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Executive Summary
An overview of the submission details for the drug under review is provided in Table 1.

Table 1: Background Information of Application Submitted for Review

Item Description

Drug product Glofitamab (Columvi), concentrate for solution for infusion, 2.5 mg/2.5 mL vial and 10
mg/10 mL vial, IV infusion

Sponsor Hoffmann-La Roche Limited

Indication Columvi (glofitamab) is indicated for the treatment of adult patients with relapsed or

refractory DLBCL not otherwise specified, arising from follicular lymphoma (trFL), or
PMBCL, who have received two or more lines of systemic therapy and are ineligible to
receive or cannot receive CAR-T-cell therapy or have previously received CAR-T-cell therapy.

Reimbursement request Glofitamab is indicated for the treatment of adult patients with relapsed or refractory
DLBCL not otherwise specified, arising from follicular lymphoma (trFL), or PMBCL who
have received 2 or more lines of systemic therapy and are ineligible to receive or cannot
receive CAR T-cell therapy or have previously received CAR T-cell therapy, following
obinutuzumab pretreatment.

Health Canada approval status NOC/c

Health Canada review pathway Standard

NOC date NOC/c received March 24, 2023

Recommended dose Step-up dosing beginning with obinutuzumab 1,000 mg on cycle 1 day 1, followed by

glofitamab 2.5 mg on cycle 1 day 8, 10 mg on cycle 1 day 15, and 30 mg on day 1 of each
subsequent cycle for a maximum of 12 cycles. Each treatment cycle is 21 days.

CAR = chimeric antigen receptor; DLBCL = diffuse large B-cell ymphoma; NOC = Notice of Compliance; NOC/c = Notice of Compliance with Conditions; PMBCL = primary
mediastinal B-cell ymphoma; trFL = transformed follicular lymphoma.

Introduction

Diffuse large B-cell lymphoma (DLBCL) is the most common type of non-Hodgkin lymphoma (NHL),
accounting for approximately 30% to 40% of all NHL cases in Canada.” DLBCLs are a heterogeneous group
of aggressive B-cell malignancies that differ in clinical presentation, molecular features, prognosis, and
treatment options.™?

Patients with DLBCL typically present with an enlarged symptomatic mass in the lymph nodes, typically in
the neck or abdomen; however, widespread DLBCL can also arise in tissues outside the lymph nodes (i.e.,
extranodal involvement) in the bones, brain, and gastrointestinal tract, among other locations. DLBCL can
also cause systemic B symptoms (i.e., unexplained fever, weight loss, and night sweats) and elevated serum
lactate dehydrogenase.®

There are few estimates of DLBCL incidence and prevalence in Canada. The Canadian Cancer Society
estimated that 11,400 people living in Canada were diagnosed with NHL in 2022, with 3,000 dying from
the disease.* International studies have estimated the incidence of DLBCL in the US and England at
approximately 7 cases per 100,000 persons per year.?

Glofitamab (Columvi) 10
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Based on statistics from 1975 through 2017, the estimated 5-year relative survival at diagnosis of DLBCL
was 63.8% in the US.5 First-line treatment for DLBCL is relatively standardized across Canada, with most
patients receiving rituximab plus cyclophosphamide, doxorubicin, vincristine, and prednisone (R-CHOP) every
3 weeks.®” Although the cure rate for DLBCL is high (60% to 70%), approximately 30% to 50% of patients will
experience relapse, or have disease that is refractory to treatment with standard first-line R-CHOP or a similar
regimen.®® Patients with disease that relapses early (within 12 months) or patients with refractory disease
have a worse prognosis than those with disease that does not relapse within 12 months, even if they receive
second-line therapy.®'® For patients with disease that is refractory to R-CHOP or who experience relapse

after 12 months of R-CHOP, the standard approach if those patients have chemosensitive disease and meet
eligibility criteria for transplant consists of salvage platinum-based chemotherapy followed by high-dose
chemotherapy and autologous stem cell transplant (SCT). For patients who are ineligible for SCT, second-line
treatment options include chemotherapy with or without rituximab, or polatuzumab vedotin, bendamustine,
and rituximab (Pola-BR)."” Currently, chimeric antigen receptor (CAR) T-cell therapy is approved in Canada for
patients with relapsed or refractory (r/r) DLBCL after 2 or more lines of therapy. As such, CAR T-cell therapy is
the standard treatment approach for patients with r/r DLBCL that is not responding to salvage chemotherapy
(meaning those patients are ineligible for transplant) or patients with r/r DLBCL that relapses post-SCT."”
Though not currently funded in the second-line setting, CAR T-cell therapy could be a second-line treatment
option for eligible patients.” For patients who do not have chemosensitive disease and who are ineligible

for autologous SCT or who experience relapse post-SCT or post—CAR T-cell therapy, the prognosis is poor
and there is no standard approach to treatment. Available options, if accessible, are currently limited to
palliative chemotherapies — including rituximab plus gemcitabine and oxaliplatin (R-GemOx), Pola-BR, and
tafasitamab with lenalidomide — or clinical trials with novel drugs.™’

Glofitamab (Columvi) is a bispecific monoclonal antibody (mAb) (recombinant humanized immunoglobulin
G1) that binds bivalently to CD20, expressed on the surface of B-cells, and monovalently to CD3 in the T-cell
receptor complex on the surface of T-cells. By simultaneously binding to CD20 on the B-cell and CD3 on

the T-cell, glofitamab mediates the formation of an immunological synapse, with subsequent potent T-cell
activation and proliferation, secretion of cytokines, and release of cytolytic proteins, which results in the lysis
of CD20-expressing B-cells.'?

The objective of this report is to review and critically appraise the evidence submitted by the sponsor on the
beneficial and harmful effects of glofitamab for the treatment of adult patients with r/r DLBCL not otherwise
specified, DLBCL arising from transformed follicular lymphoma (trFL), or primary mediastinal B-cell
lymphoma (PMBCL) who have received 2 or more lines of systemic therapy and are ineligible to receive or
cannot receive CAR T-cell therapy or have previously received CAR T-cell therapy, following pretreatment with
obinutuzumab.

Stakeholder Perspectives

The information in this section is a summary of input provided by the patient and clinician groups who
responded to CADTH'’s call for input and from the clinical experts consulted by CADTH for the purpose of
this review.

Glofitamab (Columvi) n
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Patient Input

One patient group, Lymphoma Canada, provided input for this review. Lymphoma Canada is a national
Canadian registered charity whose mission is to empower patients and the lymphoma community through
education, support, advocacy, and research. Lymphoma Canada collaborates with patients, caregivers,
health care professionals, and other organizations to promote early detection of disease, discover new and
improved treatments for lymphoma, improve access to those treatments, and find a cure for lymphoma.
Information for this patient group input was collected from June 5, 2023, to July 10, 2023, through an
online survey of 27 patients. Thirteen patients included in the survey (48%) were diagnosed with DLBCL
not otherwise specified, 8 (30%) were diagnosed 3 to 5 years before the survey, 8 (30%) were living in
Canada, and 6 (22%) were aged 45 to 54 years. At diagnosis, the following disease symptoms were most
reported by the patients included in the survey as having a significant impact on their health-related quality
of life (HRQoL): enlarged lymph nodes (32% of patients), bodily swelling (27% of patients), fatigue (27% of
patients), shortness of breath (27% of patients), bodily aches and pains (23% of patients), and night sweats
(23% of patients), with fatigue and enlarged lymph nodes highlighted as having the most significant impact
on their current HRQoL. Following diagnosis, 66%, 56%, and 42% of patients reported experiencing fear

of progression and relapse, stress of having cancer, and anxiety and worry, respectively. Patients further
commented on the challenges they faced at diagnosis, including symptoms (e.g., difficulty swallowing

and sleeping) and time to confirmation of their diagnosis (e.g., wait time between testing and results and
scheduling appointments for biopsy). According to 15 patients included in the survey, their ability to do

the following was impacted by their disease: work, attend school, and volunteer (54%); perform day-to-day
activities (47%); spend time with family and friends (47%); and attend to household chores (40%).

In the third-line setting, 6 patients received CAR T-cell therapy; 1 received polatuzumab plus rituximab,
cyclophosphamide, doxorubicin, and prednisone; and 6 were in a clinical trial. Most patients (62%) were very
satisfied or satisfied with their first-line treatment options; in comparison, 39% were very satisfied or satisfied
with their second-line treatment options and 31% with their third-line treatment options. Lymphoma Canada
also suggested that patients are less satisfied with their treatment options in the second-line and third-line
settings than in the first-line setting. The most common financial implications associated with treatment

for large B-cell ymphoma were drug costs (reported by 60% of the patients who responded to the survey),
travelling costs (reported by 40% of the patients), and absence from work (reported by 40% of the patients).

Two patients included in the survey reported experience with glofitamab, accessed through private insurance
and public health care. Both patients were in remission. One patient reported no side effects, while the other
reported cytokine release syndrome (CRS), hypotension, and low platelet count. Both patients indicated that
they had experienced financial impacts due to the cost of the drug and the cost of supplemental medication.

Lymphoma Canada referred to a separate patient survey submitted for the CADTH Reimbursement Review
of polatuzumab vedotin (Polivy). In this separate survey, patients with large B-cell lymphoma identified
longer disease remission, longer survival, control of disease symptoms, normalization of blood counts, and
improved HRQoL and ability to perform daily activities as the most important outcomes of treatment.

Glofitamab (Columvi) 12
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Clinician Input

Input From Clinical Experts Consulted by CADTH

The clinical experts consulted by CADTH stated that the goal of treatment for patients with r/r DLBCL

who have received 2 or more lines of systemic therapy and are ineligible to receive or cannot receive CAR
T-cell therapy or have previously received CAR T-cell therapy is palliative and generally includes maintaining
HRQoL by relieving lymphoma-related symptoms, delaying disease progression, and balancing the toxicities
of therapy. There is no standard of care in this setting, but options include chemotherapy (e.g., Pola-BR),
radiation, and clinical trials. The clinical experts stated that there is an unmet need for safe and effective
treatments for patients in the palliative setting who are not eligible for curative treatment or for patients with
disease that has relapsed or is refractory to second-line treatment consisting of SCT or CAR T-cell therapy,
as there are limited treatment options for disease control and the currently available options are often
associated with significant toxicity that limits their usefulness and applicability. Additionally, patients who
are posttransplant and/or post—CAR T-cell therapy often have poor prognosis and very poor bone marrow
function that prevents them from receiving or tolerating further cytotoxic therapy. The clinical experts also
noted that there is a significant group of patients who may be eligible for intensive treatments but are unable
to access them due to barriers based on location. Many patients are unable to travel with caregivers to
specialized cellular therapy sites and choose not to have this treatment as they wish to be treated closer

to home. As such, there is an additional unmet need for treatments that patients can access and receive
closer to home.

If first-line treatment with R-CHOP (curative intent) fails, for patients who are eligible for transplant and have
chemosensitive disease, second-line treatment consists of salvage rituximab-based chemotherapy and
autologous SCT (curative intent) and third-line therapy consists of CAR T-cell therapy (curative intent). There
is no standard of care following these treatment options. Patients who are ineligible for transplant tend

to receive palliative rituximab-based chemotherapy (e.g., Pola-BR or R-GemOx) with noncurative intent as
second-line and third-line treatment, and/or radiation or enrol in clinical trials. The clinical experts highlighted
that there is a planned shift to use CAR T-cell therapy as second-line therapy for primary refractory or early
relapsed DLBCL, pending funding in Canada. The clinical experts emphasized that cytopenias are a major
problem of palliative treatment options. The experts highlighted that glofitamab should be restricted to
patients who are not eligible for other curative therapies, patients who have already received CAR T-cell
therapy or who would not be able to receive it later (i.e., as third-line therapy for patients post—CAR T-cell
therapy or patients who are ineligible for CAR T-cell therapy), and patients who are unable to receive CAR
T-cell therapy for logistical and nonmedical reasons, and the experts envisioned glofitamab occupying the
same therapeutic space as Pola-BR.

The experts noted that eligible patients would be identified in routine practice by clinicians familiar with the
treatment of patients with lymphoma who are undergoing surveillance for relapse (clinical and/or imaging).
Per the indication for glofitamab, patients with r/r DLBCL requiring third-line treatment who are not eligible
for intensive cellular therapies (i.e., SCT or CAR T-cell therapy) or for whom intensive cellular therapies have
failed would be considered for treatment with glofitamab. The experts could not identify a specific subgroup
of patients that would likely receive an enhanced benefit or a reduced benefit from glofitamab treatment.

Glofitamab (Columvi) 13
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The experts highlighted that repeat biopsy is generally not required in cases of suspected relapse of DLBCL,
unless it was a remote relapse or unless the patient had prior history of indolent lymphoma and it was
unclear which lymphoma had relapsed.

The clinical experts stated that response to treatment would include standard assessment of lymphoma
response using the Lugano criteria. Patients would undergo interim imaging every 3 months to confirm
response, which would lead to either ongoing treatment or discontinuation. Patients are also assessed

for ymphoma-related symptoms at each visit; the clinical experts noted that these outcomes are more
subjective but that they do factor into patients’ decisions for continuation of therapy. The experts also noted
that the frequency of these assessments and the collection of data may vary across Canada. In terms of
meaningful response to treatment, the clinical experts stated that a response of 6 months or more with
improved symptoms can be considered meaningful. The experts did not consider temporary shrinking of
tumours beneficial to patients and believed that initial responses (either partial response [PR] or complete
response [CR]) should exceed 6 months, otherwise the treatment should be discontinued. Additionally, with a
current median overall survival (OS) of 6 months in this patient population, the experts considered a benefit
of at least 6 months and at least 3 months over current standard of care to be clinically meaningful for 0OS
and progression-free survival (PFS), respectively.

The clinical experts suggested that treatment with glofitamab should be discontinued upon overt disease
progression or lack of response to treatment. The experts noted that adverse events (AEs) may vary, and
that resolution of severe AEs can allow for resumption of therapy, so the decision to discontinue due to AEs
should be left to physician judgment and patient request.

The clinical experts indicated that patients with r/r DLBCL are typically under the care of hematologists or
oncologists who are familiar with the treatment of patients with lymphoma. The experts also noted that the
monitoring and treatment of these patients must be conducted at tertiary centres with the means to monitor
and treat CRS, which may require some initial training of site staff before implementation.

Clinician Group Input

Two clinician groups provided input for this review: Lymphoma Canada, with 4 clinicians contributing to
the submission, and the Ontario Health—Cancer Care Ontario (OH-CCO) Hematology Cancer Drug Advisory
Committee, with 1 clinician contributing to the submission. Lymphoma Canada is a national Canadian
registered charity whose mission is to empower patients and the lymphoma community through education,
support, advocacy, and research. The OH-CCO Hematology Cancer Drug Advisory Committee provides
evidence-based clinical and health system guidance on drug-related issues.

The input from the clinician groups generally aligned with that of the clinical experts consulted by CADTH.
The clinician groups highlighted the need for additional accessible and effective treatment options beyond
Pola-BR (as well as for patients with disease progression after CAR T-cell therapy or those who are ineligible
for or are unable to receive CAR T-cell therapy) and for an effective therapy that can achieve disease
remission for prolonged periods to improve OS and HRQoL in patients with r/r DLBCL. As such, clinician
groups anticipated the use of glofitamab as a third-line option for patients who are ineligible for or unable

Glofitamab (Columvi) 14




CADTH Reimbursement Review

to receive CAR T-cell therapy or for patients with disease progression after CAR T-cell therapy. The OH-CCO
Hematology Cancer Drug Advisory Committee further suggested that glofitamab may be preferred over
Pola-BR for patients with disease progression after CAR T-cell therapy or patients who are ineligible for or
unable to receive CAR T-cell therapy.

One clinician group suggested that patients who have had prior allogeneic SCT may also be eligible for
treatment with glofitamab, and both clinician groups highlighted that other histologic subtypes of large B-cell
lymphoma are generally treated similarly to DLBCL and that, as such, patients with these subtypes may
benefit from glofitamab treatment. The clinician groups suggested that patients who are eligible for and able
to receive CAR T-cell therapy would not be suitable for treatment with glofitamab.

The clinician groups highlighted that response to treatment with glofitamab is generally observed quickly,
with the first response assessment performed after cycle 2 and repeat imaging after cycles 5 and 8 and

at the end of treatment. In line with the input from the clinical experts consulted by CADTH, the clinician
groups considered improvement in the standard lymphoma response measures, improved survival, and
symptom improvement to be important outcomes of treatment. The clinician groups highlighted that disease
progression and unacceptable toxicity would be the primary factors when deciding to discontinue treatment.
One clinician group suggested that both inpatient and outpatient settings may be appropriate for treatment
with glofitamab. Lymphoma Canada highlighted that though PET-CT is the preferred imaging modality for
DLBCL based on modern lymphoma response assessment criteria, it may not be feasible in all areas of
Canada to perform routine PET-CT in the community setting.

Drug Program Input

The drug programs identified implementation issues relating to relevant comparators, considerations for
initiation of therapy, considerations for discontinuation of therapy, considerations for prescribing of therapy,
generalizability, care provision issues, and system and economic issues. Refer to Table 5 for more details.

Clinical Evidence
Systematic Review

Description of Study

One study, the NP30179 study’ — an ongoing phase I/1l, multicentre, open-label, single-arm study of
glofitamab monotherapy after a fixed single-dose pretreatment of obinutuzumab in patients with r/r

NHL — was included in this review. The study was divided into 3 parts: Part | (single-patient cohorts) and
Part Il (multiple-patient cohorts), composing the dose escalation phase of the study, and Part Ill, the dose
expansion phase of the study. The primary objective of the NP30179 study was to evaluate the efficacy,
safety, and tolerability of escalating doses of glofitamab. At the time of the June 2022 clinical cut-off date
(CCOD), M patients were assigned to dose cohorts in the order in which they were enrolled in the NP30179
study. Cohort D2 subcohort 2 (D2S2), cohort D3, and cohort D5 were the cohorts of interest to this review
and composed the primary efficacy population (n = 155), which included patients with r/r DLBCL who had
had 2 or more prior lines of systemic therapy and were treated with the phase Il recommended dosage of
glofitamab of 2.5 mg, then 10 mg, then 30 mg every 3 weeks for a fixed treatment duration of 12 cycles. The
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end points from the NP30179 study of interest to this review were the primary end point of proportion of
patients experiencing CR and the secondary end points of overall response rate (ORR), PFS, 0S, duration of
response (DOR), and HRQoL."®

In the primary safety analysis population (n = 154), most patients were diagnosed with DLBCL (110 [71.4%]).
The median age of the patients enrolled was 66.0 years, and there were slightly more patients with an
Eastern Cooperative Oncology Group Performance Status (ECOG PS) of 1 (84 [54.5%]) than of 0 (69 [44.8%)]).
The median number of prior lines of therapy was 3.0, with all patients having received prior chemotherapy,
alkylator, and an anti-CD20 mAb, and most patients having received anthracycline (151 [98.1%]) therapies.
Nearly all patients had disease that was refractory to the last prior therapy (131 [85.1%]) and that was also
refractory to prior anti-CD20 therapies (128 [83.1%])."

An interim Clinical Study Report was provided for the NP30179 study, detailing the results up to the CCOD of
September 14, 2021. At CADTH'’s request, an updated Clinical Study Report detailing the results to a CCOD of
June 15, 2022, was provided.

Efficacy Results
Efficacy results for the NP30179 study were presented for the primary efficacy population, composed of
cohorts D2S2, D3, and D5 (n = 155), as of the June 15,2022, CCOD.™

Overall Survival

At the June 15,2022, CCOD, [l patients had died, resulting in a median OS of [
. The OS rate at 12 months and 24 months was [ respectively.™

Progression-Free Survival

The median duration of follow-up for independent review committee (IRC)-assessed PFS was |G
I I PFS events had occurred in the primary efficacy population, [l categorized as disease
progression and [l as death. The median PFS was . The PFS rate at 12 months and 24

months was [N and NN respectively. ™

Health-Related Quality of Life

European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire Core 30: At
baseline, l|% of patients completed at least 1 question of the European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire Core 30 (EORTC QLQ-C30). At baseline, the mean EORTC
QLQ-C30 physical functioning, role functioning, global health status/quality of life (GHS/QoL), and fatigue
scores for ] patients in cohort D3 were [N, respectively. At
cycle 5, the mean change from baseline in physical functioning score (). the mean change
from baseline in role functioning score (Jill) was . the mean change from baseline in GHS/

QoL score (il was 6.86 points (standard deviation [SD] = 20.86), and the mean change from baseline in
fatigue score (Jl) was . At the end of treatment, the mean change from baseline in the physical
functioning, role functioning, GHS/QoL, and fatigue scores (i) was [N
I
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Functional Assessment of Cancer Therapy—Lymphoma, Lymphoma Subscale: At baseline, 88.9% of the
patients completed at least 50% of the questions in the Functional Assessment of Cancer Therapy-
Lymphoma (FACT-Lym) lymphoma subscale (LymS). The mean FACT-Lym LymS score at baseline was ([l

). At cycle 5day 1 (), the mean change from baseline in the total score was [[IIEEEE. At
the end of treatment assessment, the mean change from baseline in the total score was [N

Clinical Response

Complete Response: The proportion of patients experiencing CR per IRC assessment was the primary end
point of the NP30179 study. In the primary efficacy population, the IRC-assessed CR rate was 40.0% (95%
confidence interval [Cl], 32.2 to 48.2) at the June 15,2022, CCOD."

Based on the September 14, 2021, CCOD, the prespecified primary efficacy end point of IRC-assessed CR
rate was 35.2% (95% Cl, 26.2 to 45.0) in cohort D3 (n = 108), which was greater than the 20% historical
control for CR rate in a population of patients with r/r DLBCL.™

Results for the subgroup analyses were generally consistent with those of the primary analysis, albeit
ranging from 0% to 100% due to small sample sizes, with overlapping Cls.

Overall Response Rate: The median duration of follow-up for an IRC-assessed response was 12.0 months
(95% Cl, 7.6 t0 16.6). In the primary efficacy population (n = 155), 80 patients (51.6%; 95% Cl, 43.46% to
59.70%) experienced an overall response: 62 (40.0%) experienced CR, 18 (11.6%) experienced PR. Of the
remaining patients, 21 (13.5%) had stable disease, and 42 (27.1%) had progressive disease.

Duration of Response

The median duration of follow-up for IRC-assessed response was 12.0 months (95% Cl, 7.6 to 16.6). For the
80 patients who experienced an IRC-assessed response (CR or PR), the median DOR was 16.8 months (95%
Cl, 10.4 to not estimable). Fifty patients (62.5%) remained in remission, and 30 patients (37.5%) subsequently
had disease progression or died. The Kaplan-Meier estimated event-free rate among these 80 patients at 12

months and 24 months after the first response was [N, respectively.™

Harms Results

At the June 15, 2022, CCOD, 152 patients (98.7%) in the primary safety population had experienced at least
1 AE. The most frequently reported AEs were CRS (103 patients [66.9%]), neutropenia (58 patients [37.7%)),
and anemia (47 patients [30.5%]). Fifty-four patients (35.1%) had experienced grade 1 to 2 AEs, 89 patients
(57.8%) had experienced grade 3 to 4 AEs, and 9 patients (5.8%) had experienced grade 5 AEs. The most
frequently reported grade 3 to 4 AEs were neutropenia or decreased neutrophil count (42 patients [27.3%)),
anemia (12 patients [7.8%)]), hypophosphatemia (9 patients [5.8%]), and thrombocytopenia or decreased
platelet count (12 patients [7.8%])."

Seventy-five patients (48.7%) experienced a serious AE (SAE). The most frequently reported SAE was CRS
(34 patients [22.1%] according to Lee [2014] grading criteria; 32 patients [20.8%] according to American
Society for Transplantation and Cellular Therapy [ASTCT] 2019 grading criteria), followed by sepsis (6
patients [3.9%]); COVID-19, COVID-19 pneumonia, and tumour flare (5 patients [3.2%] each); and anemia,
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febrile neutropenia, neutropenia, and pleural effusion (3 patients [1.9%] each). SAEs resulted in dose
modifications or interruptions in 9 patients (5.8%)."

In the primary safety population, 14 patients (9.1%) reported an AE leading to study treatment

discontinuation, primarily due to [ ¢

At the June 15, 2022, CCOD, 81 patients (52.6%) had died. The most frequent cause of death was progressive
disease (61 patients [75.3%)]), followed by AEs (8 patients [5.19%)), including COVID-19 pneumonia (3
patients [1.9%]), COVID-19 (3 patients [1.9%)]), sepsis (2 patients [1.3%]), and delirium (1 patient [0.6%]). Other
causes of death included |E—-

Notable Harms

As of the June 15,2022, CCOD, 103 patients (66.9%) had reported at least 1 CRS AE according to Lee (2014)
grading, and 99 patients (64.3%) had reported at least 1 CRS AE according to ASTCT 2019 grading. Serious
CRS events according to ASTCT 2019 grading were reported by 32 patients (20.8%). Serious CRS events
according to Lee (2014) grading were reported by 34 patients (22.1%). According to ASTCT 2019 grading,
grade 2 CRS AEs occurred in 19 patients (12.3%), and grade 3 or 4 CRS AEs were reported in 6 patients
(3.9%). According to the Lee (2014) grading system, 24 patients (15.6%) experienced grade 2 CRS, and 5
patients (3.2%) experienced grade 3 and 4 CRS. As of the CCOD, grade 2 or higher CRS events had been
resolved in 24 of 25 patients according to ASTCT grading and in 27 of 29 patients according to Lee (2014)
grading.™®

Infection and infestation AEs were reported in 62 patients (40.3%). Grade 3 to 4 infection and infestation
AEs were reported in 18 patients (11.7%). Eight patients (5.2%) reported grade 5 infection and infestation
AEs. Twenty-eight patients (18.2%) experienced serious infection and infestation AEs. The most frequently
reported infection and infestation SAEs were sepsis (6 patients [3.9%]), COVID-19 pneumonia (5 patients
[3.2%]), COVID-19 (5 patients [3.2%]), pneumonia (2 patients [1.3%)]), infection (2 patients [1.3%]), and
vascular device infection (2 patients [1.3%])."®

Critical Appraisal

The NP30179 study is an ongoing phase I/1l, multicentre, open-label, single-arm study of glofitamab. The
choice to conduct a single-arm trial was justified because the study was designed as an early phase I/

[l study, where an internal comparator group is not required, and because of the severity of illness for
patients with r/r DLBCL. However, the decision to conduct a single-arm study also has implications for the
overall strength and interpretability of the results. With a single-arm study, there is an increased risk of bias
in the estimation of treatment effects due to the potential for confounding related to natural history and
prognostic factors. The potential influence of selection bias is also difficult to ascertain in a single-arm
study. Additionally, the effect of glofitamab on time-to-event end points such as PFS, OS, and DOR cannot be
interpreted, and results for these end points can only be considered as exploratory and supportive.

In addition to glofitamab monotherapy, based on the results of preclinical data, all patients received 1,000
mg of obinutuzumab as pretreatment to minimize the risk of CRS. The Health Canada reviewers report noted
that no noticeable antitumour effect was observed for obinutuzumab; however, due to the single-arm design
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of the NP30179 study, it is impossible to determine whether the effects observed in the study are attributable
to glofitamab or obinutuzumab. Additionally, the true effect of obinutuzumab on CRS remains unknown for
this reason.

In addition to its single-arm design, the NP30179 study was open label, whereby the investigator and the
study participants were aware of their treatment status, potentially increasing the risk of detection bias

and performance bias. As such, the open-label trial design limits the interpretability of the subjective study
outcomes such as patient-reported outcomes (PROs) including HRQoL, as well as AEs. However, to mitigate
the impact of this bias, all outcomes except for OS were assessed by both the IRC and the investigator.
Though the NP30179 study was powered for the primary end point, the magnitude of the treatment effect
estimates observed in the relatively small study sample may not be replicable in a larger study sample.

The primary end point of CR in the NP30179 study was aligned with regulator guidance, such as from the
FDA,™ for hematologic cancers. Historically, in hematologic tumours, response has been considered a direct
measure of a drug’s antitumour activity in oncology clinical trials. The sponsor provided multiple studies
that suggested that end of treatment CR was a predictor of PFS and OS and that CR could be an effective
surrogate end point for survival. However, these studies were conducted in previously untreated patients;
thus, it remains unclear whether there is an association between CR rate and survival in patients receiving
third-line treatment for DLBCL. The outcomes from the NP30179 study of critical importance to this review
were OS and HRQoL. The clinical experts consulted by CADTH and patient input for the review also identified
preventing progression as important, and therefore PFS was also identified as a relevant outcome. At the
June 15, 2022, CCOD, 52.3% of patients experienced OS events and 61.3% of patients experienced PFS
events (the median follow-up duration was 17.0 months for OS and 13.4 months for PFS). Although the
study is still ongoing, CADTH considered there to be a small number of events, reflecting the immaturity of
the survival data, particularly for OS. As early analyses of OS data are more likely to overestimate treatment
effect,’® the OS results from the NP30179 study may suggest a higher or better estimate of treatment effect
than could be observed in clinical practice. Despite the PFS and OS results being considered clinically
meaningful by the clinical experts consulted by CADTH, the combination of the single-arm design, the
secondary nature of the outcomes, and the short follow-up duration means that the results for survival end
points should be interpreted with caution and should only be considered supportive of the overall antitumour
effect of glofitamab. For HRQoL outcomes, no time of assessment was specified, and there were high rates
of attrition for HRQoL outcomes throughout the analysis, which limited the interpretability of the effect of
glofitamab on HRQoL.

The clinical experts consulted by CADTH noted that some eligibility criteria — such as ECOG PS, renal
function, or required presence of measurable disease — may have been restrictive, selecting for ideal, less
severely ill patients, which may not reflect the general patient population, although they are typically specific
clinical trial enrolment criteria. The clinical experts also noted that at this advanced stage of the disease,
there are few relevant prognostic factors, though they indicated that ECOG PS remains important. The clinical
experts also noted that the baseline characteristics of the included population were generally reflective of
Canadian clinical practice, though they noted there to be a high proportion of patients with disease that was
refractory to any prior therapy (89.6%) compared to clinical practice, where they would expect more patients
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to present with relapsed disease. This may indicate a sicker population in contrast to the eligibility criteria of
the NP30179 study. While the experts considered response outcomes to be important in the treatment of r/r
DLBCL and considered that the response observed in the NP30179 study was better than they would expect
with other currently available treatments, they noted that survival and prevention of progression are of the
greatest importance to patients in advanced stages of the disease. As previously mentioned, the results for
PFS and OS may be overestimated due to the relatively small information fraction and the overall immaturity
of the data, which may impact generalizability to the population of patients with r/r DLBCL living in Canada.

GRADE Summary of Findings and Certainty of the Evidence

For the pivotal study identified in the sponsor’s systematic review, Grading of Recommendations,
Assessment, Development, and Evaluation (GRADE) was used to assess the certainty of the evidence for the
outcomes considered most relevant to inform CADTH's expert committee deliberations, and a final certainty
rating was determined as outlined by the GRADE Working Group.'®'” Although GRADE guidance is not
available for noncomparative studies, the CADTH review team assessed pivotal single-arm trials for study
limitations (which refers to internal validity or risk of bias), inconsistency across studies, indirectness, and
publication bias to present these important considerations. Because the lack of a comparator arm does not
allow for a conclusion to be drawn on the effect of the intervention versus any comparator, the certainty of
evidence for single-arm trials starts at very low certainty with no opportunity for rating up.

The selection of outcomes for this GRADE assessment was based on the sponsor’'s summary of clinical
evidence, consultation with clinical experts, and input received from patient and clinician groups and public
drug plans. The following list of outcomes was finalized in consultation with expert committee members:
median 0S, median PFS, change from baseline in HRQoL at cycles 3 and 5, and clinical response (CR, ORR,
median DOR). For time-to-event outcomes, landmark analyses at 12 and 24 months were also of interest.

When possible, certainty was rated in the context of the presence of an important (nontrivial) treatment
effect; if this was