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Aim: Epcoritamab, the first subcutaneous (SC) bispecific approved for relapsed/refractory diffuse large
B-cell lymphoma (R/R-DLBCL), offers potential advantages in terms of healthcare resource utilization
(HCRU) associated with its SC administration. This study aimed to estimate HCRU and associated costs
of R/R-DLBCL treatments, to inform health technology assessment agencies, institutional decision makers
and healthcare professionals (HCP) from both a Canadian and Quebec perspective. Secondary objectives
included using a societal perspective and estimating chair time and HCP time involved in administering
treatments. Materials & methods: A 1-year costing analysis was developed comparing epcoritamab to
other R/R-DLBCL treatments, including glofitamab, CAR-T cell therapies, chemotherapy, Pola-BR and
Tafa-Len. HCRU and associated costs included pretreatment, administration, monitoring, and adverse
event management. Acquisition costs of active treatments were excluded. Multiple time horizons were
assessed. Model inputs were retrieved from product labels and validated by clinical experts to reflect
practice. Results: From the Canadian and Quebec healthcare system perspective, total 1-year HCRU costs
ranged from $11,009 to $54,946 and $10,041 to $54,362, respectively. Epcoritamab ranked as the second
least costly comparator after chemotherapy, with notable HCRU savings driven by low administration
costs of SC injections and adverse event management costs. Epcoritamab ranked similarly from a societal
perspective and scenario analysis evaluating a 2-year time-horizon. Epcoritamab had the lowest annual
chair time and HCP time, freeing up resources and HCP availability. Conclusion: Considering the highly
constrained Canadian healthcare system, SC epcoritamab offers substantial HCRU-related cost saving, chair
time savings and HCP time savings when compared with other available treatments, making it an effective,
efficient and patient-centric treatment option for R/R-DLBCL in Canada.

Plain language summary
What is this article about? Treatments for relapsed/refractory diffuse large B-cell lymphoma (R/R-DLBCL)
include a wide array of therapies, each with their own dosing schedules, methods of administration,
adverse event rates and monitoring requirements. Epcoritamab, the first subcutaneous (SC) treatment
for R/R-DLBCL, has recently received marketing authorization from Health Canada. However, to date,
no study has assessed the healthcare resources utilization and associated costs of a novel therapy
like epcoritamab versus other R/R-DLBCL treatments. Given the crisis surrounding Canada’s healthcare
system and workforce, it is imperative to optimize treatment management to alleviate the strain on the
healthcare system. Therefore, we performed this research to assess the healthcare resources utilization
and associated costs of epcoritamab versus other R/R-DLBCL treatments, to better understand the impact
of these treatments on the healthcare system.
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What were the results? From both the Canadian and Quebec healthcare system perspective, epcoritamab
was found to be the second least costly treatment option compared with other current and novel
treatments for R/R-DLBCL. Epcoritamab was also assessed as the treatment with the least total chair time
and healthcare personnel time, due to its SC mode of administration.
What do the results mean? The healthcare resources saved with SC epcoritamab compared with other
treatments in R/R-DLBCL could help alleviate the strain on the Canadian healthcare system. This could
allow resources to be redirected to other institutional priorities, and thereby enhance the accessibility
and standard of healthcare services provided to Canadian patients.

Shareable abstract: This study suggests that the Canadian healthcare system could benefit from treating
R/R-DLBCL with subcutaneous epcoritamab, considering the estimated potential savings in healthcare
resources and associated costs. #HEOR #healtheconomics #DLBCL #epcoritamab #healthcareresource
#healthcarecosts #HCRU #healthcareresourceutilization #subcutaneous #costinganalysis #value

First draft submitted: 15 December 2025; Accepted for publication: 8 April 2026; Published online:
20 April 2026
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Diffuse large B-cell lymphoma (DLBCL) is a type of non-Hodgkin’s lymphoma (NHL) [1]. DLBCL is the most
common type of aggressive NHL, accounting for approximately 30% of all NHL cases [2]. DLBCL can occur at any
age, with the median age of patients being diagnosed around 67 years old [1,3]. At diagnosis, 30–40% of DLBCL
cases are localized, while the remaining are diagnosed with widespread disease, involving lymph nodes and other
parts of the body [1].

First-line treatment consists of R-CHOP (rituximab in combination with cyclophosphamide, doxorubicin,
vincristine and prednisone), a widely used monoclonal antibody and chemotherapy combination. While approxi-
matively 50% of patients with DLBCL treated with R-CHOP may expect to be cured, 30–50% of patients will be
resistant or will experience relapse on this treatment [4]. Patients with relapsed/refractory DLBCL (R/R-DLBCL)
who are eligible for transplant may receive high-dose chemotherapy and autologous stem cell transplantation. How-
ever, chimeric antigen receptor T-cell (CAR-T) therapy has recently replaced autologous stem cell transplantation
for transplant eligible patients with primary refractory disease or a relapse within 1 year of first line therapy based
on a reduced risk of mortality [5]. Transplant ineligible R/R-DLBCL patients may receive strategies that combine
monoclonal antibodies with chemotherapy such as polatuzumab vedotin in combination with bendamustine and
rituximab (Pola-BR), tafasitamab in combination with lenalidomide (Tafa-Len) or platinum-based regimen such as
or similar to gemcitabine-oxaliplatin plus rituximab (R-GemOX) [4]. Transplant ineligible R/R-DLBCL patients
who have received at least two prior lines of systemic therapy may receive the above mentioned therapies, as well as
CAR-T therapy (i.e., tisagenlecleucel [tisa-cel], axicabtagene ciloleucel [axi-cel] or lisocabtagene maraleucel [liso-
cel]) [4]. Bispecific monoclonal antibodies have now entered the Canadian treatment landscape in DLBCL after
at least two prior lines of therapy. Epcoritamab and glofitamab both target CD3 on T-lymphocytes and CD20, a
protein found on the surface of certain types of immune system cells, including B cells [6]. Epcoritamab is delivered
subcutaneously (SC) until disease progression or intolerance, whereas glofitamab is infused intravenously (IV) for
a fixed duration [6–10].

To date, no published Canadian healthcare resources utilization (HCRU) studies in R/R-DLBCL exist to
assess the HCRU and associated costs of a novel therapy such as bispecific monoclonal antibodies versus other
R/R-DLBCL treatments, each with different dosing schedules, administration routes, adverse event (AEs) rates
and monitoring requirements. Furthermore, no previous studies have performed an analysis from the institutional
decision maker’s perspective, including the cost of staff time, consumables and facility costs. Given the crisis
surrounding Canada’s healthcare system and workforce, largely due to staff shortages caused by burnout, resignations
and early retirement, it is imperative to prioritize treatment management and provide support to alleviate the strain
on the healthcare system in any feasible way [11,12].

As such, the primary objective of this study was to assess HCRU and estimate associated costs of HCRU of
approved R/R-DLBCL treatments for patients who are transplant ineligible and have received at least two prior
lines of systemic therapy, to inform Canadian institutional decision makers, health technology agencies (CADTH
and INESSS) and healthcare professionals. Of note, this study is a follow-up of a previously published USA
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model comparing costs of epcoritamab with many potential comparators in the management of patients with
R/R-DLBCL after two or more lines of therapy and represents an adaptation of the model to a Canadian and
Quebec healthcare system perspective [13]. Secondary objectives included estimating HCRU and associated costs
of R/R-DLBCL treatments using a societal perspective and estimating the time required to receive and administer
R/R-DLBCL treatments, from a patient and institution perspective.

Materials & methods
Patient population
The target population considered for this costing study was constituted of Canadian adult patients with R/R-
DLBCL who are transplant ineligible and have received at least two prior lines of systemic therapy, in line with the
approved Health Canada indication of epcoritamab [6,9].

Comparative treatments
Epcoritamab was compared with treatments approved by Health Canada for the treatment of patients with
transplant ineligible R/R-DLBCL, who have received at least two prior lines of systemic therapy. If treatments
have received a negative recommendation from CADTH or INESSS, they were excluded as potential comparators,
within their respective perspective. The comparators are specific for the Canadian (Ontario) and Quebec healthcare
systems perspectives. The Canadian comparators include:

• Glofitamab [10]

• Lisocabtagene maraleucel (Liso-cel) [14]

• Tisagenlecleucel (Tisa-cel) [15]

• Axicabtagene ciloleucel (Axi-cel) [16]

• Polatuzumab vedotin in combination with bendamustine and rituximab [17,18] (Pola-BR) – rituximab included
as both SC and IV treatments

• Chemotherapy: R-GemOx

Note that tafasitamab received a negative recommendation from CADTH in October 2022, and pCPA negoti-
ations were not pursued. Therefore, it was not considered as a comparator from a Canadian perspective [19].

Quebec comparators were the same, with the exception that Tafa-Len which has received a positive INESSS
recommendation [20] and was therefore included, while Pola-BR has received a negative recommendation from
INESSS in May 2021, and was consequently not considered as a comparator from a Quebec perspective [21].

Perspective
The costing study provided cost estimates from the healthcare system and societal perspectives, for both the Canadian
and Quebec perspectives. The healthcare system perspective included direct medical costs only while the societal
perspective included direct and indirect cost (patient and caregiver lost productivity and patient out-of-pocket
costs).

Time horizon
The base-case model was based on a 1-year time horizon, in order to capture all essential HCRU and associated
costs. The model also allowed for different time horizons including first 30 days, 6 months and 2 years. A scenario
analysis was also included using the median treatment duration of each comparator for the time horizon. The choice
of these time horizons was deliberate, aiming to evaluate how costs were influenced with varying timeframes. For
instance, for CAR-T cell therapies, most of the costs occur in the first month of treatment, while for epcoritamab, a
2-year time-horizon would allow to capture a fuller extent of HCRU and associated costs, accounting for different
durations on treatment. In fact, the median treatment duration of epcoritamab was reported as 5 cycles of 28 days
(equivalent to 4.6 months) in the EPCORE-NHL-1 trial, with approximately 13.4% of DLBCL patients still on
treatment at 26 cycles (2 years) [6].

HCRU & associated costs
The values of the costing study were obtained from multiple sources, specific for the Canadian and Quebec
healthcare system perspectives. When available, HCRU information was retrieved first from the treatment product

10.57264/cer-2025-0187



Research Article Guinan, Pelletier, Ham et al.

monograph. If not available, the most recent data from literature (including follow-up studies) was used instead.
Note that additional parameters were considered based on Canadian practice and validation conducted by clinical
experts. One clinical expert in Ontario and one in Quebec were selected to review model inputs and results for
clinical validity. Of note, costs were adjusted to 2023 Canadian dollars, using all items Consumer Price Index for
Statistics Canada [22].

Pretreatment/premedications

Pretreatment and premedications were established for each comparator. Information was retrieved from product
monographs (when available), Cancer Care Ontario (CCO) regimens or clinical trials, as appropriate. Required
pretreatment and premedications for each comparator are presented in supplementary material, Supplementary
Table 1.

CAR-T therapy associated costs
CAR T-cell therapies require leukapheresis, cryopreservation, bridging therapy as well as lymphodepleting therapy.
All patients in the tisa-cel arm were assumed to incur the cost of leukapheresis and cryopreservation procedures.
Cryopreservation was not required for axi-cel and liso-cel as they are manufactured using fresh apheresis products [23].
Unit costs of cryopreservation and leukapheresis are presented in Table 1.

Bridging chemotherapy is administered to stabilize the disease while waiting for CAR-T manufacturing. In line
with CADTH report of axi-cel as well as clinical expert input, the proportion of patients requiring bridging therapy
was assumed equal for all CAR-T therapies [31]. Based on clinical expert input, for both the Canadian and Quebec
perspectives, 75% of patients of all CAR-T therapies were assumed to receive bridging therapy. The cost of bridging
therapy was based on a basket of treatments defined by clinical experts, as detailed in the supplementary material,
Supplementary Table 2.

Lymphodepleting treatment is administered to facilitate the activity and the expansion of CAR-T cells. Based on
clinical expert input, 75% of patients are assumed to receive lymphodepleting therapy for all CAR-T cell therapies
in Canada and 100% of patients in Quebec, considering that some patients cannot safely tolerate the standard
lymphodepleting regimen. Lymphodepleting therapy was assumed to be fludarabine and cyclophosphamide for all
CART-T cells, with specific regimens for each treatment in line with respective clinical trials [32–35].

Costs of all medications required for pretreatment (including bridging therapy and lymphodepleting therapy)
were retrieved from the Ontario Drug Benefit Formulary for the Canadian perspective, and from the Régie de
l’assurance maladie du Quebec (RAMQ) from the Quebec perspective (Supplementary Table 3) [36,37]. When not
available from provincial formularies, IQVIA Delta PA was used instead [38]. Of note, price estimates were used for
treatments that have not yet received reimbursement from provincial drug plans.

Drug administration resource use

For oral therapies, no administration costs were considered. For injectable regimens, costs were differentiated for
outpatient and inpatient administration.

Outpatient administration costs
Administration costs in an outpatient setting consisted of delivery costs (i.e., physician fee), nursing workload
costs, pharmacy workload costs and infusion chair time costs. Table 1 shows the unit costs of drug delivery (per
visit), nursing workload (per min), pharmacy workload (per min) and infusion chair time (per min) [24–28]. The
durations in minutes were estimated based on infusion time in the Mayo Clinic CAR-T Cell Therapy Program
for CAR-T therapies, from the monographs published by CCO as well as clinical experts’ input, where applicable
(Supplementary Table 4) [10,39–42].

Inpatient administration costs
Administration costs in an inpatient setting consisted of infusion/treatment-related hospitalization and intensive
care unit admission, for each comparator. Unit cost for hospitalization and intensive care unit are presented in
Table 1 [43]. The proportion of patients requiring hospitalization and ICU for each treatment, along with length of
stay, were based on literature and clinical experts’ input (Supplementary Table 5).
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Table 1. Model and cost parameters.
Cost parameters Canadian input Quebec input Reference Ref.

CAR-T therapy associated costs

Leukapheresis $2759.00 $1423.10 CADTH Axi-cel DLBCL Report; INESSS (Quebec) DLBCL
HTA recommendation

[16,57]

Cryopreservation $279.45 $281.38

Weighted average cost of
bridging therapy

$12,811 $12,881 See Supplementary Material Table 2

Outpatient drug administration unit costs

CAR-T therapies: physician fee
(per visit)

$105.15 $266.95 Ministry of Health of Ontario. Schedule of Benefits. Code
G359; Manuel des médecins spécialistes. Code 16054

[24,25]

Injectable chemotherapy:
physician fee (per visit)

$75.00 $22.25 Ministry of Health of Ontario. Schedule of Benefits. Code
G345; Manuel des médecins spécialistes. Code 00734

[24,25]

Subcutaneous: physician fee –
subcutaneous (per visit)

$3.89 $0.00 Ministry of Health of Ontario. Schedule of Benefits. Code
G372; RAMQ does not pay for this fee

[24]

Nurse average wage (per min) $0.67 $0.62 Government of Canada, Job Bank (NOC 31301)]; Statistics
Canada, Table 14-10-0043-01

[26,27]

Pharmacist average wage (per
min)

$0.89 $0.97 Government of Canada, Job Bank (NOC 31120); Statistics
Canada, Table 14-10-0043-01

[26]

Infusion chair time (per min) $0.90 $0.89 Pettigrew (2016) [28]

Inpatient administration costs

Hospitalization $1397.54 $1395.25 CIHI, 2016 [58]

ICU $4422.86 $4415.64 CIHI, 2016 [58]

Professional fee costs inputs

Consultation visit
Initial
Repeat

$166.50
$105.25

$239.85
$56.85

Schedule of Benefit for physician services, code A445
(initial), code A446 (repeat); Manuel des Médecins
spécialistes, code 09160 (initial), 19152 (repeat)

[24,25]

Nurse follow-up call – $18.60 Government of Canada, Job Bank (NOC 31301);
Assuming 30 min per follow-up call

[27]

CT scan $303.20 $154.20 Schedule of Benefits for physician services, code X125,
X126, X233; Manuel des services de laboratoire en
établissement, code 08262, code 08268

[24,25]

PET scan $255.20 $136.70 Schedule of Benefit for physician services, code J705];
Manuel des services de laboratoire en établissement,
Code 08778

[24,25]

Workforce inputs

Average hourly wage, $/hour $31.96 $30.96 Statistics Canada [29]

Average usual hours worked per
day, hours

7.56 7.44 Statistics Canada [30]

Average employment rate for
caregivers, %

62.1% 62.3% Statistics Canada [59]

Out-of-pocket costs $217.85 $181.58 See Supplementary Material Table 17

Axi-cel: Axicabtagene ciloleucel; CADTH: Canadian Agency for Drugs and Technologies in Health; CAR-T: Chimeric antigen receptor T-cell; CT: Computed
tomography; CIHI: Canadian Institute for Health Information; DLBCL: Diffuse large B-cell lymphoma; ICU: Intensive care unit; INESSS: Institut national en
santé et services sociaux; PET: Positron emission tomography; RAMQ: Regie de assurance maladie du Quebec.

Follow-up & monitoring costs

Routine follow-up and monitoring frequencies, including consultation visits, nurse call follow-ups, CT scans,
positron emission tomography (PET) scans and laboratory tests per treatment, were derived from individual
treatment product monographs as well as CCO regimens and validated by clinical experts [44]. Unit costs of these
medical services are presented in Table 1 (unit cost of laboratory tests in Supplementary Table 10), while the
frequency per treatment cycle, are presented in the supplementary material (Supplementary Tables 6–9).

Management of adverse events

The frequency of AEs for each treatment regimen was retrieved from their respective clinical trials or product
monograph. Only grades 3 and 4 AEs in at least 5% of patients were considered, as reported in Supplemen-
tary Table 11 [10,32–34,45–47]. Considering the severity of immune effector cell-associated neurotoxicity syndrome
(ICANS), all grade AEs were retrieved (includes all neurological events). The proportion of AEs managed in-
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patient or outpatient was validated by clinical experts and unit costs per event are presented in Supplementary
Table 12 [43,48].

In addition, the study separately modelled the costs associated with all grade cytokine release syndrome as it could
be associated with substantial resource use. The unit cost per dose as well as administration costs of tocilizumab are
presented in Supplementary Table 13, while the frequency of all-grade cytokine release syndrome and utilization
of tocilizumab are presented in Supplementary Table 14 [38,49,50].

Costs of productivity impairment

For the societal perspective analysis, productivity impairment for patients and caregivers as well as out-of-pocket
costs were considered. For both patients and caregivers, data on employment and salaries was retrieved from
Statistics Canada (Table 1) [29,30].

Productivity impairment for patients
Productivity impairment for Canadian patients was calculated considering the average employment rate for patients
with DLBCL and the percentage of work impairment during treatment administration (Supplementary Table 15),
as well as the time during treatment with work impairment, over the specified time horizon of the model. The
estimation of work impairment during treatment for patients was established based on the following assumptions,
validated with clinical experts:

• Epcoritamab: Assuming 2 full days off work for the first full injection (hospitalization), followed by a full day of
work lost for every other injection.

• Glofitamab: Assuming 1 day lost for pretreatment with obinutuzumab, 2 full days off work for first injection
(hospitalization), followed by a full day of work lost for every injection.

• CAR-T cells: Assuming time lost equivalent to 1 month prior and 1 month following CAR-T cell injection.
• Tafa-Len: Assuming one full day of work lost per injection.
• Chemotherapy & Pola-BR: Assuming patients receiving chemotherapy will not be able to work over the entire

treatment duration [51].

Productivity impairment for caregivers
Productivity impairment for caregivers was calculated considering the proportion of patients requiring caregiver
assistance, the proportion of unpaid assistance from a partner/relative/friend, the average time missed off work and
the average employment rate for caregivers. Summary of inputs related to productivity impairment for caregivers
are presented in Supplementary Table 16.

Out-of-pocket costs
Out-of-pocket costs included travelling costs, parking costs as well as the cost of accommodation and meal expenses
for patients residing in rural areas. Total out-of-pocket costs (Table 1) was calculated based on the average number
of infusion visits over the selected time horizon. Summary of inputs related to out-of-pocket costs are presented in
Supplementary Table 17.

Results
Base-case results
Total annual costs – Canada

Healthcare system perspective
Over a 1-year time horizon, total annual costs of HCRU (excluding drug costs) of R/R-DLBCL treatments for
patients who are transplant ineligible and have received at least two prior lines of systemic therapy ranged from
$11,009 to $54,946, with CAR-T cell therapies representing the most resource-intensive treatments (Figure 1A &
Supplementary Table 19). Overall, epcoritamab was the second least costly ($13,941) comparator, after R-GemOX.
Additionally, epcoritamab was considered the most cost-saving option, based on costs related to SC administration
(savings of $1725 to $19,410) and AEs management (savings of $230 to $14,887) (Supplementary Table 20).
In terms of monitoring costs, epcoritamab is slightly more expensive than other comparators, considering it is
administered until disease progression or unacceptable toxicity. Overall, epcoritamab incurred savings versus CAR-
T cell therapies (-63% to -75%), followed by glofitamab (-38%) and Pola-BR (-18%), while being costlier than
R-GemOX (27%).
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Societal perspective
Similar results were obtained from the Canadian societal system perspective, as each cost category was identical to
the healthcare system perspective, but in addition to costs related to productivity impairment for each comparator.
Costs of productivity impairment for R-GemOX were the highest with a total of $23,804, followed by CAR-
T cell therapies ($11,920) and epcoritamab ($11,756). The total and incremental costs related to productivity
impairment are presented in Supplementary Tables 19 & S20, respectively. Similar to the Canadian healthcare
perspective, epcoritamab ranked the second least costly comparator in terms of HCRU to treat patients with
R/R-DLBCL, after Pola-BR, as presented in Figure 1B.

Productivity impairment is slightly higher for epcoritamab than for glofitamab due to a greater number of
administrations over the treatment course (29 vs 15). This reflects continuous dosing until disease progression
or unacceptable toxicity for epcoritamab, compared with a fixed 12-cycle regimen for glofitamab. Despite higher
productivity loss associated with epcoritamab, total annual HCRU costs from a societal perspective are lower than
those of glofitamab. Glofitamab incurs higher HCRU costs due to the time and resource requirements associated
with IV administration. As shown in Supplementary Table 4, glofitamab requires substantially more nurse time (64
vs 10 min), pharmacist time (28 vs 5 min) and chair time (120 vs 30 min) compared with epcoritamab. In addition,
IV administration is associated with higher physician fees and increased management of infusion-related reactions.
Overall, the lower HCRU costs observed with epcoritamab offset the higher productivity loss costs compared with
glofitamab, from a societal perspective.

Total annual costs – Quebec

Healthcare system perspective
Total annual costs of HCRU from the Quebec healthcare system perspective resembled the Canadian situation:
epcoritamab was the second least costly ($10,500) comparator, again after R-GemOX. In Quebec, the total
annual costs of HCRU of R/R-DLBCL treatments ranged from $10,041 to $54,362, with CAR-T cell therapies
representing once more the most resource-intensive treatments (Figure 2A & Supplementary Table 19). When
compared with all other treatment options, epcoritamab was considered the most cost-saving option in every
treatment cost category, excepted for monitoring (i.e., epcoritamab slightly more expensive than other comparators)
and premedications (only R-GemOX was less costly), as shown in Supplementary Table 20. Overall, epcoritamab
incurred savings versus CAR-T cell therapies (-72% to -81%), glofitamab (-43%) and Tafa-Len (-29%), while
being more slightly costlier than R-GemOX (5%).

Societal perspective
From a societal perspective, total annual costs of HCRU ranged from $20,995 to $65,739, with epcoritamab being
the least costly ($20,995) comparator (Figure 2B), reducing total costs between 12 and 68% compared with all
other R/R-DLBCL treatments available in Quebec (Supplementary Table 20).

Chair time & HCP time per patient

The present study set out to estimate the time required to receive and administer current and novel R/R-DLBCL
treatments, from a patient and institutional perspective. Over a 1-year period, the total infusion chair time plus
healthcare professional (HCP; including nurse and pharmacist) time associated to each comparator ranged from
1215 to 7781 min (Figure 3). Epcoritamab represented the comparator associated with the least total chair time and
HCP time combined (1215 min), as depicted in the Figure 3. For each comparator regimen, chair time contributed
the most to total time spent per patient. Notably, as a SC treatment, epcoritamab was the comparator associated
with the least total chair time (810 min). Results revealed that for every 100 hypothetical patients treated with
epcoritamab, epcoritamab could potentially free up capacity to treat between 90 and 589 more patients (Table 2).
Results were similar from a Quebec perspective.

Patient time saved based on productivity impairment

According to Prica (2021), the average employment rate for patients with R/R-DLBCL is estimated at 66% [52].
Therefore, it is important to note that not all R/R-DLBCL patients will experience work-related productivity
impairment, considering a substantial number of patients are already retired at diagnosis. Specifically, for employed
patients, the total treatment-associated annual productivity impairment (in days) per patient was estimated to be the
highest for R-GemOx (112 days), followed by CAR-T cells (60 days), Tafa-Len (31 days), epcoritamab (29 days),
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Table 2. Increased patient capacity based on chair time.
Comparator Total chair time (min) Incremental time (min) Increased patient capacity per 100 hypothetical patients treated†

Epcoritamab 810 Reference Reference

Glofitamab 1860 1050 130

CAR-T (Canada) 1536 726 90

CAR-T (Quebec) 1581 771 95

Pola-BR (Canada) 4725 3915 483

R-GemOX 3165 2355 291

Tafa-Len (Quebec) 5580 4770 589

†Calculated by multiplying the incremental time per patient by 100, and dividing by the estimated chair time per patient of epcoritamab.
CAR-T: Chimeric antigen receptor T-cell; Pola-BR: Polatuzumab vedotin + bendamustine + rituximab; R-GemOX: Rituximab + Gemcitabine + Oxaliplatin;
Tafa-Len: Tafasitamab + lenalidomide.

glofitamab (15 days) and Pola-BR (13 days). The productivity impairment of epcoritamab is slightly higher than
glofitamab due to the higher number of treatment administrations, considering epcoritamab is administered until
disease progression or unacceptable toxicity while glofitamab is administered for 12 cycles of 21 days. However,
despite the higher number of administrations, the total annual costs of HCRU from a societal perspective remain
less expensive for epcoritamab compared with glofitamab, mostly because of the long administration time and
resources required to administer IV glofitamab compared with SC epcoritamab. It is also noteworthy to mention
that a conservative assumption was used to calculate productivity impairment, assuming one full day of work lost
per administration, for both epcoritamab and glofitamab. Considering that the chair time of epcoritamab was
estimated at 30 min due to its SC injection and glofitamab at 240 min, aligned with its product monograph for IV
infusion, patients spend shorter time periods in outpatient clinics per administration with epcoritamab compared
with glofitamab, which increases patient convenience and allows additional time from their day off work to rest
and attend to their personal needs [53–55].

Sensitivity analyses
Time horizon

As differences exist in treatment duration between the comparators (e.g., some use a fixed set of cycles, others, like
epcoritamab, are prescribed until disease progression), sensitivity analyses were conducted to model different time
horizons (i.e., first 30 days, 6 months, 1-year, 2-years and median treatment duration [Supplementary Table 18]).
Supplementary Table 22 presents the disaggregated results by comparator for all available time horizons and
perspectives, while Supplementary Table 23 reflects the diverse rankings of epcoritamab versus its comparators
based on total HCRU costs. From a Canadian perspective, epcoritamab ranked as the least and second least
resource-intensive comparator in 30% and 60% of cases, respectively. From a Quebec perspective, epcoritamab
ranked as the least and second least resource-intensive comparator in 40% and 40% of cases, respectively.

Subcutaneous rituximab

According to clinical experts, some Canadian provinces could be using rituximab SC instead of rituximab IV for
Pola-BR and R-GemOx regimens. Therefore, a sensitivity analysis using rituximab SC was conducted. Total costs
over a 1-year time-horizon were similar to the base-case Canadian and Quebec healthcare system perspectives, with
each comparator obtaining the same ranking (Supplementary Table 19).

Excluding first dose hospitalization for epcoritamab & glofitamab

Despite monitoring in hospital for the first dose of epcoritamab and glofitamab was reported in their respective
clinical trials, this might not be reflective of clinical reality and is not indicated within their product monographs [6–

10]. For this reason, a sensitivity analysis was conducted to exclude the assumption of hospitalization upon first
dose administration. Total costs over a 1-year time-horizon were similar to the base-case Canadian and Quebec
healthcare system perspectives, with each comparator obtaining similar ranking (Supplementary Table 24).

Discussion
To our knowledge, this is the first study to estimate HCRU and the associated costs for the management of
R/R-DLBCL from both the Canadian and Quebec healthcare system and societal perspectives. This study in-
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cluded current and novel treatments, including options that will be relevant to the evolving treatment landscape.
Epcoritamab demonstrated compelling results in the treatment of patients with R/R-DLBCL who are transplant
ineligible and have received at least two prior lines of systemic therapy. When analyzed from a Canadian and
Quebec healthcare system perspective, SC epcoritamab required less HCRU and was also associated with lower
total annual costs of HCRU compared with all novel therapies with the exception of chemotherapy.

Epcoritamab is the only R/R-DLBCL treatment solely available as a SC injection. As such, this study investigated
if the mode of administration of epcoritamab had a positive effect on the time required to receive and administer
this treatment. Although the treatment is given until disease progression or intolerance, epcoritamab was the
comparator associated with the least total chair time. Taken together, this illustrates epcoritamab’s ability to reduce
the consumption of resources, including staff time (i.e., nurse and pharmacist) and chair time, and improving
the institutional practice efficiency, despite its increased dosing frequency. Considering the constraints and limited
capacity of the healthcare system in Canada, specifically with regards to shortages of hospital staff [56], the resources
saved with the use of epcoritamab could allow redirecting resources to other institutional priorities, thereby
enhancing the accessibility and standard of healthcare services provided to patients. Additionally, by facilitating the
treatment process, epcoritamab enhances the convenience for patients.

To acknowledge the differences in treatment duration between the comparators, sensitivity analyses were con-
ducted to model different time horizons (i.e., first 30 days, 6 months, 1-year, 2-year and median treatment duration),
for both the Canadian and Quebec healthcare and societal perspectives. For example, according to a 2-year time
horizon, patients treated with epcoritamab would continue their treatment throughout the entire time period, while
patients treated with glofitamab would only receive treatment for 12 cycles (33 weeks). Results of these analyses
demonstrated that from Canadian and Quebec perspectives, epcoritamab ranked as the second and third least costly
comparator from a healthcare and societal perspective, respectively, over a 2-year time horizon. The 2-year time
horizon is a conservative analysis, considering that the majority of patients are no longer on epcoritamab treatment
at the 2-year mark (only 13.4 % of DLBCL patients on treatment at 26 cycles [2 years]), with an estimated mean
treatment duration of 5 cycles of 28 days reported in the EPCORE-NHL-1 trial [6].

Additionally, considering possible institutional variations in step-up dosing hospitalization requirements for
epcoritamab and glofitamab, a sensitivity analysis excluding hospitalization for the first dose was performed.
While the relative ranking of comparators remained consistent with the base-case analysis, total HCRU costs were
reduced. Excluding first dose hospitalization decreased total HCRU costs by $1356 for epcoritamab and $1036 for
glofitamab from a Canadian healthcare system perspective. Additional reductions in HCRU costs were observed
from a Canadian societal perspective, with similar results from a Quebec perspective. Although the cost difference
between epcoritamab and glofitamab remained comparable, these findings demonstrate that eliminating step up
dosing hospitalization further reduces HCRU costs and associated burden on the healthcare system.

This study represents a valuable addition to the field of HCRU for the management of R/R-DLBCL in Canada.
Strengths of this study included validation of study inputs by Canadian clinical experts and the conduct of robust
scenario analyses to verify the core assumptions. The study also included drugs approved for R/R DLBCL in
Canada, regardless of funding status to allow for a comprehensive comparison of HCRU costs reflected in clinical
practice. It is also crucial to acknowledge that certain limitations may impact the accuracy and applicability of
the results. First, the model incorporated treatments that have not yet received reimbursement from provincial
drug plans, and assumptions regarding their use were largely informed by clinical expert opinion. Consequently,
real-world utilization patterns may differ once these therapies become publicly funded. Also, for the Canadian
perspective, cost inputs were primarily derived from Ontario-based and may not capture regional variation across
Canada in areas such as travel subsidies, workforce compensation, home care delivery models, resource availability
and provincial reimbursement policies, thereby limiting national generalizability. Applicability to other healthcare
systems (e.g., USA and Europe) and care settings (community vs academic) may also be limited. In addition, this
study focused solely on assessing HCRU costs and did not incorporate differences in PFS or OS. Accordingly,
HCRU costs should not be interpreted as indicative of improved survival outcomes or quality of life, which remain
key considerations in treatment decision-making. Drug acquisition costs were also excluded from this analysis to
allow for a more detailed assessment of administration- and management-related resource use, which may limit
the relevance of results for stakeholders seeking a comprehensive evaluation of total treatment costs. Furthermore,
it is also important to emphasize that this study primarily serves a descriptive purpose. While it provides valuable
insights into the economic aspects of the healthcare interventions, some of the assumptions and cost scenarios
established may not be applicable to all patients. The variability in patient characteristics, treatment responses
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(including rates of AEs based on limited follow-up data from clinical trials), and healthcare settings may limit the
generalizability of the findings in a real-world setting. The rapidly changing therapeutic and workflow landscape for
bispecific antibodies in Canada may further affect the future applicability of the model assumptions. For example,
recently emerging therapies, such as glofitamab in combination with GemOx, were not included, as they were not
available at the time this study was conducted. Finally, this analysis was restricted to a single line of therapy and
did not account for costs associated with disease progression or subsequent lines of treatment over extended time
horizons. Future studies evaluating 3-, 5- and 10-year time horizons could help to further characterize the full
lifetime HCRU and associated economic burden for R/R-DLBCL.

Conclusion
In summary, epcoritamab not only offers valuable HCRU-related cost savings but also substantial time savings
when compared with available treatments described in this study, making it an effective, efficient and patient-
centric treatment option for R/R-DLBCL in Canada. Additionally, in contrast to other IV treatment alternatives,
epcoritamab, as a SC injection, allows to facilitate the treatment process and enhance convenience for patients.

Summary points

• Epcoritamab is the first subcutaneous (SC) bispecific monoclonal antibody approved by Health Canada for
relapsed/refractory diffuse large B-cell lymphoma (R/R-DLBCL), after two or more lines of systemic therapy and in
patients who have previously received or are unable to receive CAR-T cell therapy and are transplant ineligible.

• This study estimated the healthcare resource utilization (HCRU) and associated costs of current and novel
R/R-DLBCL treatments for patients who are transplant ineligible and have received at least two prior lines of
systemic therapy, using a Canadian and Quebec healthcare system perspective.

• HCRU and associated costs included pretreatment, drug administration, follow-up and monitoring, adverse event
management as well as productivity impairment from a societal perspective.

• From a Canadian healthcare system perspective, epcoritamab was found to be the second least costly comparator
after chemotherapy and the second least costly after Pola-BR from a societal perspective.

• From a Quebec healthcare system perspective, epcoritamab was found to be the second least costly comparator
after chemotherapy and the least costly comparator from a societal perspective.

• Epcoritamab is the comparator with least total chair time and healthcare personnel time combined.
• The SC administration of epcoritamab enables notable savings in terms of HCRU and HCRU related costs.
• Considering the highly constrained Canadian healthcare system, epcoritamab offers substantial HCRU savings and

related cost savings making it an attractive, efficient and patient-centric treatment option for R/R-DLBCL.
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