibull model also underpredicting most of the early to middle section of the curve before 

underpredicting the tail. The Gompertz model produced the closest fit to the tail, but slightly underpredicted most of 

the middle to late section of the KM curve and showed an unrealistic plateau in the data. The lognormal, log-logistic 

and generalised gamma models produced similar underpredictions to the tail, although the generalised gamma model 

produced a marginally better visual fit to the tail than the lognormal model, which in turn showed a slightly 

improvement over the log-logistic model. 
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Figure 32. Time to Treatment Discontinuation or Death for R-GemOx 

Abbreviations: R-GemOx = rituximab + gemcitabine and oxaliplatin 

 

8.4 Documentation of health-related quality of life (HRQoL) 

8.4.1 Overview of health state utility values (HSUV) 

8.4.1.1 Utility values per health state 

Since HRQoL data was not collected in the L-MIND study, the health state utility values used in the model originate from 

Pola-BR’s STA from NICE [79]. According to the technology appraisal guidance, HRQoL was not measured in 

polatuzumab’s clinical trial GO29365, so the base case utility values were estimated from the ZUMA-1 trial using EQ-

5D-5L [79]. NICE’s Evidence Review Group (ERG) had identified alternative utility sources but they were tested in 

scenario analyses and the conclusion was that the base case values produced more conservative ICER estimates and 

they were not major drivers of the model results [79]. Therefore, the alternative utilities were not considered to be 

better than the ones assumed for polatuzumab [79]. A similar conclusion was reached by TLV on Pola-BR’s assessment 

for Sweden, in which they considered that the choice of utility weights would not drive the estimation of cost per QALY 

gain [94]. 

 

ZUMA-1 was the pivotal trial for axicabtagene ciloleucel (Yescarta). HRQoL data were collected using EQ-5D-5L in a 

safety management cohort of ZUMA-1 with 34 patients with relapsed or refractory large B cell lymphoma who were 

treated with axicabtagene ciloleucel and the results are summarised in Table 35 [95]. The EQ-5D-5L questionnaire was 

administered at patient screening, and subsequently at week 4, and months 3 and 6 post– axicabtagene ciloleucel 

infusion, to a total of 33, 27, 20, and 7 patients at each time point, respectively [95]. Patient scores on the questionnaire 

were converted to EQ-5D indices to evaluate QoL [95]. Since the study was conducted in the United States (US) and the 

US valuation algorithm (by Shaw et al 2005) is based on EQ-5D-3L, the 5L scores were first mapped onto 3L and then 

the valuation algorithm was applied to convert EQ-5D-3L scores to EQ-5D index with US population based health utility 

values [95]. Grouping by health states, mean index scores were 0.80 for the progression free (PF) state and 0.72 for the 

PD state [95]. 
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Figure 33. Tornado diagram - DSA results 

An additional analysis was conducted to determine how variations in the drug price for tafasitamab impact the ICER 
by applying different discounts to tafasitamab’s target price. The results are presented in Figure 34  

 
 

Figure 34. ICER estimations with different prices for tafasitamab 

8.7.2 PSA 

The PSA was performed to assess the impact on the model outputs of uncertainty in the parameter estimates. The 

probability distributions used to model uncertainty in the CEM are [113]: 

 Beta distributions (confined by the interval zero to one and typically used for inputs like proportions and health 

state utility values)  

 Gamma distributions (confined by the interval zero to ∞ and typically used for costs)  
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9 Budget impact analysis 

9.1 Model Description 

The budget impact model (BIM) was developed in Microsoft Excel® to assess the budgetary impact of introducing 

tafasitamab vs. existing comparators for the treatment of patients with R/R DLBCL who are ineligible for receiving 

transplants. The BIM uses a traditional structure in which a scenario reflecting the current market situation without 

tafasitamab and lenalidomide is compared to a scenario with a market including an estimated uptake of tafasitamab 

and lenalidomide over time. To capture the costs relevant to different health states of the patients, a survival partition 

approach was selected given it is recognised as one of the most commonly adopted model structures for oncology 

treatments [114]. 

9.1.1 BIM Structure 

Figure 37 shows a funnel style diagram which represents the order of calculation to estimate the eligible population for 

the model. First, the number of incident DLBCL patients is calculated based on epidemiological data, including the total 

population for Denmark and the incidence of DLBCL. The number of incident DLBCL patients is then multiplied by the 

proportion that are relapsed/refractory (R/R). This number is then multiplied by the proportion that are transplant 

ineligible. Finally, the eligible population is calculated by multiplying the number of transplant ineligible R/R DLBCL 

patient by the proportion receiving 2L treatment. 

 

 

Figure 37. Eligible population 

Abbreviations: DLBCL = diffuse large B-cell lymphoma; R/R = relapsed/refractory 

 

Figure 38 describes the BIM structure. The total budget was calculated for a world without tafasitamab and lenalidomide 

(Comparators) and a world with tafasitamab and lenalidomide. Each year, patients with R/R DLBCL who were ineligible 

for a transplant were allocated the 2L treatments available in the two market scenarios. Patients could stop receiving 

2L treatment based on the median treatment duration of each treatment. However, patients do not switch to further 

lines of treatment unless they progress. Patients who remain on 2L treatment accrue treatment related costs (drug costs 

and administration costs) over the time if they are receiving treatment. Pre-progression monitoring associated costs are 

accrued for as long as patients remain progression-free. Patients receiving treatment are at risk of experiencing 
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treatment-related AEs and accrue AE-related management costs. For details on costs and resource use calculations, see 

section 8.5. At the end of the time horizon, the costs accrued over time during pre- and post-progression in each scenario 

(i.e., without and with tafasitamab and lenalidomide) are accumulated. The total cost for each scenario is estimated 

separately, and the net budget impact is calculated by subtracting the total costs of the reference scenario (without 

tafasitamab) from the total cost of the alternative scenario (with tafasitamab). 

 

 

Figure 38. BIM Structure 

9.1.2 Target population 

Similar to C-CEM, see section 8.1.2 

9.1.3 Perspective 

Similar to C-CEM, see section 8.1.3. 

9.1.4 Cycle length 

Similar to C-CEM, see section 8.1.4 

9.1.5 Time horizon 

The time horizon for this model is flexible with up to a maximum of five years. The time horizon in a BIM is rarely more 

than five years, and often one year [115]. The model reports the budget impact for all five possible time horizons (i.e., 

one, two, three, four, and five years).  

9.1.6 Comparator 

Similar to C-CEM, see section 8.1.6. 

9.1.7 Model inputs 

Similar to C-CEM, see section 8.1.7. The only difference in the BIM is that it takes only medical costs into account, i.e., 

non-medical direct costs (transportation costs and time spent by patients and relatives) are not included. 
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10 Discussion on the submitted documentation  

DLBCL is a cancer of the lymphatic system that causes serious complications. Despite numerous treatment options and 

the recent launch of novel therapies, such as CAR-T, there remains an unmet need among patients with R/R DLBCL who 

are ineligible for or who choose not to receive salvage HDCT and/or SCT. This report highlighted the need for new 

treatment options that will delay progression and prolong survival, while improving or maintaining the patients’ quality 

of life (QoL). 

 

Tafasitamab is Incyte’s investigational, Fc-enhanced, humanised anti-CD19 monoclonal antibody that has demonstrated 

pre-clinical activity, including in patients with R/R B-cell malignancies. Pre-clinical data suggest that the combination of 

tafasitamab and lenalidomide has synergistic potential [81]. 

 

A phase II trial evaluating tafasitamab and lenalidomide for the treatment of patients with R/R DLBCL (L-MIND) is 

ongoing [81]. To produce comparative efficacy data, the RE-MIND2 study was conducted to compare the L-MIND 

population to matching real-world cohorts of patients receiving standard of care treatments. 

 

Results from the October 2020 data cut of the L-MIND trial (full analysis set [n=80] and with a median follow-up period 

of 33.9 months) showed a median PFS of 11.6 (95% CI: 6.3, 45.7) months [91]. With a median follow-up period of 42.7 

months, the median for OS was 33.5 (95% CI: 18.3, NR) [81]. The L-MIND study demonstrated that the combination of 

tafasitamab and lenalidomide is an effective, well-tolerated, chemotherapy-free option for the treatment of patients 

with R/R DLBCL who are ineligible for ASCT [81]. When comparing to the real-world standard of care treatments, RE-

MIND2 showed that tafasitamab and lenalidomide combination results in statistically significantly improved PFS and OS 

compared with e.g R-GemOx.  

 

Incyte is seeking HTA approval in Denmark for tafasitamab, in combination with lenalidomide, for use in the treatment 

of patients with R/R DLBCL who are ineligible for ASCT. To assess whether the clinical benefits associated with 

tafasitamab and lenalidomide treatment can be achieved at reasonable costs, a cost-effectiveness analysis using a 

lifetime survival partition modelling approach was performed to estimate ICERs of tafasitamab and lenalidomide vs. 

relevant comparators in the treatment of R/R DLBCL patients who are ineligible for ASCT. Also, a budget impact analysis 

using a traditional BIM approach combined with a survival partition modelling approach was performed to assess 

whether the budgetary impact of introducing tafasitamab and lenalidomide to the market. 

 

In the health economic model, the base-case scenario, which was consistent with the clinical trial findings, showed that 

the tafasitamab and lenalidomide combination yielded longer PFS and OS and was associated with the highest QALYs. 

The health and QoL gains associated with tafasitamab and lenalidomide came with a higher lifetime total cost compared 

with R-GemOx.  

 

Patient’s age when entering the model, cured state utility, and efficacy settings had a great impact on the results when 

considering the health outcomes. Since survival curves are always capped with the survival of the general population, 

increase/decreasing the age at baseline would mean getting farther/closer to the maximum possible surviving age. 

Given the cure assumptions are implemented in the base case, the impact of the starting age becomes even more 

important: cured patients would live as long as a patient of the same age in the general population; thus, if the age 

changes, survival could also significantly change. The utility assigned to the cured health state was also important in all 

comparisons as it defined the QALYs calculated for this state.  

 

Both CEM and BIM was designed after careful consideration of the clinical and treatment pathways for patients with 

R/R DLBCL to ensure that key aspects of the disease and treatment practices were captured in the model. After 
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Appendix A – Literature search for efficacy and safety of intervention and 

comparator(s) 

An extensive systematic literature review (and an update) was conducted to investigate publications on efficacy and 

safety of treatments for R/R DLBCL. A summary of the SLRs is provided below. Further details are provided in the 

documents attached to the application: 

 9_SLR DLBCL Clinical v3.pdf 

 10_SLR DLBCL Clinical Update Final 3.0.pdf 

 

This appendix concerns the clinical SLR, where the main objective was to identify, compile, and summarize evidence 

regarding the efficacy and safety of currently available pharmacologic interventions for transplant-ineligible patients 

with R/R DLBCL. The SLR aimed to answer two research questions:  
1. What is the efficacy and effectiveness of treatments for R/R DLBCL? 

2. What are the AEs associated with treatments in R/R DLBCL? 

 

Bibliographic databases were searched using predefined search strategies (presented in Appendix A of the attached 

documents) which were developed for the purposes of this SLR The databases in which the searches were conducted 

are presented in  All searches were conducted 4 February 2021, with update searches performed on the 28 

and 29 June 2021. 

 

A search of the grey literature was conducted, including a search for conference abstracts on Embase, as well as select 

regulatory and health technology assessment (HTA) websites including NICE, the Scottish Medicines Consortium (SMC), 

the All Wales Medicines Strategy Group (AWMSG), the Canadian Agency for Drugs and Technologies in Health (CADTH), 

the IQWiG, the Haute Autorité de Santé (HAS), the Institute for Clinical and Economic Review, and the Pharmaceutical 

Benefits Advisory Committee (PBAC). The HTA websites included in the literature search are presented in  
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Figure 40. PRISMA flow diagram for the updated SLR of clinical evidence in R/R DLBCL 
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List of excluded studies 
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Appendix F – Comparative analysis of efficacy and safety 

Rationale for comparative evidence 

Overall, the clinical evidence for tafasitamab in combination with lenalidomide followed by tafasitamab 

monotherapy provide an appropriate base for assessment of its clinical efficacy in R/R DLBCL patients who are not 

eligible for ASCT. L-MIND is a large, international clinical trial; therefore, results can be considered broadly applicable 

to populations worldwide. Further, its primary endpoint of ORR and key secondary endpoints of DoR, DCR, PFS, and 

OS are widely regarded as appropriate to assess the efficacy of anti-cancer therapy and/or are relevant to routine 

clinical practice.  

 

While L-MIND is a proof-of-concept, single-arm study, there are several considerations that greatly strengthen its 

position as the clinical evidence base for treatment with tafasitamab in combination with lenalidomide followed by 

tafasitamab monotherapy. Most importantly, a new randomised trial in the same indication—performed to confirm 

the positive results of L-MIND—would delay the availability of the tafasitamab+lenalidomide combination for R/R 

DLBCL patients. It would take especially long to obtain results with the same level of maturity as the data currently 

available from L-MIND. This did not seem acceptable when considering the unmet need. Further, a randomised 

comparative study to confirm the findings of L-MIND would have come up against three main issues, as outlined 

below.  

The absence of an appropriate control arm 

In terms of clinical pharmacology, the combination of several treatments always raises the question of the specific 

contribution of each agent in terms of efficacy. In the specific case of two "new" treatments in the indication (ie, 

when neither is used as monotherapy for the indication), this implies comparing combination therapy with the use 

of only one of the partners to isolate the contribution of each. Therefore, a comparison of the combined therapy 

(tafasitamab and lenalidomide followed by tafasitamab monotherapy) against lenalidomide monotherapy was 

relevant. However, lenalidomide monotherapy is not a commonly used treatment in practice due to a non-optimal 

efficacy profile. Its use in combination with tafasitamab is based on the pharmacological rationale of a synergistic 

effect between the two agents and improved tolerability as lenalidomide is discontinued after 12 cycles [58].  

 

Furthermore, as an established treatment pathway is lacking in R/R DLBCL, it was not possible to compare 

tafasitamab in combination with lenalidomide followed by tafasitamab monotherapy against the SoC. At present, 

treatment consists of different chemotherapies plus rituximab and none of the current therapies have robust 

supporting evidence showing superior efficacy and safety compared to the others. Additionally, as discussed 

previously in Section 5.2.1, up to 60% of patients may develop CD20-negative transformation after treatment with 

rituximab-containing chemotherapy in the 1L.[47-49, 154] The loss of CD20 antigen expression after rituximab 

therapy greatly reduces the options for 2L+ treatment in these patients.  

 

Comparison to another control arm that better reflects patient management—ie, a chemotherapy of the clinician’s 

choice—would also be relevant to evaluate the therapeutic improvement gained with tafasitamab in combination 

with lenalidomide followed by tafasitamab monotherapy. However, it should be stressed that the choice of 

treatment in R/R DLBCL is guided by the patient's profile, local practices, and the availability of treatments at national 

and local levels (ie, CAR T-cell treatments and Pola-BR). Thus, the "case mix" of this control arm (in terms of regimens 

used and with what frequency) would depend on the centres participating in the study. Hence, the control arm 

would never be fully representative of a highly heterogeneous, real-world practice. 
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The suitability of a newer, targeted therapy as a comparator for tafasitamab in combination with lenalidomide 

followed by tafasitamab monotherapy in a clinical trial may be considered. However, alternatives to 

immunochemotherapy (Pola-BR and CAR T-cell therapies) were developed in parallel to the 

tafasitamab+lenalidomide combination. Therefore, it was not possible to anticipate these new treatments in the 

development program for tafasitamab in combination with lenalidomide followed by tafasitamab monotherapy. 

 

Currently pola-BR is approved for the treatment of R/R DLBCL patients but has not been giving a recommendation 

of use in Denmark in the UK, EU, and North America. It has been recommended for reimbursement by NICE in the 

UK, as well as in the Netherlands, Germany, Sweden, and Norway. However, notably, it received a negative final 

opinion by the French authority HAS due in part to a poor pivotal study design, a lack of efficacy shown for 

polatuzumab in relation to BR, and a historical comparison with relatively old data using different methods of 

evaluation .[155] As there may be issues with availability of this treatment in different regions and because it is not 

currently reimbursed in countries other than those mentioned above (ie, France, Italy, Spain, Belgium, Finland, 

Denmark, etc), it would not be suitable as a comparator for an international, randomised clinical trial. CAR T-cell 

therapies are only approved for DLBCL patients in the ≥3L. In practice, the administration of CAR T-cell therapy 

comprises only a minority of patients, both without comorbidities and with a kinetic of disease actually compatible 

with the manufacturing and administration time of these treatments. Real-life data with CAR T-cell therapies stress 

the need for an effective selection of patients that will ultimately benefit from these treatments, compared to the 

alternate therapies. In particular, it becomes important to identify predictive markers to exclude patients that will 

relapse early after the CAR T-cell therapy administration [156, 157]. Due to these limitations, CAR T-cell therapies 

may not be suitable for a large proportion of R/R DLBCL patients who would be candidates for treatment with 

tafasitamab and, therefore, they would not be suitable as a comparator in a clinical trial. 

The inherent imbalance between two treatment arms when only one arm has a maintenance regimen 

The EMA considers that a progression occurring under treatment may be of a different nature from a progression 

occurring outside treatment, and recommends that this should be taken into account in the design of comparative 

studies, where possible, according to the specificities of the therapeutic context [158]. Generally speaking, the 

comparison of a chronic treatment and a fixed-duration treatment, both given in parallel, makes it difficult to 

interpret the efficacy results, particularly when it comes to evaluation criteria such as DoR and PFS, which are 

censored at the time of progression. OS is indirectly impacted by subsequent treatments received after the 

experimental drug. First, it cannot be excluded that the administration scheme (maintenance, as opposed to a fixed 

duration) may have an impact on the effectiveness of these subsequent treatments (ie, selection of more aggressive 

tumours, resistance, etc). Moreover, in a trial comparing continuous and fixed treatments, the two groups of 

patients should have different outcomes if continuous treatment is effectively prolonged. The subsequent 

treatments given will also potentially be different between the two groups (since the period will be different) and 

so the OS may be biased in this context. Neither monitoring the lines of subsequent treatment, nor imposing 

following treatment are practical or ethical. Imposing the following treatment would be difficult given the highly 

individual and heterogenous treatment regimens in R/R DLBCL. Furthermore, keeping patients in a study also 

prevents them from potentially benefitting from new experimental treatments, especially if they are assigned to the 

control arm of a randomised clinical trial. The ESMO guidelines clearly indicate R/R DLBCL patients should be included 

in trials with novel therapies [24]. Finally, it should be noted that previous ASCT procedures (and now previous 

treatment with CAR T-cell therapies) are a source of complexity for the interpretation of survival data between two 

groups of patients treated for R/R DLBCL [159-162].  
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The potential for obsolescence of the results in the context of a rapidly evolving therapeutic strategy 

Since new targeted treatments are currently entering the market,[163-165] if a randomised clinical trial were started 

in the same population today, there would be a high probability that none of the currently available comparators 

would be representative of clinical practice by the time of study completion. Chemotherapy regimens with rituximab 

are less effective and have poorer safety profiles than newer, targeted treatments [166]. In addition, as discussed in 

the previous section, some newer targeted therapies such as Pola-BR and CAR T-cell therapies may not be available 

in all regions and may not be suitable for all patients who could potentially receive tafasitamab. Furthermore, several 

trials are underway evaluating treatments already approved for R/R DLBCL in other settings (eg, evaluation of CAR 

T-cell therapies at earlier stages, evaluation of new 1L protocols). 

The controlled collection of real-world data 

As mentioned above, the launch of a new prospective study would have resulted in a statistically significant 

extension of the time required to obtain results with a time frame equivalent to the maturity of the L-MIND data at 

the time of their submission. The use of external controls has the advantage of leveraging the maturity of the data 

already available.  

 

The SCHOLAR-1 study, while a large, international, pooled analysis, had a high heterogeneity that precludes relevant 

comparison. There were several key differences in the patient population compared to L-MIND. First, the patients 

in L-MIND were older with a median age of 72 years as compared to 55 years in the SCHOLAR-1 study. Second, the 

patients in the L-MIND study were transplant ineligible, and therefore, arguably more difficult to treat. Third, 52% 

of patients in L-MIND had a high-intermediate to high risk IPI score compared to 33% in the SCHOLAR-1 study, and 

therefore, an overall worse prognosis [2, 58]. Finally, the SCHOLAR-1 study did not record biomarkers such as cell of 

origin or the presence of chromosomal translocations [2]. 

 

To appropriately contextualize the data, in the absence of an randomised controlled trial, two indirect treatment 

comparisons using estimated propensity score (ePS) 1:1 Nearest Neighbour (NN) matching methodology were 

developed (RE-MIND2 and RE-MIND). These retrospective studies, which are used as external controls to the clinical 

data from tafasitamab in combination with lenalidomide followed by tafasitamab monotherapy collected in the L-

MIND study, constitute two large, real-world cohorts of R/R DLBCL patients (RE-MIND2: N=3454 and RE-MIND: 

N=490). In contrast to SCHOLAR-1, the RE-MIND studies have generated data on the outcomes of several treatments, 

in a homogenous manner, and in a well-defined population, with patients meeting the same inclusion/exclusion 

criteria as for the L-MIND study.  

Quality of the comparison 

The use of real-world data in the evaluation of a treatment for approval (EMA) or reimbursement are only acceptable 

if the data generated meet the requirements of quality, reliability, and transparency [167-169].  In the RE-MIND 

studies, the external controls were carried out independently on the basis of study protocols. The design and 

objectives of the two studies were registered and the statistical analysis plans were defined prior to the start of the 

studies. Additionally, the study designs were developed with the input of and agreed upon by the FDA (US). Several 

steps were undertaken to assure the comparability of the study groups and measurements. The methodology used 

to create the treatment groups was state of the art and included cohort balancing (see Cohort balancing). Sensitivity 

analyses were carried out to test the robustness of the results and a bias analysis was conducted to rule out the 

effect of hidden confounding factors. 
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4 History of primary refractoriness (Yes vs No) 

5 Refractoriness to last therapy line (Yes vs No) 

6 Prior ASCT (Yes vs No) 

7 Elevated LDH (LDH > ULN vs LDH ≤ ULN) 

8 Neutropaenia (ANC <1.5 x 109/L vs ANC ≥1.5 x 109/L)  

9 Anaemia (Hb <10 g/dL vs Hb ≥10 g/dL). 

Abbreviations: ANC, absolute neutrophil count; ASCT; autologous stem cell transplant; Hb, haemoglobin; LDH, lactate dehydrogenase; ULN, upper 

limit of normal. 

Source: Incyte, Data on file (RE-MIND2 CSR).[74] 

 

Note that the ECOG value and IPI score were not included in the covariate matching. While conducting the RE-MIND 

study it was noted that many ECOG values were missing. Propensity score matching requires all variable to be 

present, as such, adding ECOG on top of the other nine matching covariates would considerably reduce the 

population available for matching. Because of the already limited numbers of patients eligible for matching, reducing 

the pool further may have resulted in a small population size with inadequate statistical power. In an effort to 

balance completeness with feasibility, the decision was made to not include ECOG in the primary confirmatory 

analysis, but to perform a sensitivity analysis where ECOG was included. 

 

To balance the L-MIND cohort vs systemically-administered therapies (pooled), subgroup strata were categorised 

based on the first of the nine covariates, number of lines of therapy (ie, two or three or four therapy lines). 1:1 (the 

ratio of the L-MIND cohort to the observational cohort) NN matching without replacement was performed using the 

remaining eight baseline covariates (Table 84) per each stratum. The final matched population for analysis was the 

aggregation of the matched population of each stratum.[74] 

 

To balance the L-MIND cohort vs pre-specified treatment regimens, 1:N* NN matching for the nine baseline 

characteristics (Table 84) was performed. Comparative analysis with the L-MIND cohort was performed only if a 

certain balance of baseline characteristics had been achieved (i.e., standardized mean difference [SMD; ratio of 

difference in means on standard deviation] ≤0.2 for all covariates). A sensitivity analysis using a balanced weighting 

application of ePS (“overlap weights”) was performed for the primary efficacy endpoint and all relevant secondary 

efficacy endpoints (see Sensitivity analyses). Matching was performed only if the number of patients eligible for 

matching in the pre-specified cohort was larger than the number of patients in the L-MIND cohort FAS population.  

  

                                                                 
* ‘1:N’ denotes the ratio of the L-MIND cohort to the observational cohort with a maximum ratio of 1:4. In the interim cohort balancing, prior to 

the data cut-off date (13 November 2020), nearest neighbour matching was performed by stepwise increasing the matching ratio from 1:1 to 

1:4 until for one or more baseline covariates a SMD of 0.2 was exceeded. The matched population with SMD ≤ 0.2 for all baseline characteristics 

and the highest matching ratio was selected as the primary analysis set for endpoint calculation. At the fourth interim analysis, a decision was 

made to use a matching ratio of 1:1 for all matched analysis sets. 
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rituximab + lenalidomide; R-GemOx, rituximab + gemcitabine + oxaliplatin; R/R DLBCL, refractory or relapsed diffuse large B-cell lymphoma; SAP, 

statistical analysis plan; SMD, standardized mean difference; ULN, upper limit of normal.  

*Given the observational nature of the study, there might be a bias in favor of the L-MIND cohort because of the following reasons: For patients 

treated in a clinical trial it is more likely that an early but short-lasting response to the treatment is adequately captured due to the precisely 

defined tumor assessment frequency in the protocol. For patients treated in daily practice outside of a clinical trial a short-lasting response may 

be missed because the schedule of assessments per local practice may be less frequent or be influenced by external factors such as scan 

availability etc. In such cases only a progression event might be recorded. Patients treated in daily practice outside of a clinical trial may have a 

lower chance to have an objective response recorded to a particular treatment due to an early discontinuation without adequate assessment of 

tumor progression. In a clinical trial the protocol mandates to continue treatment until progression is recorded with an adequate tumor 

assessment. To mitigate this bias, a 6-months follow up rule will be applied for certain analyses.  

A minimum of 6 months’ follow-up time was met if: 1) a patient responded (CR or PR) or progressed or died within six months from index date 

(from study day 1 to 183), OR 2) a responding patient (CR or PR as best response during analysis window) had a baseline tumour assessment and 

at least one post-baseline response assessment available at six months or later (on or after study Day 184) OR 3) any patient who had at least 

one disease response assessment with SD, “indeterminate”, “not evaluable” or “other” within six months from index date (from study Day 1 to 

183) with at least one assessment or death at six months or later (or on after study Day 184). Patients did not fulfill the minimum of six months’ 

follow-up time if they were non-responding (SD or PD as best response) with a first tumor response assessment beyond six months. Notice for 

observational cohorts the 6-months follow-up rule will be applied per therapy line. 

†Of note: the eligibility/non-eligibility criteria described were also applied to the L-MIND patients prior to their inclusion in the FAS. 
‡Matching exercises and comparative analyses were not performed in other pre-specified treatment cohorts due to limited number of patients 

eligible for matching.  

§The nine baseline covariates were: Age (as categorical variable with subgroups <70 vs ≥70 years of age); Ann Arbor Stage I/II vs III/IV; 

Refractoriness to last therapy line (Yes vs No); Number of prior lines of therapy (1 vs 2/3); History of primary refractoriness (Yes vs No); Prior ASCT 

(Yes vs No); Elevated LDH (LDH>ULN vs LDH≤ULN); neutropaenia (ANC<1.5x109/L vs ANC≥1.5x109/L); anaemia (Hb<10 g/dL vs Hb≥10 g/dL). 

Source: Source: Incyte, Data on file (RE-MIND2 CSR).[74] 

Study endpoints 

The RE-MIND2 study included the following endpoints:[74] 

 Primary endpoint: OS 

 Secondary endpoints: 

o ORR 

o CRR 

o DoR 

o Event-free survival (EFS) 

o PFS 

o TTNT 

o Treatment discontinuation rate due to AEs 

o Duration of treatment exposure 

The endpoints OS, ORR, CRR, and PFS were analysed for the pooled, BR, and R-GemOx cohorts for the following 

subgroups:[74] 

o Age <70 vs ≥70  

o Ann Arbor disease stage I+II vs III+IV  

o Refractoriness to last therapy line (Yes vs No)  

o Number of prior lines of therapy (1 vs 2/3)  

o History of primary refractoriness (Yes vs No)  

o Prior ASCT (Yes vs No)  
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Statistical analysis of study endpoints 

The following efficacy endpoints were assessed: 

1) Time to event including OS (primary endpoint), PFS, TTNT, DoR, EFS 

 Standard Kaplan−Meier methodology were used. 

 Log-rank test and hazard ratio (HR) along with 95% CI and the associated p-values using Cox proportional 

hazard model were reported. 

2) Binary including ORR and CRR 

 Fisher’s exact tests were performed and p-values were presented.  

 Treatment effect in terms of difference in ORR or CRR between the two cohorts was estimated and exact 

95% CI was presented.  

 Odds ratio (OR) of ORR or CRR and the ratio of the proportions were presented.  

 

Treatment discontinuation rates per cohort due to AEs and duration of exposure to study treatment were 

analysed via descriptive statistics. 

Sensitivity analyses 

To improve the cohort balancing of L-MIND vs observational cohorts, sensitivity analyses were completed in which 

NN matching was performed to achieve an SMD of ≤0.2 for 11 covariates, including:[74] 

 Eight of the nine covariates listed in Table 84 that were used for the primary analysis  

o ‘History of primary refractoriness (Yes vs No)’ was replaced by two covariates: 

 ‘History of primary progressive (Yes vs No)’: Best response of PD or SD during treatment 

 ‘History of early relapse (Yes vs No)’: Progression within six months (183 days) after 1L 

completion  

 ECOG (0 to 1 vs ≥2)  

 

The sensitivity analysis set MAS_Pool_11Cov was generated for systemic therapies pooled and MAS_R-

GemOx_11Cov was generated for pre-specified treatments. MAS_Pool_11Cov included 1:1 matched patients from 

the L-MIND cohort and the observational cohort using the 11 baseline covariates for matching. 

 

Additional sensitivity analyses conducted (Incyte, Data on file; RE-MIND2 CSR) [74]: 

 Balancing using overlap weights on ePS.  

o Balancing weight approaches used weights based on the ePS to create a sample in which the 

distribution of measured baseline covariates was independent of treatment assignment and 

estimated the average treatment effect in this population. The endpoint analyses are then 

weighted by the selected balancing weight to estimate effects of treatments (i.e., the ePS weights 

are employed through the relevant SAS procedure with its WEIGHT option). Robust variance 

estimation is used to account for the weighted nature of the sample. 

 A four-step process will be used with overlap weights in the FAS population: 

 Create two strata under 2nd therapy line and 3rd therapy line 

 Estimate propensity scores (𝑝𝑖) for each patient in each strata 

 Check overlap between cohorts on ePS distributions and logistic model to 

estimate propensity scores of each strata as mentioned above; 

 Use overlap weights to balance cohorts of each strata: patients in L-MIND trial 

will be weighted with 1−𝑝𝑖 while patients in Observational study will be weighted 

with 𝑝𝑖 , where 𝑝𝑖 is the estimated propensity score of a patient being assigned 

to the L-MIND cohort. 
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(a) Subset of L-MIND patients matched with the observational cohort for pooled systemic therapies (MAS_Pool) 
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(a) Subset of L-MIND patients matched with the observational cohort for pooled systemic therapies (MAS_Pool) 
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Appendix G –Extrapolation 

Tafasitamab and Lenalidomide 

Following the recommendations by the DMC on survival data extrapolation, six parametric distributions were fitted 

to extrapolate long-term OS, PFS, and treatment discontinuation data based on the L-MIND study [172]:  

 The exponential distribution is a one-parameter function that is considered the simplest parametric model. In 

the exponential model, the hazard is modelled to be constant over time.  

 The Weibull model is a function of two parameters: a shape and a scale. The exponential model is a particular 

case of the Weibull model where the scale of the parameter is set to be one. As a result, this model is more 

flexible than the exponential model and can better investigate complex survival patterns.  

 The Gompertz distributions are also a function with two parameters: a shape and scale.  

 The log-logistic and lognormal distributions share many similarities. They have a hazard function that can be 

non-monotonic with respect to time. Furthermore, due to their functional forms, the two models typically 

produce long tails in the survivor function. As a result, the clinical validity of log-logistic and lognormal survival 

models must be carefully assessed.  

 The generalised gamma distribution is a flexible, three-parameter model. The Weibull, exponential, and 

lognormal distributions are special cases of the generalised gamma distribution. However, the long-term 

projections may be unduly influenced by the end of the KM curves (which are based on a small number of 

patients) due to the distribution’s flexibility. Therefore, the clinical validity of the projected survival must be 

assessed, like the lognormal and log-logistic distributions.  

 

The process of selecting a ‘best-fitting’ distribution involves considerations based on the observed data regarding 

goodness-of-fit and plausibility of results [172, 173]. 

 

In line with guidance from the DMC, the following criteria were considered when selecting the most appropriate 

parametric fits to the data where incomplete survival data were available [174]: 

 Goodness-of-fit statistics: (Akaike Information Criterion [AIC] and Bayesian Information Criterion [BIC]) 

 Statistically, the best fit to the observed data is the curve with the lowest AIC and BIC 

 Visual inspection of the fits in relation to the observed data 

 Clinical validity of long-term projections (which was confirmed in discussions with clinical experts) 

 Validity of projections in relation to external data (where available) 

 

In addition, the following considerations were also used to determine the best fitting plot: 

 Classifications of relative statistical fit compared to the model with the lowest AIC and BIC based on 

modified Burnham/Anderson and Kass/Raftery rules, similar to those adopted by the ERG in NICE TA612 

and NICE TA640 [175-179]: 

o Modified Burnham/Anderson rules for AIC: 

 All models within 4 points of the model with the lowest AIC were classified as ‘good’ 

relative statistical fits 

 Models within 4 to 7 points were classified as ‘neutral’ relative statistical fits 

 Models within 7 to 10 points were considered ‘inferior’ relative statistical fits 

 Models with a >10-point difference were considered as ‘poor’ relative statistical fits 

o Modified Kass/Raftery rules for BIC: 

 Models within 10 points of the model with the lowest BIC were considered ‘reasonable’ 

relative statistical fits 
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Figure 48. TTD Curves for the Comparators Using Median Treatment Durations  

Abbreviation: TTD= Time to Treatment Discontinuation 
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Appendix I – Probabilistic sensitivity analyses (PSA) inputs 
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