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1. Introduction

1.1. Purpose of the Meeting:
The FDA’s Position
Glofitamab-gxbm, a bispecific CD20-directed CD3 T-cell engager, received accelerated approval in
June 2023 as monotherapy for the treatment of adult patients with relapsed or refractory (R/R)
diffuse large B-cell lymphoma, not otherwise specified (DLBCL, NOS) or large B-cell lymphoma
(LBCL) arising from follicular lymphoma, after two or more lines of systemic therapy. STARGLO
(Study GO41944) was designated as the confirmatory trial to verify the anticipated clinical benefit
of glofitamab-gxbm and to support approval in combination with gemcitabine and oxaliplatin in
an earlier line of therapy. FDA is convening this Oncologic Drugs Advisory Committee (ODAC)
meeting to discuss concerns arising from STARGLO, a randomized phase 3 trial evaluating the
substitution of rituximab with glofitamab-gxbm in the R-GemOx (rituximab, gemcitabine, and
oxaliplatin) regimen in patients with DLBCL, NOS, who have R/R disease following at least one line
of systemic therapy and who are considered ineligible for hematopoietic stem cell
transplantation. The primary issues to be discussed include:

1. Inconsistent treatment effects between regional subgroups
2. The applicability of the results to a U.S. patient population

The purpose of this meeting is to obtain the Advisory Committee’s input regarding the robustness
of the STARGLO study results given the inconsistent treatment effect across multiple endpoints
between regional subgroups and whether the STARGLO population and the overall trial results
are applicable to the proposed U.S. patient population.

1.1.1. Context for the Meeting:
The accelerated approval of glofitamab-gxbm was based on overall response rate (ORR) and
duration of response (DOR) in Study NP30179, an open-label, multicenter, single-arm trial that
included 132 patients with R/R disease following at least 2 prior lines of systemic therapy. The
ORR was 56% (95% confidence interval [Cl]: 47-65%) with an estimated median DOR of 18.4
months (95% Cl: 11.4, not estimable). Cytokine release syndrome and infections were significant
safety issues identified. The risks of neurologic toxicity and tumor flare were also included in the
WARNINGS AND PRECAUTIONS section of the U.S. Prescribing Information (USPI).

STARGLO was designated as the confirmatory trial to verify the anticipated clinical benefit of
glofitamab-gxbm. STARGLO is a multiregional, randomized, open-label trial evaluating the
substitution of rituximab with glofitamab-gxbm in the R-GemOx regimen as therapy for adult
patients with R/R DLBCL, NOS, who had at least one prior line of systemic therapy and who are
considered ineligible for stem cell transplantation. The study randomized 274 patients in a 2:1
ratio to receive glofitamab-gxbm + GemOx (Glofit-GemOx) or R-GemOx. The primary endpoint
was overall survival (OS). The key secondary endpoints were progression-free survival (PFS), best
complete response (CR) rate, and duration of complete response (DOCR), all of which were
assessed by blinded independent review. STARGLO met its primary endpoint and demonstrated a
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statistically significant improvement in OS, PFS, and CR rate with Glofit-GemOx as compared to R-
GemOx. Duration of complete response did not meet statistical significance.

Upon review of the results, notable differences were observed in OS, PFS, ORR, and CR rate based
on race and region, with the results being largely driven by outcomes in the Asian region.

The inconsistent results raise concerns regarding the robustness of the efficacy and safety data
and whether the results are generalizable to a U.S. patient population. An overview of the major
topics for discussion is provided next.

Major Topics:

1. Inconsistent Treatment Effects

The STARGLO trial was conducted globally, in North America, Europe, Australia, and Asia
(including China, Korea, and Taiwan), with patients enrolled in the Asian regions comprising 48%
of the population. The Applicant’s efficacy analysis demonstrated a statistically significant
improvement in survival in the intention-to-treat (ITT) patient population treated with Glofit-
GemOx versus those treated with R-GemOx, with a hazard ratio (HR) of 0.62 (95% Cl: 0.43, 0.88)
(updated analysis, CCOD 2/16/2024). However, examination of pre-specified subgroups based on
race and region revealed a potential unfavorable trend in OS with hazard ratios of 1.24 (95% Cl:
0.66, 2.32) in patients identifying as White race, 1.09 (95% Cl: 0.54, 2.18) in patients enrolled in
Europe, and 2.62 (95% Cl: 0.56, 12.34) in patients enrolled in North America compared to a large
treatment effect observed in patients of Asian race, OS HR of 0.40 (95% Cl: 0.25, 0.65), and those
treated in Asian regions ,HR 0.39 (95% Cl: 0.25, 0.63). Notably, these inconsistencies were also
observed in progression free survival (PFS), overall response rate (ORR), and complete response
rate (CR) for these same subgroups.

To better align the population, FDA regrouped the regions into two large subgroups: “Asian
region” and a “Non-Asian region.” This regrouping allowed for more comparable sample sizes
(n=131in Asian region and n=143 in Non-Asian region) and better alignment based on intrinsic
and extrinsic characteristics. Comparison of these two subgroups revealed a marked difference in
treatment effect of Glofit-GemOx vs R-GemOx. While the benefit of Glofit-GemOx vs R-GemOx
was clearly demonstrated in patients enrolled in the Asian countries with an OS HR of 0.39 (95%
Cl: 0.25, 0.63), the treatment effect was substantially less and potentially worse for those
patients enrolled in the Non-Asian countries with an OS HR of 1.06 (95%: 0.61, 1.84). This
difference in treatment effect was also observed in the other assessments of efficacy (PFS, ORR,
and CR rate), which isolate the treatment effect independent of subsequent anti-lymphoma
treatment.

Although data from subgroups should be interpreted with caution, subgroup analysis does
provide valuable insight into the robustness of the overall efficacy results, allowing for an
assessment of consistency across different populations. FDA is concerned by the lack of internal
consistency observed in the STARGLO trial and how the results of the Asian region appear to be
driving the overall trial results.
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2. Applicability of STARGLO Results to the U.S. Patient Population

STARGLO is a multiregional trial. However, there was low enrollment of patients from the U.S.,
with only 25 patients, comprising 9% of the total trial population. Compared to prior studies in
lymphoma, there was a large representation of patients from Asian countries, accounting for 48%
of the ITT population. Of note, there was a minimum requirement for 80 patients from China. The
remaining 52% of the population were enrolled in Australia, Europe, and the U.S. The low
enrollment of patients in the U.S. limits the Agency’s ability to assess the applicability of the study
results to a U.S. patient population. Furthermore, the FDA has identified multiple differences in
patient-related, disease-related, and healthcare system-related factors between the Non-Asian
and Asian regional subgroup populations. Taken together, these issues raise uncertainty as to
whether the results in the Asian region subgroup or the overall results are generalizable and
applicable to a U.S. patient population.

Conclusion:

The results from the intended confirmatory study, STARGLO, require careful consideration to
assess the robustness of the efficacy and safety data in light of the inconsistent treatment effects
across multiple endpoints observed between regions and the applicability of the overall results to
a U.S. patient population with R/R DLBCL following at least one line of systemic therapy, who are
considered ineligible for autologous stem cell transplantation.

The Applicant’s Position:

Diffuse large B-cell lymphoma (DLBCL) is a fast growing, aggressive, heterogenous disease. With
the introduction of rituximab, a monoclonal antibody targeting the CD20 protein on B cells,
cancer immunotherapy transformed the DLBCL therapeutic landscape enabling many patients to
be cured of their disease. Nonetheless, up to 40% of patients progress following first-line therapy.
Autologous stem cell transplant (ASCT), and more recently, chimeric antigen receptor T-cell (CAR-
T) therapy offer potential cure for some patients after failing initial treatment. However,
approximately 75% of patients in the United States (US) with relapsed/refractory (R/R) DLBCL are
not eligible, cannot tolerate, or do not have access to ASCT or CAR-T therapy. Due to the rapidly
progressing nature of this disease, patients often need immediate treatment to prevent a fatal
outcome. Consequently, there is a pressing need for second-line therapies that can achieve an
early and durable complete remission, providing patients with the best chance of potential cure
and a return to life without cancer.

Glofitamab is a novel CD20 x CD3 bispecific antibody designed to target and destroy B-cell
lymphoma by engaging T cells (via CD3) to kill CD20-positive malignant B cells - offering an
accessible, infusion-ready treatment for patients with R/R DLBCL who are in urgent need of
effective therapy. The Food and Drug Administration (FDA) granted accelerated approval to
glofitamab monotherapy for the treatment of patients with R/R DLBCL after two or more lines of
therapy on 15 June 2023. Prior to the accelerated approval, the STARGLO study was designed in
consultation with FDA to evaluate glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in
the second or later line therapy for transplant-ineligible R/R DLBCL compared to a relevant
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standard of care, rituximab plus GemOx (R-GemOx). STARGLO was later designated as the
confirmatory study to verify the clinical benefit of glofitamab in R/R DLBCL and support
traditional approval by FDA.

STARGLO is the first randomized Phase 3 study in patients with transplant-ineligible R/R DLBCL
that met its primary endpoint in improving overall survival (OS). The results were statistically
significant and clinically meaningful. Patients treated with Glofit-GemOx had a 41% reduction in
the risk of death (hazard ratio [HR] 0.59, p=0.010706) and a 63% reduction in the risk of disease
progression or death (HR 0.37, p < 0.000001) compared to R-GemOx, along with a notable
increase in complete response (CR) rate (50.3% vs. 22.0%, p < 0.0001). The safety of the Glofit-
GemOx regimen was well characterized and consistent with established safety profiles of the
individual agents in the combination. Adverse events (AEs) such as cytokine release syndrome
(CRS), a commonly observed AE in patients treated with T-cell-engaging therapies, along with
neurologic AEs, hematologic AEs and infections, generally resolved promptly supported by
effective measures to mitigate and manage AEs.

As a multiregional clinical trial, STARGLO was designed to produce globally applicable results. The
study demonstrated compelling and consistent treatment benefit across multiple clinical
endpoints in a population representative of US patients. Glofit-GemOx is recognized as a
Category 1 preferred treatment in the National Comprehensive Cancer Network (NCCN 2025)
guidelines, underscoring its clinical utility in US medical practice and the potential to become a
new standard treatment option for transplant-ineligible patients with R/R DLBCL.

1.2. Proposed Indication(s)
COLUMVI® in combination with gemcitabine and oxaliplatin is indicated for the treatment of
adult patients with relapsed or refractory diffuse large B-cell lymphoma, not otherwise specified
(DLBCL, NOS) who are not candidates for autologous stem cell transplant (ASCT).

1.3. Regulatory History
Glofitamab, as monotherapy, was approved by the FDA via the accelerated approval pathway on
15 June 2023 for the treatment of patients with R/R DLBCL who received at least two prior lines
of therapy. The initial FDA approval was granted based on the highly durable responses observed
with an overall response rate (ORR) of 56% (95% Cl: 47, 65) with 43% achieving complete
responses and a median duration of response (DOR) of 18.4 months (95% Cl: 11.4, NE) in the
multicenter, open-label, single-arm Phase 1/2 Study NP30179 (Table 14; COLUMVI USPI).

Prior to the accelerated approval, the Applicant discussed the STARGLO design and registration
strategy for Glofit-GemOx for the treatment of transplant ineligible patients with R/R DLBCL at a
Pre-Phase 3 meeting with FDA on 20 December 2019. STARGLO completed enrollment in March
2023 and was ongoing when it was designated in June 2023 as the confirmatory study to fulfill
the post marketing requirement to verify clinical benefit of glofitamab in R/R DLBCL.

On 20 September 2024, the Applicant submitted a supplemental Biologics License Application
(sBLA) to the FDA. This application seeks the approval of the use of Glofit-GemOx in the proposed
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indication, based on the positive results of the STARGLO trial.

Key interactions held with the FDA for the development of glofitamab in the proposed indication
are summarized in Appendix 1.

The FDA’s Position on Regulatory History

FDA agrees with the overall summary by the Applicant regarding the key interactions with the
FDA and the issuance of the postmarketing requirement (PMR) to verify the anticipated clinical
benefit of glofitamab-gxbm in R/R DLBCL.

Regarding the overall study design of STARGLO, the FDA agrees that that the Agency did not
object to the study as proposed by the Applicant and its use as a potential confirmatory trial to
fulfill the PMR to confirm clinical benefit of glofitamab-gxbm. The Agency did inform the
Applicant that the trial population should be an appropriate population for the R-GemOx
regimen.

In July 2023, the Applicant informed the Agency of the topline results after the interim analysis
(1A) at 73% OS events demonstrated a statistically significant improvement in OS with an OS HR of
0.59 (95% Cl: 0.40, 0.89). However, the Applicant noted the inconsistent OS results between the
regional subgroups. At that time, the Applicant posited that the differential OS follow-up
between the Non-Asian region (median 8.7 months) vs. Asian region (median 14.6 months) may
have contributed to the differences in the subgroup results. The Applicant chose to pursue
additional follow-up of 11 months to allow for longer follow-up duration in the Non-Asian
regional subgroup expecting that this would result in a more consistent treatment effect. The
Applicant also posited that an increase in COVID-19 related events in the Non-Asian region may
also have impacted results and proposed additional follow-up to further address safety. The
Agency expressed concerns regarding the inconsistency between the regional subgroups and
requested additional information by region, including enrollment, safety data, discordant follow-
up, and relevant intrinsic (i.e., body weight and exposure) or extrinsic factors that may impact the
treatment effect.

The Applicant provided an updated analysis in April 2024 with approximately one additional year
of follow-up which demonstrated similar results to the original analysis with continued
inconsistency between the Asian and Non-Asian regional subgroups.

At the pre sBLA meeting in June 2024, FDA expressed significant concerns regarding the
inconsistent results between Asia and Non-Asia regional subgroups and the limited U.S.
representation. FDA stated that the Applicant would have to address these issues and the
applicability of the STARGLO results to a U.S. population if they submitted an application based
on these data.
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2. Efficacy

2.1. Description of Clinical Setting
The Applicant’s Position:

2.1.1. DLBCL Overview
DLBCL is a serious and aggressive life-threatening disease with significant individual and societal
burden. Globally, DLBCL is the most common subtype of non-Hodgkin’s lymphoma (NHL),
accounting for 30-40% of all presentations (Wang 2023). In the US, approximately 19,000 people
are diagnosed with DLBCL each year and it is estimated that 5,000 people with DLBCL died in
2024 alone (SEER Cancer Statistics; US Census). A typical patient diagnosed with R/R DLBCL tends
to be male, older than 60 years old and often presents with advanced stage disease. Regional
comparisons reveal that baseline characteristics of patients with R/R DLBCL are similar globally,
with comparable responses to salvage treatments (Jacobson et al. 2024; Flowers and Odejide
2022; Duarte and Kamdar 2023; Wang et al. 2021; Crump et al. 2017).

Several critical factors influence outcomes for patients with R/R DLBCL, including response to
initial therapy and time to first relapse. Prognosis is particularly poor in patients with primary
refractory disease, defined as those who do not respond to or relapse within six months of first
treatment (Duarte and Kamdar, 2023). The number of prior therapies also impacts prognosis, as
the response to new treatments tends to diminish with each relapse. Additionally, patients with a
higher International Prognostic Index (IPI) score, which considers factors such as age,
performance status, and Ann Arbor disease stage, face a greater risk of disease progression and
have lower survival rates compared to those with lower IPI scores (Amy, 2020).

The FDA’s Position

The Agency agrees with the Applicant’s description of the condition and risk factors associated
with poor prognosis. In addition to the factors mentioned by the Applicant, SEER (COO)
determination is also important in the classification of DLBCL and has been associated with
prognosis (Rosenwald, 2002). Cell of origin considerations are discussed further in FDA’s sub-
section Cell of Origin Differences.

2.1.2. Unmet Need in R/R DLBCL and Current Treatment Options
The confirmation of R/R disease is a devastating moment for patients, who face further
treatment, a reduced chance of cure, and increased risks of treatment-related complications. For
patients experiencing a relapse of this aggressive cancer, the disease can progress quickly,
sometimes before the opportunity to start the next therapy. Thus, timely and decisive discussions
between patients and physicians are essential to promptly initiate treatment following the
identification of relapse.

The journey of patients with R/R DLBCL is similar across the globe (Figure 1). The principles
guiding patient management, including diagnosis, first-line therapy recommendations, and
treatment standards, are uniformly applied across regions, thanks to the broad alignment of
regional clinical practice guidelines like the National Comprehensive Cancer Network [NCCN], the
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European Society for Medical Oncology [ESMO], the Chinese Society of Clinical Oncology [CSCO],
and the Australasian Lymphoma Alliance [ALA]. Although access to certain therapies may vary,
the available standard-of-care regimens are consistent. The universal goal of therapy remains to
achieve a durable complete remission and extend patient survival, with a chance of cure, while
also minimizing toxicity and treatment burden.

Globally, the treatment options for patients with R/R disease are dependent on their response to
treatment, the timing and kinetics of the disease relapse, patient-specific factors and treatment
availability/accessibility. Social determinants of health also impart a critical impact on DLBCL
outcomes and inform individual patient prognosis potentially due to the impact on access to care
over time (Section 4.1; Battiwalla et al. 2025; Hwang et al. 2023; Mikhael et al. 2022).

Figure 1 Journey of Patients With R/R DLBCL
Progression to 2L DLBCL
~60% ~40%
CAR-TIASCT CAR-TIASCT Non-Curative Treatment
Eligible Ineligible Options in R/R DLBCL
P * Access
'Frn' » Socioeconomic .. » Immunochemotherapy
« Location ‘?fm (e.g. R-GemOx, Pola-BR).
» Disease kinetics = CD-19 Immunotherapy
*CAR T generation (e.g. Tafat+Len).
» Patient preference » Investigational agents.
» Best supportive care or XRT.
Failed outcome to

CAR-T/ASCT (3L DLBCL)

ASCT = autologous stem cell transplant; BR= bendamustine+rituximab; CAR-T = chimeric antigen receptor T-cell; DLBCL = diffuse
large B-cell lymphoma; Len = lenalidomide; Pola = polatuzumab vedotin; R-GemOx = rituximab in combination with gemcitabine
and oxaliplatin; R/R = relapsed / refractory; Tafa = tafasitamab; XRT = radiotherapy; 2L = second line; 3L = third line.
Percentages are estimated and projected based upon data from clinical trials and historical outcomes.

Source: Westin and Sehn 2022.

For the past 25 years, high-dose chemotherapy followed by ASCT has been the standard second-
line treatment option for patients who are considered eligible candidates for transplant (Westin
and Sehn 2022). Due to the rigorous nature of this treatment, many patients with R/R DLBCL are
rendered ineligible for ASCT due to age and comorbidities or because they do not respond to
chemotherapy (Figure 1; Philip et al. 1995 ; NCCN 2025; Tilly et al. 2015). Factors determining
candidacy are similar across regions, but uptake varies as this is a highly personalized treatment
decision. Approximately half of the patients eligible for ASCT will respond to salvage
chemotherapy, but it is estimated that only 5% of all patients with second-line (2L) DLBCL will
achieve a cure from ASCT (Westin and Sehn 2022).

CAR T-cell therapies have also shown curative potential (Kamdar et al. 2022; Locke et al. 2022;
Yescarta USPI; Breyanzi USPI) and have started to displace ASCT as the standard second-line
treatment for patients with R/R DLBCL. However, only 30-40% of eligible patients currently

15



benefit from these therapies (Battiwalla et al. 2025; Westin and Sehn 2022). Patient eligibility and
access barriers significantly limit the broad applicability of this therapy option. Logistical barriers
including failure to manufacture this bespoke product can restrict the use of CAR T-cell therapy
and a high number of patients simply cannot wait for treatment because of their rapid disease
progression or death (Battiwalla et al. 2025; Hwang et al. 2023). CAR-T cell therapies are
generally only available at specialized facilities like academic medical centers, limiting access for
patients in rural or community settings compared to those in metropolitan areas (Emole et al.
2022; Hwang et al. 2023; Auletta et al. 2023). Consequently, of the eligible patients who currently
have the opportunity to benefit from CAR T-cell therapies, approximately 20% of all patients with
2L DLBCL will achieve cure from CAR-T therapy (Westin and Sehn 2022).

Despite these therapeutic options, real-world data indicates that only a small percentage of
patients achieve a cure (Figure 1), with many still requiring additional interventions (Flowers and
Odejide 2022; Westin and Sehn 2022). Current treatments for R/R DLBCL, apart from ASCT or CAR
T-cell therapy, include R-GemOx, polatuzumab vedotin in combination with bendamustine +
rituximab, and tafasitamab in combination with lenalidomide (NCCN 2025). These approaches
aim to control the disease but do not utilize the immune system by engaging the T-cells with
lymphoma cells and are not curative, highlighting a critical gap in their effectiveness (Sehn and
Salles 2021).

There remains a significant unmet need for immediately available, effective treatment options to
rapidly control this aggressive disease. Physicians treating patients with R/R DLBCL need broad
access to multiple effective treatment options to offer to their patients to rapidly control this
aggressive disease (Duarte and Kamdar 2023) and provide a chance of durable remission. The
ideal therapy should be infusion ready, well tolerated and minimize burden on both patients and
healthcare systems.

The FDA’s Position

Patients with newly diagnosed DLBCL are potentially curable after standard
chemoimmunotherapy. For patients that relapse, cure is still possible for those who are
candidates for intensive therapy and autologous stem cell transplant. For those patients who are
not candidates, there is no agreed upon standard of care; however, a variety of
chemoimmunotherapy regimens, including R-GemOx, as well as targeted and immune-directed
therapies are available (Appendix 10: Summary of Treatment Options for R/R DLBCL Not Eligible
for Stem Cell Transplant).

Diffuse large B-cell ymphoma is a heterogenous disease with a rapidly evolving landscape in
which molecular and histologic subtyping potentially impact response to and choice of therapies.
The choice of therapy for patients with relapsed disease is based on patient and disease
characteristics, available treatments, and treatment practices. These considerations may vary
across global regions. In particular, the availability of and regional practices with regards to stem
cell transplant and CAR-T therapy vary by region (Hwang, 2023) (Battiwalla, 2025) (Michael,
2022). Regional differences were observed in the STARGLO trial which will be discussed later.

2.1.3. Glofitamab
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Glofitamab is a novel, T-cell engaging bispecific antibody with a 2:1 (CD20:CD3) format for
bivalent binding to CD20 on B cells and monovalent binding to CD3 on T cells leading to the
engagement and redirection of patients’ existing T cells to eliminate malignant B cells. Glofitamab
is administered as a fixed duration, infusion-ready therapy making it a widely available and
accessible treatment option.

As a monoclonal antibody based on the human immunoglobulin G1 (IgG1) isotype, elimination is
primarily driven by proteolytic degradation. Thus, the pharmacokinetics (PK) of glofitamab is not
expected to be impacted by renal and hepatic function or routes of metabolism. In addition,
there is no evidence to indicate the formation of neutralizing antibodies as a theoretical mode of
tolerance or resistance to therapy.

The scientific rationale for combining glofitamab with GemOx is based on their complementary
mechanisms of action, where GemOx's immune modulation (Larson et al. 2024), upregulation of
CD20 (Hayashi et al. 2016), and enhancement of the tumor microenvironment (Garcia-
Dominguez et al. 2022) were hypothesized to improve the therapeutic effectiveness of
glofitamab in the treatment of DLBCL. The combination is further supported by manageable
toxicity profiles observed with glofitamab and GemOx.
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2.2.Summary of Clinical Trials Supporting Efficacy
The Applicant’s Position:

2.2.1. Study GO41944 (STARGLO) Design
STARGLO is a randomized, open-label, Phase 3, multiregional clinical trial investigating the
combination of glofitamab with GemOx compared with R-GemOx in transplant-ineligible patients
with R/R DLBCL, not otherwise specified (NOS) (Figure 2).

R-GemOx is a globally accepted standard of care for patients who are not considered candidates
for high-dose chemotherapy and/or transplant, as reflected by its continued endorsement in
international practice guidelines (e.g. NCCN, ESMO, CSCO, ALA). Selecting R-GemOx as a
comparator also enabled the demonstration of glofitamab’s contribution in the Glofit-GemOx
regimen, where glofitamab replaced rituximab in combination with GemOx. At the Pre-Phase 3
meeting with FDA, R-GemOx was noted to be a reasonable comparator, provided that the trial
population would be adequately defined as patients for whom R-GemOx therapy was
appropriate.

In accordance with treatment guidelines, R-GemOx has been consistently utilized globally as an
effective immunochemotherapeutic option for many patients with transplant ineligible R/R
DLBCL in recent years and during the STARGLO recruitment period (Yamshon et al. 2025, Flatiron
Health RWD [2011-2024], IPSOS [2022-2024]).

STARGLO was designed based on an assumed median OS of 11 months in patients receiving R-
GemOx (Mounier et al. 2013; Lopez et al. 2008; Corazzelli et al. 2009), and hypothesized an
improvement of 7.3 months in median OS (HR = 0.6) in patients receiving Glofit-GemOx. A target
sample size of approximately 270 patients with 138 events at the final analysis was established to
provide 80% statistical power for the evaluation of OS in the intent-to-treat (ITT) population,
using a 2:1 randomization to sufficiently characterize the safety profile of the Glofit-GemOx
regimen. This randomization also provided more participants the chance to receive a novel agent
that had shown potential efficacy and safety in later lines of therapy. Patients were randomized
in a stratified manner based on two clinically relevant prognostic factors known to impact
outcomes in R/R DLBCL: number of prior therapies (one vs. two or more) and whether the
disease was relapsed or refractory.
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Figure 2  Study Design for STARGLO
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*Gemcitabine 1000 mg/m2 and oxaliplatin 100 mg/m2. In C1, obinutuzumab pretreatment (Gpt) administered on D1, GemOx on
D2, followed by glofit 2.5 mg on D8 and glofit 10 mg on D15; in C2-8, glofit 30 mg and GemOx are administered on D1. Gpt and
glofitamab step up dosing with premedication are mitigation measures to reduce risk of cytokine release syndrome.

tRituximab 375 mg/m2.

FRelapsed disease: recurrence following a response that lasted 26 months after completion of the last line of therapy; refractory
disease: disease that did not respond to, or that progressed <6 months after completing, the last line of therapy.

C = cycle; D = day; DLBCL = diffuse large B-cell ymphoma; ECOG PS = Eastern Cooperative Oncology Group performance status;
NOS = not otherwise specified; R 2:1 = patients randomized in a 2:1 ratio.

Between February 2021 and March 2023, 274 patients were enrolled globally across 62 sites in 13
countries (Figure 3). The study was initiated across all countries simultaneously however varied in
country site activation timing (Figure 4). US was the country with the highest number of sites (10
enrolling sites) while the highest number of sites by region was in Europe (49% of sites, enrolling
32% of patients), followed by Asia-Pacific (China, Taiwan, South Korea, and Australia) (35% of
sites, enrolling 59% of patients), and North America (16% of sites, enrolling 9% of patients).

Figure 3 Enroliment in STARGLO by Country (Sites and Patients)
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Across clinical trial sites, the COVID-19 pandemic introduced resource constraints, regulatory and
logistical challenges, prioritization of COVID-19 care and research, and the need to implement
enhanced safety measures. Additionally, patients were unable to attend clinic visits in person due
to COVID restrictions and patient fears. These challenges, common across oncology clinical trials,
delayed site activations for the STARGLO trial, primarily in Europe and North America, resulting in
a delayed onset for US enrollment (Figure 4) and reduction in on-study follow-up time at the
primary analysis. Independent analyses across US cancer centers demonstrated a marked
decrease in interventional treatment trial accruals in both 2020 and 2021 (George et al. 2023),
with the lowest trial screening rates corresponding to COVID-19 mortality or case peaks (deaths
in mid-April 2020, cases in December 2020, cases in August 2021 associated with the delta
variant, and cases associated with the omicron variant at the end of 2021/beginning of 2022;
McDonald et al. 2023). While the pandemic affected the intended regional makeup of patients
enrolled in the trial, particularly in the US, a population relevant to the US was obtained (Section
2.3.1.2; Section 4.1) and nonetheless, does not compromise the validity of the overall findings.

Figure 4 STARGLO Conducted During the COVID-19 Pandemic
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STARGLO utilized an independent Data Monitoring Committee (iDMC), which was established to
monitor patient safety and to assess study outcomes at pre-specified analysis timepoints,
including the pre-specified interim analysis for OS (Section 2.2.3).

Major protocol amendments for STARGLO are summarized in Appendix 2.

2.2.2. Study Endpoints
The primary endpoint of the study was OS, defined as time from randomization to death from
any cause. Key secondary endpoints included:
e Progression-free survival (PFS): Time from randomization to the first occurrence of disease
progression or relapse, or death from any cause, assessed by blinded independent review.
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e Complete response (CR) rate: The percentage of patients with CR whose best overall response
is a CR on PET-CT, assessed by blinded independent review.

e Duration of complete response (DOCR): time from the first occurrence of a documented CR to
disease progression, or death from any cause, whichever occurs first, assessed by blinded
independent review.

The response-based endpoints (PFS, CR, DOCR) were evaluated using the 2014 Lugano response
criteria, and assessed by the blinded Independent Review Committee (IRC) to guard against
potential bias.

Additional secondary efficacy endpoints (no formal statistical testing) included PFS by investigator
(INV), CR rate by INV, best ORR by IRC and INV, DOCR by INV, DOR by IRC and INV. Event-free
survival (EFS) was included as a post-hoc exploratory analysis.

Safety data from adverse event (AE) reports, and information on new anti-lymphoma therapy
(NALT) as well as patient-reported outcomes (PROs) were collected.

2.2.3. Statistical Methods
An efficacy interim analysis was pre-planned to be conducted after enrollment completion and at
approximately 70% (97 events) of the total number of OS events required for the final analysis,
with statistical significance if p < 0.0148, estimated using the O’Brien-Fleming method, which set
a high bar for statistical significance. At the interim analysis with a clinical cutoff date (CCOD) of
29 March 2023, 101 OS events were observed, and the threshold for statistical significance was
adjusted to p < 0.0174 per the statistical analysis plan (SAP) to account for the actual number of
events.

The primary endpoint was met at the interim analysis and based on this data the iDMC
recommended that the study be fully analyzed. Following the iDMC’s recommendations, the
interim analysis became the primary analysis, and data were made available by the Applicant for
the formal reporting of results (Figure 5). At the primary analysis, 33 patients in the Glofit-GemOx
arm and 7 patients in the R-GemOx arm were still on active study treatment.

Figure5 STARGLO Timeline
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Study Timeline after 70% OS events [n=101])* patients had finished therapy)
Median OS follow-up: Median OS follow-up:
. 11.3 months 20.7 months
First
patient
enrolled Last patient enrolled

(March 14, 2023)

Feb 2021 March 28, 2023 Feb 18, 2024

*Study met interim threshold for significance. CCOD = clinical cut-off date; OS = overall survival.
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An additional, subsequent updated analysis was conducted to allow all patients to complete
study therapy and to allow longer follow-up for patients in the US and Europe due to the impact
of COVID-19 pandemic (Section 2.2.1).

To ensure unbiased data collection and the integrity of the updated analysis, investigators and
patients were not informed of the outcome of the primary analysis, and no analyses were
conducted on the accumulating data until the updated analysis (CCOD: 16 February 2024) when
all patients had completed study therapy, approximately 11 months after the primary analysis. At
the updated analysis, 132 OS events (48% of the 274 patients enrolled in the study) were
observed across both treatment arms.

In this briefing document, results from both the primary and updated efficacy analyses and the
cumulative safety data collected up to the updated analysis (CCOD of 16 February 2024) are
presented.

The major SAP amendments are summarized in Appendix 3.

The FDA’s Position
There are several aspects of the STARGLO trial design and conduct that impact the interpretation
of the study results.

e Minimum Number of Patients Required for China Subpopulation:
The trial was designed as a multiregional trial, enrolling in North America, Europe,
Australia, and Asia. The FDA notes that the total trial population was not balanced by
region and had an large representation of patients enrolled in Asian countries, which
accounted for almost half of the population. It is important to note that the protocol
stipulated a minimum requirement for a China subpopulation. Specifically, the protocol
states that patients were to be enrolled “at sites in mainland China, Hong Kong, and
Taiwan that are recognized by the China’s National Medical Products Administration
(NMPA) to ensure a total of up to approximately 80 patients in a China subpopulation.”
The rationale for this requirement was “to characterize the efficacy and safety profile of
glofitamab in addition to GemOx to potentially support a marketing application in China”
(protocol v1).” If this number of patients was not obtained during the global enroliment
phase of the protocol, additional patients could be enrolled in an extended China
enrollment phase. Extended enrollment was not needed, as ultimately 80 patients were
enrolled from China. No such requirements were included in the protocol for other
regions to ensure equal representation.
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Reasons for the Updated Analysis (CCOD of 16 February 2024):

The FDA notes that a subsequent updated analysis was not only conducted to offset the
potential impact of the COVID-19 pandemic. The Applicant initially presented topline data
to the Agency based on the interim analysis conducted at 73% of the estimated OS events.
At that time, the inconsistent efficacy results based on race and region were observed and
the Agency conveyed their concern about the robustness of the study results. The
Applicant posited that the shorter follow-up in Non-Asian countries (median 8.7 months)
compared to the longer follow-up in the Asian countries (median 14.6 months) was the
likely reason for the inconsistent results and posited that further follow-up would reveal a
more consistent treatment effect. The additional year of follow-up was proposed by the
Applicant to help address the inconsistencies observed.

Schedule of R-GemOx in Aggressive Lymphoma: Every Three Week Dosing (Q3W) versus
Every Two Week Dosing (Q2W)

The comparator arm is R-GemOx administered every three weeks (Q3W). While R-GemOx
can be administered once every three weeks, most studies and many institutions
administer the regimen more frequently, once every two weeks, due to the aggressive
nature of R/R DBCL. The use of R-GemOx dosing every two weeks is recommended in
clinical practice guidelines based on the literature (Gnaoui, 2007) (Mounier, 2013)
(Crump, 2016) (Corazzelli, 2015)

Utilization of R-GemOx in a U.S. Patient Population

R-GemOx is not a regimen commonly used in the U.S., with reported use of 2-8% per
recent RWD and utilization reports (Yamshon, 2025) (Applicant response, BLA 761309-S-
001, SD 202 received 10-25-2025). When used, R-GemOx is generally reserved for patients
who are not suitable for intensive therapy due to age or comorbidities (Cazelles, 2021)
(Gnaoui, 2007). The observed utilization of R-Gem-Ox in the U.S. calls into question the
suitability of R-Gem-Ox as a control arm for the U.S. patient population.

Delayed Enrollment in the U.S.

As noted by the Applicant, the Asian regions enrolled patients early in the study, whereas
Europe and North America accrued through the mid- to late- phases of the study. The
Applicant attributes the late enrollment of patients from Europe and the U.S. in part to
the effects of the COVID-19 pandemic. However, the Applicant also notes that in the U.S.
a higher number of sites declined participation in STARGLO. Over 50 sites were
approached in the U.S. with 11 sites activated and 10 sites that enrolled patients
(Applicant Submission, BLA 761309-S001, Module 2, Clinical Overview, SD 194 received 9-
20-2024). Although not mentioned by the Applicant, the high rate of sites declining
participation in STARGLO may reflect a lack of investigator interest.
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2:1 Randomization:

In general, randomization is most efficient when utilizing a 1:1 randomization ratio. While
2:1 randomization is used in oncology, in trials with small sample sizes, this imbalanced
ratio reduces the amount of information on the control arm, limiting comparative
analyses. Additionally, a 2:1 randomization may introduce bias as the experimental arm
may be considered a better treatment, which in an open-label trial can impact adherence
and conduct between treatment arms.

Obinutuzumab Pre-treatment

To mitigate the risk of CRS, obinutuzumab pre-treatment is administered prior to the
initiation of glofitamab. Obinutuzumab is a 2"%-generation CD20 monoclonal antibody that
has been shown to be superior to rituximab in several non-Hodgkin lymphoma settings
(Townsend, 2023) (Goede, 2015). With the use of obinutuzumab in the Glofit-GemOx arm,
there may be a differential impact given the differences between obinutuzumab and
rituximab.

2.2.4. Patient Selection

The STARGLO study aimed to enroll patients with a high unmet need and the eligibility criteria
ensured the selection of patients with R/R DLBCL who were not candidates for high intensity
chemotherapy followed by transplant.

The key inclusion and exclusion criteria are presented in Table 1. The complete eligibility criteria
are provided in the protocol (Abramson et al. 2024: appendix 2 pp 232-38).

Table 1

Key Inclusion and Exclusion Criteria in STARGLO

Inclusion criteria

Exclusion criteria

Patients aged 18 years or older

Patients with an ECOG performance status of 0, 1 or 2
Patients with histologically confirmed DLBCL, NOS
Patients who had received 2 1 previous systemic o
therapies and

Patients enrolling after only one previous line of

e Patients who had failed only one prior line of
therapy and were a candidate for stem cell
transplantation

Patients with DLBCL transformed from indolent
disease

Patients with double or triple hit ymphomas
(HGBL with MYC and BCL2 and/or BCL6
rearrangements), or high-grade B-cell lymphoma,
NOS

Prior treatment with glofitamab or other
bispecific antibodies targeting both CD20 and
CcD3

who had relapsed disease (recurrence following °
a response that lasted 26 months after
completing the last line of therapy) or
refractory disease (disease that did not respond
to, or that progressed within 6 months after .
completing, the last line of therapy)

therapy had to be considered ASCT-ineligible based
on age (270 years), end organ dysfunction, ECOG
performance status of 2 or higher, patient refusal for
ASCT, or other comorbidities that precluded the use
of transplant based on local practice standards or in
the investigator’s opinion.

e Prior treatment with R-GemOx or GemOx

ASCT = autologous stem cell transplant; DLBCL= diffuse large B-cell lymphoma; ECOG = Eastern Cooperative Oncology Group;
GemOx = gemcitabine and oxaliplatin; HGBL = high-grade B-cell ymphoma; NOS = not otherwise specified; R-GemOx = rituximab
in combination with gemcitabine and oxaliplatin.
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The FDA’s Position

The FDA agrees with the Applicant’s description of the eligibility criteria. The FDA does not agree
with the Applicant’s statement that the eligibility criteria ensured the selection of patients with
R/R DLBCL who were not candidates for high-dose chemotherapy followed by transplant, see
section Reasons for Transplant Ineligibility.

2.3. Efficacy Summary
The Applicant’s Position:

2.3.1. Study Patients
2.3.1.1. Patient Disposition
Patient enrollment was complete (last patient enrolled 14 March 2023) at the time of primary
analysis (CCOD: 29 March 2023). The ITT population comprised of a total of 274 patients
randomized 2:1 (183 patients to the Glofit-GemOx arm and 91 patients to the R-GemOx arm).

At the time of the updated analysis, all patients had completed or discontinued study therapy
and a total of 160 patients (58.4%) had discontinued from the study: 97 of 183 patients (53.0%) in
the Glofit-GemOx arm and 63 patients (69.2%) in the R-GemOx arm; whereas 86 patients (47.0%)
on the Glofit-GemOx arm and 28 patients (30.8%) on the R-GemOx arm were still being followed
in the study. The primary reason for study discontinuation in both treatment arms was death
(Glofit-GemOx: 80 patients [43.7%], R-GemOx: 52 patients [57.1%]).

2.3.1.2.  Demographic Characteristics
The STARGLO ITT population was generally balanced between the treatment arms across the
measured baseline characteristics (Table 11).
The median age was 68 years, more patients were male (58%) and 63% had received one prior
line of therapy. Most patients had advanced stage disease (Ann Arbor llI-IV 70%) and 49% had
high or high intermediate risk IPI. The majority of patients were refractory to their most recent
line of therapy (61%) with 56% of patients presenting with primary refractory disease (Table 11).

The overall ITT population in STARGLO closely mirrors the clinical profile of DLBCL patients in the
US (Sineshaw et al. 2024; Koff et al. 2023; Budde et al. 2024 [Flatiron]; Yamshon et al. 2024 [LEO
Consortium]).

While low enrollment of Black or African American and Hispanic or Latino patients was observed
in STARGLO, the overall proportion of these patients is broadly consistent with expected
incidence in the US for their respective subpopulations (~¥8%) (Budde et al. 2024 [Flatiron];
Yamshon et al. 2024 [LEO Consortium]). Additional Phase 1b clinical trials are in progress to
further characterize safety, efficacy, PK, and PD of Glofit-GemOx in patients with R/R DLBCL in the
US population (NCT06624085 and NCT06806033).
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The FDA’s Position on STARGLO’s Patient Population
The FDA has concerns with the composition of the ITT population in terms of regional
representation as well as generalizability to a U.S. patient population.

The STARGLO study is a multiregional trial as it enrolled patients from multiple countries and
regions. However, distribution of the population across those regions demonstrates an large
representation of patients enrolled in Asian countries (China, Taiwan, and Korea). While the
combined grouping of patients from North America, Europe, and Australia resulted in 52% of the
ITT population, 48% of the total population was enrolled solely from Asian countries (FDA Table
1). As noted, the protocol specified that at least 80 patients from China be enrolled “in order to
characterize the efficacy and safety profile of glofitamab in addition to GemOx to potentially
support a marketing application in China” (protocol v1). The protocol did not include such
requirements for the Non-Asian countries to ensure a more evenly distributed population. Region
was not used as a stratification factor nor pre-specified as a separate powered analysis. However,
regional subgroups, which the Applicant designated as “North America,” “Europe,” and “Rest of
World,” were included in the pre-specified subgroup analyses (Figure 8 Subgroup Analysis of
OS by Key Baseline Risk Factors (STARGLO Updated Analysis, ITT Population).

FDA Table 1: Number of Patients by Regions

Total ITT Glofit-GemOx R-GemOx
Region N=274 N=183 N=91
n (%) n (%) n (%)
us 25 (9) 15 (8) 10 (11)
Europe? 88(32) 62 (34) 26 (29)
Australia 30(11) 22 (12) 8(9)
otal 131 (48) 84 (46) 47 (52)
. hina 80 (29) 55 (30) 25 (27)
Asia
orea 37 (14) 21 (11) 16 (18)
aiwan 14 (5) 8 (4) 6(7)
2France, Poland, Great Brittain, Spain, Denmark, Germany, Belgium, Switzerland
ITT: Intent-to-treat population; Glo-GemOx: glofitamab+gemcitabine+oxaliplatin; R-GemOx: Rituximab +GemOx
Source: FDA analysis, Data cutoff: 16 February 2024

FDA does not agree that the STARGLO population mirrors the clinical profile of the intended
population of U.S. patients with R/R DLBCL. There was a limited number of patients enrolled in
the U.S. and an large representation of the patients from Asian regions. While the majority of
DLBCL cases do occur in patients identifying as White, the overall U.S. population with DLBCL is
not homogenous. The US SEER data from 2016-2020 estimates the number of cases of DLBCL in
2024 to occur in 87% of patients identifying as White, 7.5% as Black, 4.8% as Asian or Pacific
Islander, and 0.5% as American Indian/Alaska Native (SEER Cancer Statistics; US Census). In terms

26



of ethnicity, 11% of cases were estimated to occur in Hispanic patients, while the majority of
cases (89%) were estimated to occur in patients who are not Hispanic (SEER Cancer Statistics; US
Census).

The demographic profile of the overall patient population exhibits similarities to the U.S. patient
population in terms of median age and gender distribution. Specifically, patients in the U.S. have
a reported median age of 67 years and a slight male predominance (56%) (SEER Cancer Statistics;
US Census). However, other patient characteristics appear to differ between these populations.
The intended patient population are those who are considered ineligible for transplant. These
patients are typically older or unfit due performance status, comorbidity, or insufficient response
to prior treatment. As FDA Table 2 shows, 35% of the population was considered ineligible due to
patient refusal. As discussed further in Reasons for Transplant Ineligibility, the reason for the
refusal is not clear and could reflect a patient that would otherwise be a candidate for intensive
chemotherapy and autologous stem cell transplantation. This difference, as well as others,
appear magnified in the regional subgroup analyses. There is also uncertainty regarding potential
differences in disease biology, specifically cell of origin between the regions that can play role in
patient disease course and response to treatment. These considerations are further discussed in
Cell of Origin Differences.
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FDA Table 2: Baseline Demographics

) L. ITT population
Baseline Characteristic N=274
Age Median, y (range) 68 (20, 88)
<65y, n (%) 102 (37)
265 to <75y, n (%) 107 (39)
275y 65 (24)
Sex, n (%) Male 158 (58)
Female 116 (42)
Race, n (%) Asian 137 (50)
Black 3(1)
White 115 (42)
Unknown 19 (7)
Ethnicity, n (%) Hispanic 16 (6)
Not hispanic 242 (88)
Not reported 15 (5)
Unknown 1(0)
Reason for Age 116 (42)
Transplant Performance Status 2 (1)
Ineligibility Comorbidity? 11 (4)
n, (%) Insufficient response to Salvage 27 (10)
Failed Prior Transplant 12 (4)
Lack of Access to Transplant Center 2 (1)
Patient Refused Transplant 95 (35)
Other® 6(2)
None listed 3(1)
Cell of origin by GEP test available 161 (59)
Nanostring“lGEP), n | ABC-DLBCL¢ 86 (53)
(%) GCB-DLBCL® 59 (37)
Unclassified* 16 (10)

GEP: Gene Expression profiling; ABC: Activated B-cell like; GCB: Germinal Center B-cell like
2 Comorbidities listed: Population (1 patient each): cardiac dysfunction/non-insulin dependent diabetes

mellitus(1), cardiac impairment, cardiomyopathy, induction complications, complications after gastrointestinal
perforation , depression, diabetes, hypertension/diabetes mellitus/arrhythmias/seizures, hypertension/diabetes
mellitus/embolic strokes, severe COVID/pneumonitis, underlying lung disease.

bOther (1 patient each): Expected insufficient response, N/A:>2 prior lines of therapy, risk of many adverse events,
pre-transplant: insufficient response, non-chemosensitive disease, too chemorefractory.

©Not all patients tested

dProportion was calculated with number of GEP testing available by central testing as the denominator

Source: FDA analysis, Data cutoff: 16 February 2024
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2.3.2. Overview of Efficacy Results
2.3.2.1.  Primary Efficacy Endpoint: Overall Survival

At the primary analysis, STARGLO met its primary endpoint, demonstrating a statistically
significant and clinically meaningful 41% reduction in the risk of death among patients receiving
Glofit-GemOx compared to those receiving R-GemOx (OS HR: 0.59 [95% Cl: 0.40, 0.89]; log-rank
p-value of 0.010706) in transplant-ineligible patients with R/R DLBCL (Table 2). Median OS in the
R-GemOx arm was 9.0 months (95% Cl: 7.3, 14.4) and was not reached in the Glofit-GemOx arm
(95% CI: 13.8, NE) (Table 2).

The OS results were robust as confirmed by additional analyses (Appendix 6):

e Pre-specified sensitivity analyses (including stratification discrepancies, COVID-19-
associated deaths and early discontinuations)

e Post-hoc multivariable analysis (MVA) adjusting for prognostic and clinically relevant
baseline factors identified among 26 pre-specified factors, including the stratification
factors (number of prior systemic therapies and refractory status to last systemic
therapy), sex, IPI score, bulky disease of > 10 cm, body mass index (BMI), and enrollment
region.

The OS benefit was maintained in the updated analyses with an additional 11 months of follow-
up where patients treated with Glofit-GemOx achieved a median OS of 25.5 months (95% Cl 18.3,
NE), nearly double that of the R-GemOx treatment arm, which had a median OS of 12.9 months
(95% Cl: 7.9, 18.5). The HR was 0.62 (95% Cl: 0.43, 0.88) (Table 2; Figure 6).
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Table 2  Primary Efficacy Endpoint Results from Primary and Updated Analyses (STARGLO,
ITT population)
Primary Analysis Update Analysis
CCOD: 29 March 2023 CCOD: 16 February 2024
R-GemOx Glofit-GemOx R-GemOx Glofit-GemOx
(N=91) (N=183) (N=91) (N=183)
Overall Survival
Patients with event, n (%) 40 (44.0%) 61 (33.3%) 52 (57.1%) 80 (43.7%)
Median, months (95% Cl) 9.0(7.3,14.4) NR°(13.8,NEY) 12.9(7.9,18.5) 25.5(18.3, NEY)
Median OS follow-up, months (range) 9.6 (0-22) 12.0 (0%-24) 19.7 (0-34) 22.5(0%-36)
Stratified HR (95% Cl) 0.59 (0.40, 0.89) 0.62 (0.43, 0.88)
p-value (log-rank) 0.010706 0.006366°
Overall survival rate (95% Cl)
12 month duration 44.6% 62.5% 52.5% 62.9%
(31.6,57.6) (54.4,70.7) (41.6, 63.3) (55.7,70.1)
Diff. in event-free rate 17.9% 10.4%
18 month duration 35.0% 54.6% 39.7% 57.6%
(21.1, 49.0) (44.7, 64.6) (28.7,50.7) (50.2, 65.1)
Diff. in event-free rate 19.6% 18.0%
. d d 33.5% 52.8%
24 month duration NE NE (22.2,44.9) (44.8,60.7)
Diff. in event-free rate NE¢ 19.2%

CCOD = clinical cutoff date; Cl = confidence interval; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin;
HR = hazard ratio; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin.

a Censored observation. ? As the primary analysis of OS crossed the pre-specified stopping boundary, all p-values for the updated
analysis are considered descriptive. ¢ Not reached. 4 Not estimable.
Sources: t_ef_tte_0S_IT_29MAR2023_41944 [ADSL, ADTTE]; t_ef tte_OS_IT_16FEB2024_41944 [ADSL, ADTTE].

Figure 6 Kaplan—Meier Estimates of OS (STARGLO Updated Analysis, ITT Population)*

Kaplan-Meier Plot, Overall Survival, Intent-to-Treat Patients

Protocol: GO41944
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Source: g_ef km_OS_IT_16FEB2024_41944 [ADSL, ADTTE].
*Replaced by FDA for improved resolution using Figure 3 from Applicant’s updated CSR page 105
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In Phase 2 studies evaluating R-GemOx in R/R DLBCL, the median OS ranged from 9.1 to 11
months (Lopez et al. 2008; Mounier et al. 2013). Recent real-world data, in which more than 90%
of patients had prior exposure to rituximab therapy, indicates a median OS of 8 to 13.5 months
(Dhanapal et al. 2017; Cazelles et al. 2021; Budde et al. 2024; Yamshon et al. 2024 ) (Appendix 7).
The median OS of 12.9 months observed in the R-GemOx arm in STARGLO is within the expected
range for this regimen reinforcing the validity of the comparative OS findings.

2.3.2.2.  Secondary Efficacy Endpoints
The OS benefit demonstrated in STARGLO was supported by consistent, clinically meaningful and
statistically significant improvements in secondary endpoints (IRC-assessed PFS and CR rates) in
the Glofit-GemOx arm compared to the R-GemOx arm.

At the primary analysis, the PFS analysis showed a 63% reduction in the risk of disease
progression or death in patients in the Glofit-GemOx arm compared to the R-GemOx arm
(stratified HR = 0.37, 95% Cl: 0.25, 0.55; log-rank p-value < 0.000001), and the CR rate was 28.3%
higher (p < 0.0001) in the Glofit-GemOx arm (50.3%, 95% Cl: 42.8, 57.7) compared to the R-
GemOx arm (22.0%, 95% Cl: 14.0, 31.9) (Table 3). With longer follow-up, the PFS results persisted
and a further improvement in CR rate was observed as all patients had completed therapy (Table
3; Figure 7).

Similar to OS, PFS results were robust, with consistent treatment effects across sensitivity
analyses assessing the impact of COVID-19, across stratified subgroups as well as a post-hoc MVA
adjusting for prognostic and clinically relevant baseline factors (Appendix 6).

IRC-assessed DOCR showed a 41% reduction in the risk of disease progression or death that was
not statistically significant in patients who achieved CR (stratified HR = 0.59, 95% CI: 0.19, 1.83;
log-rank p-value = 0.356) (Table 3).
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Table 3  Key Secondary Efficacy Endpoint Results from Primary and Updated Analyses
(STARGLO, ITT population)

Primary Analysis Update Analysis
CCOD: 29 March 2023 CCOD: 16 February 2024
R-GemOx Glofit-GemOx R-GemOx Glofit-GemOx
(N=91) (N=183) (N=91) (N=183)
Key secondary efficacy endpoints (hierarchically tested)®
IRC-assessed PFS
Patients with event, n (%) 44 (48.4%) 68 (37.2%) 54 (59.3%) 90 (49.2%)
Median, months (95% Cl) 3.3(2.5,5.6) 12.1(6.8,18.3) 3.6(2.5,7.1) 13.8 (8.7, 20.5)
Median PFS follow-up, months 6.1(0-17) 9.0 (0-21) 8.6 (0—27) 163 (0-33)
(range)
Stratified HR (95% Cl) 0.37 (0.25, 0.55) 0.40 (0.28, 0.57)
p-value (log-rank) < 0.000001 < 0.000001*
PFS rate (95% Cl)
6 month duration 35.2% 63.6% 39.0% 65.9%
(22.6, 47.7) (55.6, 71.6) (27.6, 50.4) (58.7,73.0)
Diff. in event-free rate 28.5% 26.9%
9 month duration 30.1% 55.9% 32.7% 56.5%
(17.5, 42.7) (47.2,64.5) (21.1,44.3) (49.0,64.1)
Diff. in event-free rate 25.8% 23.8%
12 month duration 19.8% 51.0% 25.2% 51.7%
(4.9, 34.6) (41.9, 60.1) (13.6, 36.9) (44.0,59.4)
Diff. in event-free rate 31.2% 26.5%
IRC-assessed CR rate®
Complete responders, n (%) 20 (22.0%) 92 (50.3%) 23 (25.3%) 107 (58.5%)
95% Cl (14.0,31.9) (42.8,57.7) (16.8, 35.5) (51.0,65.7)
Difference in CRR, (95% Cl) 28.3% (16.3, 40.3) 33.2% (20.9, 45.5)
p-value (CMH) <0.0001 <0.0001°
IRC-assessed DOCR® ¢
Complete responders, n 20 92 23 107
Patients with event, n (%) 4(20.0%) 15 (16.3%) 7 (30.4%) 28 (26.2%)
Median, months (95% Cl) NRe (6.4, NEF) 14.4 (14.4, NE) 24.2 (6.9, NE) NRe (NEY)
Median DOCR follow-up, 6.1(0-12) 6.9 (0-18) 11.8 (0-25) 13.6 (0-31)
months (range)
Unstratified HR (95% Cl) 0.59 (0.19, 1.83) 0.59 (0.25, 1.35)
p-value (log-rank) 0.3560 0.2040°

CCOD = clinical cutoff date; Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; CR = complete response; DOCR = duration
of complete response; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; HR = hazard ratio;

IRC = Independent Review Committee; PFS = progression-free survival; R-GemOx = rituximab in combination with gemcitabine
plus oxaliplatin.

3 As the primary analysis of OS crossed the pre-specified stopping boundary, all p-values for the updated analysis are considered
descriptive. P For the primary analysis, these key secondary efficacy endpoints were tested according to the order shown in the
table above. ©IRC-and INV-Assessed response rates were assessed using the Lugano Classification (Cheson et al. 2014). 9 The
Applicant retained DOCR as a key secondary endpoint in the hierarchical testing acknowledging the FDA would not formally assess
the DOCR as a key secondary endpoint as it is a responder analysis, which is a subgroup analysis. € Not reached. fNot estimable.
Sources: t_ef_tte IRCPFSN_IT_29MAR2023_41944 [ADSL, ADTTE]; t_ef tte_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE];
t_rsp_IRC_IT_29MAR2023_41944 [ADSL, ADRS]; t_rsp_IRC_IT_16FEB2024_41944 [ADSL, ADRS]; t_ef_dor_IRCCR_IT_29MAR2023_41944 [ADSL,
ADTTE]; t_ef dor_IRCCR_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef tte_fup_OS_T_IT_29MAR2023_41944 [ADSL, ADTTE];

t_ef _tte_fup_OS_T_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_tte_fup_IRCPFSN_T_IT_29MAR2023_41944 [ADSL, ADTTE];

t_ef tte_fup_IRCPFSN_T_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef tte_fup_IRCCR_T_IT_29MAR2023_41944 [ADSL, ADTTE];

t_ef tte_fup IRCCR_T_IT_16FEB2024_41944 [ADSL, ADTTE].
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Figure 7 Kaplan-Meier Estimates of IRC-assessed PFS, Censored Before NALT (STARGLO
Updated Analysis, ITT Population)*

Kaplan-Meier Plot, IRC A d PFS Ci ed Before NALT, Intent-to-Treat Patients

Protocol: GO41944
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Glofit-GemOx
pvalue (log-rank) <.0001
Hazard Ratio (95% Cl) 0.40(0.28, 057)
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months)
No. of Patients at Risk
R-GemOx 91 34 22 14 9 6 2 2 2 2 NE NE NE
Glofit-GemOx 183 130 107 89 €6 54 37 26 14 10 2 1 NE
Day 1is day of randomization. The hazard ratio was estimated by Cox regressicn Stratified hazard ratio and pvahaes have bean adpsted for the randomization stratification variables according to IXRS
Program: root/clinical_studes/RO7082859/C0T30295/GO41 gram/g_ef_km sas
Output. recticlinical_studies'RO708285CDT30295/G041944/data_analysis/Follow Up Analyss 2024/prodfoutput/g ef km IRCPFSN IT 16FEB2024 41944 par
23APR2024 12:49

Source: g_ef_km_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE].
*Replaced by FDA for improved resolution using Figure 6 from Applicant’s updated CSR page 124
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2.3.2.3.  Exploratory Subgroup Analyses
Subgroup analyses were conducted for 26 pre-specified factors across 77 subgroups (each factor consisted of multiple subgroups)
(Figure 8).

Figure 8  Subgroup Analysis of OS by Key Baseline Risk Factors (STARGLO Updated Analysis, ITT Population)

R-GemDx Glofit-GemOx
(N=91) (N=183)
Total Median Median Hazard 85% Wald Glofit-GemOx R-GemOx
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Unknewn ] 12 4 202 20 8 NE 0.96 (0.28,3.21} T
|
|
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ano 1 3

Day 1 is day of randomization. HRs and Wald Cls were estimated using Cox regression. The vertical dashed line indicates the HR for all patients. The symbol size is proportional to
the subgroup size. COO is investigator assessed.

CAR-T = chimeric antigen receptor T-cell; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; HR = hazard ratio; IPI = International Prognostic Index;

NE = not estimable; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin.

Source: g_ef forest_unstrat_odac_OS_IT_16FEB2024_41944 (ADSL, ADSUB, ADTTE).
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When examining the subgroup analyses for OS, the great majority of subgroups showed a
benefit consistent with the treatment effect in the overall population with few exceptions
notably in the exploratory subgroups of race and region. In North America (n=25), an OS HR of
2.62 (95% Cl: 0.56, 12.34), PFS HR of 2.25 (95% Cl: 0.48, 10.54) and equal CR rates (40%)
between the arms were observed (Table 4). In Europe, an OS HR of 1.09 (95% Cl: 0.54, 2.18)
was observed, with a directionally consistent benefit in favor of Glofit-GemOx in key secondary
endpoints of PFS and CR when compared with the overall population. Of note, the OS HR of
0.62 in the overall population (ITT) falls within the 95% Cls for the OS/PFS HRs in North America

and Europe.

Table 4 Efficacy Overview in Pre-specified Regional Subgroups (STARGLO Updated

Analysis)
North America Europe Asia Pacific? ITT
N=25 N=88 N=161 N=274
R-GemOx Glofit- R-GemOx Glofit- R-GemOx Glofit- R-GemOx Glofit-
N=10 GemOx N=26 GemOx N=55 GemOx N=91 GemOx
- N=15 N=62 - N=106 - N=183
oS
ms:;: NR 133 138 21.2 8.3 NR 12.9 25.5
(95% Cl) (7.5, NE) (5.2, NE) | (11.1, NE) (10.5, NE) | (5.5,14.5) (20.4,NE) | (7.9,18.5) (18.3, NE)
(']
HR (95% Cl) 2.62 (0.56, 12.34) 1.09 (0.54, 2.18) 0.41 (0.27, 0.64) 0.62 (0.43, 0.88)
IRC-assessed
PFS
'\m/':j:;'; 27.1° 7.5 7.8 9.2 25 205 36 138
(95% C1) (3.3,NE)  (2.5,NE) | (2.6,NE) (6.1,17.0) | (1.5,5.2) (9.3,NE) | (2.5,7.1) (8.7,20.5)
0
HR (95% Cl) 2.25 (0.48, 10.54) 0.84 (0.44, 1.59) 0.27 (0.17, 0.42) 0.40 (0.28, 0.57)
IRC-assessed
CR
CR, n (%) 4(40.0%) 6(40.0%) | 9(34.6%) 36(58.1%) |10 (18.2%) 65 (61.3%) | 23 (25.3%) (52130570 )
95% Cl (12.2, (16.3, (17.2, (44.9, (9.1, (51.4, (16.8, (51.0,
’ 73.8) 67.7) 55.7) 70.5) 30.9) 70.6) 35.5) 65.7)
Difference 0% 23.5% 43.1% 33.2%

Cl= confidence interval; CR=complete response; Glofit-GemOx= glofitamab in combination with gemcitabine plus oxaliplatin;
HR = hazard ratio; NE = not evaluable; NR = not reached; PFS = progression-free survival; R-GemOx = rituximab in combination
with gemcitabine plus oxaliplatin. OS= overall survival.

a Asia Pacific: China, Taiwan, South Korea, and Australia. ® This median PFS is considered unreliable as it was reached with one
patient at risk and a median follow-up of only three months.

Sources: t_ef_tte_OS_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_tte_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE];
t_rsp_IRC_IT_16FEB2024_41944 [ADSL, ADRS]; t_ef tte_subgrp_REG3_OS_IT_16FEB2024_41944 [ADSL, ADTTE];
t_ef_tte_subgrp_REG3_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE]; t_rsp_subgrp_REG3_IRC_IT_16FEB2024_41944 [ADSL, ADRS].

35



In prior glofitamab monotherapy studies that included 185 patients worldwide, no differences
in clinical efficacy were observed by geographical region as demonstrated by consistent CR
rates ranging from 40%-47% (Appendix 5: Table 15). The safety profile for glofitamab
monotherapy shows similar results across regions noting differences in COVID-19 events
reflecting recruitment during the pandemic and the varied COVID-19 policies across the regions
(Appendix 5: Table 16). The PK profile of glofitamab was also comparable across regions
(Appendix 5: Figure 11). Efficacy outcomes in trials evaluating R-GemOx in R/R DLBCL did not
show regional differences across various countries in Europe, China, and the US (Appendix 7).

To better understand the variations in the regional subgroups observed in STARGLO, further
interrogation and additional analyses were conducted in accordance with ICH E17 guidance. A
high association between race and region was observed, as to be expected, with 83.2% of
patients in the Asia Pacific region being Asian, and the majority of patients in Europe (76.1%)
and North America (84.0%) being White (Appendix 5: Table 17). Given this correlation,
additional analyses focused on geographical regions.

Among the 25 patients enrolled in North America, an imbalance in prognostic factors between
the arms was identified, with notably more high-risk patients in the Glofit-GemOx arm vs. the R-
GemOx arm. More patients in the Glofit-GemOx arm were primary refractory (80.0% vs. 40.0%),
had higher IPI scores (66.6% vs. 50.0%), and more advanced stage disease (80.0% vs. 66.7%)
(Appendix 5: Table 18). This imbalance underscores the difficulties with interpreting data from
small subgroups, where the effectiveness of randomization in terms of balancing prognostic
factors between treatment arms was essentially lost. Consequently, in North America, the
Glofit-GemOx arm includes a higher proportion of patients with poorer prognoses and higher
likelihood of worse OS outcomes compared to R-GemOx, potentially independent of the
treatment administered. The inherent challenges associated with exploratory analyses in small
groups, such as reduced sample sizes and lack of statistical power, exacerbate uncertainties.
This issue is particularly evident in the North American subgroup, with n = 15 patients in the
Glofit-GemOx arm versus n = 10 in the R-GemOx arm. In these small groups, observed
heterogeneity in treatment effects can arise from chance alone (Wittes 2013; Alosh et al. 2016),
further complicating the interpretation of any findings.
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To further assess regional subgroups, an alternative grouping for regions with larger sample
sizes was applied, as recommended by ICH E17. Countries of enrollment were grouped based
on expected similarities in intrinsic and extrinsic factors: NA/EUR/AUS (n = 143, includes US,
European countries, and Australia) and Asia (n = 131, includes China, South Korea and Taiwan).
In Asia, all patients identify as Asian race, while all patients identifying as White race were
enrolled in the NA/EUR/AUS subgroup, which also includes unknown race! from France (13%);
Asian (4%); and Black or African American (2%). In NA/EUR/AUS the OS HR = 1.06, 95% Cl (0.61,
1.84), while in Asia, the OS HR = 0.39, 95% Cl (0.25, 0.63). In both the NA/EUR/AUS and Asia
subgroups, key secondary endpoints of PFS and CR showed directionally consistent benefit in
favor of Glofit-GemOx when compared to the overall population (Table 5).

1 This data is unknown due to the local regulations related to the General Data Protection Regulations (GDPR) that prevent the
collection of data related to protected subgroups like race.

Table 5 Efficacy Overview in NA/EUR/AUS and Asia Subgroups (STARGLO Updated

Analysis)
NA/EUR/AUS? Asia® ImT
(N=143) (N=131) (N=274)
R-GemOx Glofit- R-GemOx Glofit- R-GemOx Glofit-
N=44 GemOx N=47 GemOx N=91 GemOx
N=99 N=84 N=183
(o}
Median, months 27.8 21.2 8.2 NR 12.9 25.5
(95% Cl) (12.5, NE) (11.9, NE) (4.5,14.3) (19.2, NE) (7.9, 18.5) (18.3, NE)
HR (95% Cl)3 1.06 (0.61, 1.84) 0.39 (0.25, 0.63) 0.62 (0.43, 0.88)
IRC-assessed PFS
Median, months 7.8 9.2 2.0 20.4 3.6 13.8
(95% Cl) (3.6, NE) (6.4,18.3) (1.4, 2.7) (9.3, NE) (2.5,7.1) (8.7, 20.5)
HR (95% Cl)* 0.81 (0.48, 1.35) 0.25 (0.15, 0.40) 0.40 (0.28, 0.57)
IRC-assessed CR
CR, n (%) 15 (34.1%) 56 (56.6%) 8 (17.0%) 51 (60.7%) 23 (25.3%) 107 (58.5%)
(95% Cl) (20.5, 49.9) (46.2, 66.5) (7.7,30.8) (49.5, 71.2) (16.8, 35.5) (51.0, 65.7)
Difference 22.5% 43.7% 33.2%

Cl = confidence interval; CR = complete response; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin;
HR = hazard ratio; NE = not evaluable; PFS = progression-free survival; R-GemOx = rituximab in combination with gemcitabine
plus oxaliplatin. OS = overall survival. 2 US, Europe and Australia.  China, Taiwan, and South Korea. ¢ Stratified HR reported for ITT and

unstratified HR reported for the subgroups.
Sources: t_ef_tte_OS_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_tte_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE];

t_rsp_IRC_IT_16FEB2024_41944 [ADSL, ADRS]; t_ef tte_subgrp_REG2_OS_IT_16FEB2024_41944 [ADSL, ADTTE];
t_ef tte_subgrp REG2_IRCPFSN_IT_16FEB2024_ 41944 [ADSL, ADTTE]; t_rsp_subgrp_REG2_IRC_IT_16FEB2024_41944 [ADSL, ADRS].

In the analyses below, outcomes in the larger sample size subgroups of NA/EUR/AUS and Asia
were examined by various factors, including baseline characteristics, PK, and New Anti-
Lymphoma Therapy (NALT) use to further understand the observed regional differences.

Baseline Characteristics in NA/EUR/AUS and Asia Subgroups

Compared to the three regional subgroups, the baseline characteristics including prognostic
factors between the R-GemOx vs. Glofit-GemOx arms in NA/EUR/AUS were not as evidently
imbalanced (Appendix 5: Table 19) as in the North American subgroup (Appendix 5: Table 18).
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Pharmacokinetics (PK) in NA/EUR/AUS and Asia Subgroups

Glofitamab PK was characterized across NA/EUR/AUS and Asia in STARGLO. PK analyses
indicated that the following factors were predictors of glofitamab PK characteristics: baseline
weight, baseline CRP, baseline tumor size, baseline obinutuzumab concentration and tumor
histopathology. Factors that had no significant impact on glofitamab PK included age, sex, race
and region, hepatic impairment, renal impairment. Similar glofitamab PK exposures in
NA/EUR/AUS and Asia were observed, illustrated by the overlapping individual time
concentration profiles (Appendix 5: Figure 12).

Glofitamab PK exposure was not a significant predictor of achieving a CR in a univariate logistic
regression model (Appendix 5: Figure 13). As illustrated in Figure 13, an increase in glofitamab
PK exposure (plotted on X axis), does not result in a significant increase of probability of CR
(plotted on Y axis). In addition, race and region were not identified as predictors of CRin a
multivariate logistic regression model. Glofitamab PK exposure as well as race and region were
also not identified as predictors of all other tested efficacy endpoints, including OS, PFS and
ORR.

Impact of NALT in NA/EU/AUS and Asia Subgroups

Notably, in Asia, the median OS of 8.2 months in the R-GemOx control arm fell within the
anticipated range of 8 - 13.5 months. However, in NA/EUR/AUS, the median OS of 27.8 months
for R-GemOx was higher than expected. This high median OS in NA/EUR/AUS far exceeds that
observed for prior R-GemOx studies (Appendix 7) and a similar trend was observed with PFS,
which prompted further investigation into factors that had the potential to influence efficacy
outcomes, including the impact of NALT.

Patients in the R-GemOx arm received more NALT compared to those in the Glofit-GemOx arm
in both NA/EUR/AUS (54.5% vs. 27.3%) and Asia (59.6% vs. 22.6%) (Table 6). Although the
overall incidence of NALT was similar across regions, the type of NALT, most notably the use of
highly effective NALT, varied by arm and region. In NA/EUR/AUS, a greater proportion of
patients on the R-GemOx arm received CAR-T therapy (20.5%) or bispecific regimens (18.2%)
compared to patients on the Glofit-GemOx arm. In contrast, in Asia, although some patients on
the R-GemOx arm received CAR-T therapy (6.4%) or bispecific regimens (14.9%), there was
higher utilization of more standard treatments like radiotherapy (19.1%) and other systemic
therapy (38.3%). In general, CAR-T therapy was more frequently utilized in the R-GemOx arm
within NA/EUR/AUS with 38% of the NALT as CAR-T therapy compared to 11% of the NALT in
Asia.
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Table6 Summary of New Anti-Lymphoma Therapy (NALT) by NA/EUR/AUS and Asia
Subgroups (STARGLO Updated Analysis)

NA/EUR/AUS? Asia® ITT
(N=143) (N=131) (N=274)
R-GemOXx Glofit- R-GemOXx Glofit- R-GemOXx Glofit-
N4 GemOx N=47 GemOx N=91 GemOx
- N=99 - N=84 - N=183

Patients with at least one
NALT, n (%)

Cellular Therapy/Novel agents

24 (54.5%) 27 (27.3%) | 28(59.6%) 19(22.6%) | 52(57.1%) 46 (25.1%)

CAR-T 9 (20.5%) 7 (7.1%) 3 (6.4%) 1(1.2%) 12 (13.2%) 8 (4.4%)
Bispecific regimens 8 (18.2%) 2 (2.0%) 7 (14.9%) 0 15 (16.5%) 2 (1.1%)
CD19 immunotherapy 3 (6.8%) 8 (8.1%) 2(4.3%) 1(1.2%) 5 (5.5%) 9 (4.9%)
ScT 1(2.3%) 0 0 2 (2.4%) 1(1.1%) 2 (1.1%)

Table6 Summary of New Anti-Lymphoma Therapy (NALT) by NA/EUR/AUS and Asia
Subgroups (STARGLO Updated Analysis) (cont.)

NA/EUR/AUS? Asia® ITT
(N=143) (N=131) (N=274)
R-GemOx  Glofit-GemOx | R-GemOx Glofit- R-GemOXx Glofit-
N=44 N=99 N=47 GemOx N=91 GemOx
- - - N=84 - N=183
Standard Treatments
Other systemic therapy 14 (31.8%) 21 (21.2%) 18 (38.3%) 14 (16.7%) | 32(35.2%)  35(19.1%)
Radiotherapy/procedures® 5(11.4%) 2 (2.0%) 9(19.1%) 4 (4.8%) 14 (15.4%) 6 (3.3%)
EFS
Median, months 5.1 9.2 1.9 13.8 2.8 104
(95% CI) (3.6, 7.8) (6.1,17.0) (1.5, 2.6) (7.4, NE) (2.2, 3.9) (7.4, 17.0)
HR (95% ClI)° 0.58 (0.38, 0.91) 0.23 (0.15, 0.36) 0.34 (0.25, 0.46)

CAR-T = chimeric antigen receptor T-cell therapy; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin;
NALT = new anti-lymphoma therapy; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin; SCT = stem cell
transplant.

ays, Europe and Australia. ® China, Taiwan, and South Korea. cIncludes radiotherapy, excision of tumor, and lysis of intestinal
adhesions. 9 Stratified HR reported for ITT and unstratified KR reported for the subgroups.

Notes: Patients could have received more than one NALT. Multiple uses of a specific medication for a patient were counted
once in the frequency for the medication. For frequency counts in "Total number of treatments", multiple uses of the same
medication for a patient were counted separately. Different therapies started on the same date have been included.

Sources: t_cm_nalt3_subgrp_REG2_T_IT_16FEB2024_41944 [ADSL, ADCM]; t_cm_nalt3_T_IT_16FEB2024_41944 [ADSL, ADCM];

t_ef _tte_subgrp_REG2_IRCTTNE_IT_16FEB2024_41944 [ADSL, ADCM]. t_ef_tte IRCTTNE_IT_16FEB2024_41944 [ADSL, ADCM].

The more frequent use of highly efficacious NALT such as CAR-T therapy and bispecific regimens
may explain the unusually high median OS of 27.8 months observed in patients randomized to
receive R-GemOx in NA/EUR/AUS compared to the overall population median OS of 12.9
months, which is similar to contemporary studies evaluating R-GemOx performance (Yamshon
et al. 2024; Budde et al. 2024).
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Event-free survival (EFS), a clinically relevant endpoint in R/R DLBCL, was examined by
considering NALT as an event in addition to disease progression and death. The EFS analyses
showed directionally consistent benefit in favor of Glofit-GemOx in both NA/EUR/AUS (HR =
0.58, 95% Cl: 0.38, 0.91) and Asia (HR=0.23, 95% Cl: 0.15, 0.36) when compared with the overall
population (Table 6).

The EFS findings suggest varying impact of NALT between the treatment arms and across the
two regions. To further understand this, additional post-hoc analyses were conducted using
inverse probability of censoring weighting (IPCW) to adjust for NALT and re-estimate the OS
and PFS HRs in a scenario where NALT would not have had an impact (Figure 9, Figure 10).
Additional details on the rationale and methodology of IPCW are provided in Appendix 4. Since
EFS can also be considered an adjustment for NALT in relation to PFS, the consistent results
between EFS and IPCW reinforce the findings on the impact of NALT (Figure 10).The varied
impact of NALT on OS was seen in Figure 9, where a larger decrease in HR (from 1.06 to 0.6)
was observed in NA/EUR/AUS compared to a smaller decrease (from 0.39 to 0.3) in Asia. This
indicates that NALT primarily impacted the R-GemOx arm in NA/EUR/AUS.

Figure9  Summary of OS HRs Before and After Adjusting for NALT by NA/EUR/AUS and Asia
(STARGLO Updated Analysis)

0S HR (95% Cl)

ImT Original 0.62 (0.43, 0.88) .
Glofit-GemOx (n = 183)

R-GemOx (n = 91) Adjust for NALT (IPCW) 0.42 (0.24, 0.75) =

NA/EUR/AUS Original 1.06 (0.61, 1.84) »

Glofit-GemOx (n = 99) Adjust for NALT (IPCW) 0.6 (0.27, 1.3) o

R-GemOx (n = 44)

Asia Original 0.39 (0.25, 0.63) =

Glofit-GemOx (n = 84) Adjust for NALT (IPCW) 0.3 (0.14, 0.68) =

R-GemOx (n=47) [ I 1
0.10 1.0 20 3.0

OS Hazard Ratio

Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; IPCW = Inverse Probability

of Censoring Weighting; NALT = new anti-lymphoma therapy; R-GemOx = rituximab in combination with gemcitabine plus
oxaliplatin.

Sources: t_ipcw_os_ASIA_IT_16FEB2024_G041944 [ADSL, ADSUB, ADSPD, ADRS, ADTTE]; t_ipcw_os_NASIA_IT_16FEB2024_G041944 [ADSL,
ADSUB, ADSPD, ADRS, ADTTE]; t_ipcw_os_IT_16FEB2024_G041944 [ADSL, ADSUB, ADSPD, ADRS, ADTTE]; t_ef tte_OS_IT_16FEB2024_41944
[[ADSL, ADTTE]; t_ef_tte_subgrp_REG2_OS_IT_16FEB2024_41944 [ADSL, ADTTE].
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Figure 10 Summary of PFS HRs Before and After Adjusting for NALT by NA/EUR/AUS and
Asia (STARGLO Updated Analysis)
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Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; EFS = event-free survival; IPCW = Inverse
Probability of Censoring Weighting; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin.

Sources: t_ipcw_pfs_ASIA_IT_16FEB2024_G041944 [ADSL, ADSUB, ADSPD, ADRS, ADTTE]; t_ipcw_pfs_NASIA_IT_16FEB2024_G041944 [ADSL,
ADSUB, ADSPD, ADRS, ADTTE]; t_ipcw_pfs_IT_16FEB2024_GO41944 [ADSL, ADSUB, ADSPD, ADRS, ADTTE];
t_ef_tte_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef tte_subgrp_REG2_IRCTTNE_IT_16FEB2024_41944 [ADSL, ADTTE];

t_ef tte_IRCTTNE_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_tte_subgrp_REG2_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE].

In summary, to understand the observed racial and regional differences in treatment effect,
various factors, including the inherent high variability of subgroup findings, baseline
characteristics, PK, and the impact of NALT, were examined. Imbalances in baseline prognostic
factors heavily impacted the OS analysis for the smaller North American subgroup (n=25).
Variations in PK did not influence outcomes in any of the regional groupings. However, detailed
analyses revealed that the use of NALT in the R-GemOx arm influenced the observed OS HR in
NA/EUR/AUS and adjusting for NALT resulted in directionally consistent improvements across
regions, aligning with the overall population data. Challenges with subgroup analyses include a
lack of appropriate statistical power and susceptibility to multiplicity (i.e. chance finding),
resulting in high variability that can be misleading.

Based on the totality of data presented, the Applicant concludes that the observed differences
in OS HR among certain racial and regional subgroups do not indicate true deviations in
treatment effect from the overall population and can be attributed to a multitude of factors
including subgroup variability, baseline imbalances, and the influence of NALT. Therefore, the
overall conclusions should be elicited from the overall population (ITT), for which STARGLO was
designed and powered, where a statistically significant and clinically meaningful treatment
effect was observed for OS, PFS, and CR.

2.3.3. Overall Efficacy Conclusions
STARGLO met its primary endpoint, demonstrating a statistically significant and clinically
meaningful 41% reduction in the risk of death with Glofit-GemOx compared to R-GemOx, for
transplant-ineligible patients with R/R DLBCL. Substantial benefit was supported by secondary
endpoints of IRC-assessed PFS, with a 63% reduction in the risk of a PFS event, and a higher CR
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rate (50.3% vs. 22.0%).

The treatment benefit of Glofit-GemOx for OS and PFS endpoints persisted in an updated
analysis with more mature data and longer follow-up. CR rates also improved in the updated
analysis after all patients had completed therapy. The robustness of OS and PFS results were
further demonstrated via the pre-specified sensitivity analyses, the post-hoc multivariable
analyses, and the benefit of Glofit-GemOx observed across clinically relevant subgroups.

Based on the available PK, safety and efficacy evidence from glofitamab monotherapy data and
STARGLO, there is no biological or clinical explanation to indicate that race and/or region are
relevant determinants of outcome to glofitamab treatment. Additional analyses of geographical
region indicate that NALT likely played a significant role in the OS subgroup results. This
demonstrates that any variation in treatment outcomes across racial and regional subgroups
was not due to inherent differences related to race or geography, but likely due to external
factors such as the inherent high variability in subgroup findings, imbalances in baseline
characteristics, and the impact of NALT. As a result, the Applicant finds no evidence that the
observed results are indicative of an actual difference in treatment effect across these
subgroups compared to the overall population. Thus, the OS HR based on the overall trial
population is considered the best estimate of the treatment effect because it is based on the
most robust and comprehensive analysis available, minimizing the influence of statistical
noise/fluctuations and increasing the reliability of the findings.

Overall, the clinically meaningful OS, PFS, and CR benefits in the ITT population support the use
of Glofit-GemOx. The study population is representative of typical transplant-ineligible patients
with R/R DLBCL across geographies, making the STARGLO results applicable to US patients. See
Section 4.1 for further discussion on the totality of data and applicability to the US population.

The FDA’s Position on Efficacy:

There were substantial inconsistencies in the efficacy results of STARGLO based on region. The
inconsistencies identified in the results of STARGLO are broadly summarized in the table below
and these issues require further consideration and are outlined below.
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FDA Table 3: Inconsistences Identified Between Subgroups Defined by Region in STARGLO

Factors Notable Differences
Differential treatment effect on outcomes e OS
e PFS
e CR
e ORR

Patient and disease-related factors

Demographics

Disease burden and histology
e Treatment history
Treatment and data capture e Exposure

e Concordance in response assessments
e Timing of efficacy assessments
e Use of New Anti-Lymphoma Therapy

Inconsistent Treatment Effects Between Subgroups

Although the primary analysis of OS was statistically significant in the ITT population, the
differential treatment effects across multiple endpoints in subgroups defined by race and
region raise substantial uncertainty. There are limitations of subgroup analyses, yet the
evaluation of subgroups provides valuable information about the consistency of the treatment
effect and overall benefit-risk to support that the treatment benefit observed applies to the
entire patient population studied. It is important to note that adequate interpretation of the
treatment effect based on the ITT population can only be made if the treatment effect is
consistent across subgroups.

As depicted in the figure below, the hazard ratios for overall survival based on enrollment from
Europe and North America, or identification as White race were all above 1.0 with upper
bounds far above 1.0, suggesting outcomes favoring the R-GemOx comparator over Glofit-
GemOx but also the potential for a detriment in overall survival with Glofit-GemOx. These
survival results differed substantially from those observed for patients identifying as Asian race
or being enrolled from the Rest of the World, the latter of which mostly consisted of patients
enrolled in Asian countries. For these patients, the point estimate of the hazard ratio was 0.40
and 0.41, respectively, and the upper bounds of the associated 95% confidence intervals below
1.0, favoring the Glofit-GemOx regimen.
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FDA Figure 1: Forest Plot of OS Subgroup Analyses by Region and Race

R-GemOx Glofit-GemOx
(N=91) (N=183)
Median Median
Baseline Risk Factors TotalN n Events n Events Hazard Ratio 95% Wald CI
(Months) (Months)
All Patients 274 91 52 129 183 80 255 0.62 (0.43,0.88) il E
i
Enroliment by Geographic Region i
Europe 88 26 11 1338 62 29 21.2 1.09 (0.54,2.18) -
North America 25 10 2 NE 1% 8 133 262 (0.56, 12.34) T
Rest of the World 161 55 39 83 106 43 NE 041 (027 064) =
i
Race |
Asian 137 51 35 82 86 36 NE 040 (0.25, 0.65) -
Black or African American 3 1 0 NE 2 1 NE NE NE :
White 115 33 13 278 82 3¢9 18.3 1.24 (0.66,2.32) ——.—
Unknown 19 6 4 129 13 4 NE 0.40 010,161) r—e———

T T T
025 1 2
Glofit-GemOx Better R-GemOx Better

Source: FDA Analysis, Data cutoff: 16 February 2024.

The FDA focused further subgroup analysis using region as opposed to race. To assess for a
potential regional treatment difference following exposure to either Glofit-GemOx or R-GemOx,
the FDA regrouped the ITT population into two large regional subgroups: “Asian Region” and
“Non-Asian Region.” These FDA groupings combined patients who were enrolled and treated in
the Asian countries China, Taiwan, and Korea into the “Asian Region” and those patients
enrolled and treated in North America, Europe, and Australia into the “Non-Asian Region” (FDA
Table 4: FDA’s Definition of Regional Subgroups). This new subgrouping differed slightly from the
initial pre-specified subgrouping by the Applicant by including Australia with the Non-Asian
Region. Given the racial and ethnic demographics of Australians, the similar medical practices
and available therapies, and longstanding participation in global clinical research, it was
deemed reasonable to group Australia with Europe and North America in the Non-Asian region.
Furthermore, this revised subgrouping was considered to yield groups of patients with likely
similar intrinsic and extrinsic factors.

FDA Table 4: FDA’s Definition of Regional Subgroups

) T e Ll Prespecified FDA-Defined
AT ST Subgroup® Subgroups
n (%) group group
uUs 25 (9%) North America
Europe?® 88 (32%) Europe Non-Asian Region
Australia 30 (11%)
Asia Total 131 (48%) Rest of World
China 80 (29%) Asian Region
Korea 37 (14%)




Taiwan

14 (5%)

2France, Poland, Great Brittain, Spain, Denmark, Germany, Belgium, Switzerland
bPre-specified regional subgroups by the Applicant. Used for initial exploratory subgroup analysis.
ITT: Intent-to-treat population;
Source: FDA analysis, Data cutoff: 16 February 2024

Differential Treatment Effects between Patients Enrolled in Asian Region Versus Non-Asian

Region

With the updated data (data cutoff: 2/16/2024), the efficacy results in FDA regional subgroups
are shown in FDA Table 5: Efficacy Summary in Regional Subgroups . Kaplan-Meier curves of OS and
PFS per IRC are shown in FDA Figure 2 and FDA Figure 3, respectively.

FDA Table 5: Efficacy Summary in Regional Subgroups

Asian Region

Non-Asian Region

Glofit-GemOx R-GemOx Glofit-GemOx R-GemOx
N=84 N=47 N=99 N=44
0S
Events, n (%) 36 (42.9%) 34 (72.3%) 44 (44.4%) 18 (40.9%)

Median OS (95% Cl),
months

NE (19.2, NE)

8.2 (4.5,14.3)

21.2 (11.9, NE)

27.8 (12.5, NE)

HR (95% CI)®

0.39 (0.25, 0.63)

1.06 (0.61, 1.84)

PFS per IRC

Events, n (%)

37 (44.0%)

33 (70.2%)

53 (53.5%)

21 (47.7%)

Median PFS (95%
Cl), months

20.4 (9.3, NE)

2.0 (1.4,2.7)

9.2 (6.4, 18.3)

7.8 (3.6, NE)

HR (95% CI)®

0.25 (0.15, 0.41)

0.81 (0.48, 1.35)

CR per IRC
n (%) 51 (60.7%) 8 (17.0%) 56 (56.6%) 15 (34.1%)
95% Cl (49.5%, 71.2%) (7.6%, 30.8%) (46.2%, 66.5%) (20.5%, 49.9%)

Difference (95% Cl)

43.7% (27.0%, 60.3%)

22.5% (3.8%, 41.2%)

ORR per IRC?
n (%) 60 (71.4%) 12 (25.5%) 65 (65.7%) 25 (56.8%)
95% Cl (60.5%, 80.8%) (13.9%, 40.3%) (55.4%, 74.9%) (41.0%, 71.7%)

Difference (95% Cl)

45.9% (28.5%, 63.3%)

8.8% (-10.2%, 27.8%)

2 Estimated from unstratified Cox regression
®Not pre-specified for formal hypothesis testing
Source: FDA Analysis, Data cutoff: 16 February 2024
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The FDA’s overall survival results by region demonstrated a differential treatment effect
between the Asian and Non-Asian regions. The Glofit-GemOx arm demonstrated a benefit in
survival outcomes for the 48% of the population enrolled in Asian regions with an OS HR of 0.39
(95% Cl: 0.25, 0.63) (FDA Figure 2). However, in the remaining 52% of patients enrolled outside
of Asian regions, the OS benefit was markedly different, with an OS hazard ratio of 1.06 (95% ClI:
0.61, 1.84) (FDA Figure 2: Kaplan-Meier Curves of OS in Regional Subgroups ).

FDA Figure 2: Kaplan-Meier Curves of OS in Regional Subgroups

ITT Population
Region — Asian Region -- Non-Asian Region
Arm — R-GemOx — Glofit-GemOx
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Non-AsianR-GemOx 44 32 31 26 23 6 11 7 5 3 1 1 0
Asian Glo-GemOx| 84 81 65 60 55 47 45 33 27 17 5 0 0
Nom-AsianGlo-Gemox| 99 78 70 59 49 39 26 18 13 6 3 0
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Source: FDA Analysis, Data cutoff: 16 February 2024

This differential treatment effect by region was also observed in progression-free survival (PFS),
overall response rate (ORR), and complete response (CR) rate (FDA Table 5, FDA Figure 3, and

46



FDA Figure 4). A PFS improvement was demonstrated in patients who were treated with Glofit-
GemOx versus R-GemOx in Asian regions with a median PFS increase of approximately 18.4
months and a PFS HR of 0.25 (95%Cl: 0.15, 0.41) (FDA Figure 3). The improvement in median
PFS was limited to about 1.4 months for patients treated in the Non-Asian regions, resulting in a
PFS HR of 0.81 with a 95% confidence interval that includes 1.0 (95% Cl: 0.48, 1.35) (FDA Figure
3). A similar trend was observed for the comparison of response rates between regions. While
patients treated with Glofit-GemOx versus R-GemOx in Asian regions demonstrated improved
responses, both overall and complete responses, this difference was decreased for those
treated in Non-Asian regions (FDA Figure 4).Taken together, these observations for PFS, ORR,
and CR rate suggest that there is a potential regional regimen-specific effect.

FDA Figure 3: Kaplan-Meier Curves of PFS in Regional Subgroups
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Source: FDA Analysis, Data cutoff: 16 February 2024
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FDA Figure 4: Bar Plots of ORR and CR by Region

Comparison of ORR and CR rate of Glofit-GemOx and R-
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Source: FDA Analysis; Data cutoff: 16 February 2024

Assessment of Treatment Effect Consistency across Regions

FDA conducted an exploratory, post-hoc analysis using interaction tests to assess the treatment
effect consistency across efficacy endpoints. Interaction tests are intended to test for the
presence of differential treatment effects among two or more subgroups. In an analysis of two
subgroups, a significant interaction test indicates that the treatment effect is different for the
two subgroups tested. A significant interaction (p<0.05) between treatment arms and regions
was identified for the time-to-event endpoints of OS and PFS and response endpoint of ORR
suggesting that the treatment effect is significantly different between Asian and Non-Asian
regions regarding these endpoints, as shown in the table below.
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FDA Table 6: The Treatment Effect by Regions and Results of Interaction Tests

Endpoint Asian Region Non-Asian Region a
Summary Measure (Glofit-GemOXx vs R-GemOx) | (Glofit-GemOx vs R-GemOx) PRl
Oiazard Ratio (95% CI) 0.39(0.25, 0.63) 1.06 (0.61, 1.84) 0.0081
P[;Sazard Ratio (95% CI) 0.25(0.15, 0.41) 0.81(0.48, 1.35) 0.0006
CF:zisk Difference (95% Cl) 44% (27%, 60%) 22% (4%, 41%) 0.0612
OE::: Difference (95% Cl) 46% (28%, 63%) 9% (-10%, 28%) 0.0036

2 Cox regressions with randomized treatment arm (Glofit-GemOx vs. R-GemOx), region (Asia region vs. Non-Asia
region), and the interaction term between arm and region as covariates were used for OS and PFS per IRC,
respectively. Logistic regressions with the same covariates were used for ORR per IRC and CR per IRC,
respectively.

b Not pre-specified for formal hypothesis testing

Source: FDA Analysis, Data cutoff: 16 February 2024

Outcomes with R-GemOx in Patients with R/R DLBCL

To provide context for the differential treatment effect observed by region in the STARGLO
trial, a review of the expected outcomes with R-GemOx is important. The available literature for
R-GemOx in patients with R/R DLBCL is provided in Appendix 7. Briefly, the reported CR rate
with R-GemOx ranges from 13% to 58% across studies; in studies of 100 patients or more, the
reported CR rate range is 22% to 33% (Appendix 7). In the STARGLO trial, the CR rate with R-
GemOx was 17% in the Asian region vs 34% in the Non-Asian region. The data with CR rate is
informative as it is a direct measure of the activity of the regimen, whereas the data with the
time-to-event endpoints of PFS and OS are limited in availability and may be subject to other
limitations as reported in the literature.

Major Regional Differences in STARGLO and Uncertain Applicability of Overall STARGLO Study
Results to a U.S. Patient Population and U.S. Medical Practice.

Given the differential treatment effects observed in the STARGLO regional subgroups (Asian
Region vs Non-Asian Region), the FDA examined potential intrinsic and extrinsic factors
including patient- and disease-related factors and healthcare system factors that could have
impacted the results. These factors, which are discussed below, were identified as being
different between the Asian Region and the Non-Asian Region, raising uncertainty about the
robustness of the efficacy results and whether the overall study result is applicable to a U.S.
patient population.

Regional Differences in Baseline Patient and Disease Characteristics:
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Age

The patients enrolled in the Asian region were younger than those enrolled in the Non-Asian
region with median ages of 62 years old and 71 years old, respectively (FDA Table 7). The
younger age distribution was even more pronounced when evaluating the age subgroups. For
example, only 21% of the patients were 65 years or younger in the Non-Asian Region compared
to 55% in the Asian region.

Age is a prognostic factor in DLBCL with poorer prognosis in those patients over 60 years of age
(Mauer, 2021). Thus, this noted difference in age between the regions is important in projected
treatment outcomes. Furthermore, the younger age distribution of the population in the Asian
region is unlike that observed in the U.S. patient population. Specifically, per the US SEER data
from 2016-2020, the median age of patients was 67 years old and over two-thirds of the DLBCL
cases in the U.S. in 2024 were estimated to be in patients 65 years or older (SEER Cancer
Statistics; US Census). The intended patient population in the U.S for Glofit-GemOx, those with
R/R disease and considered transplant ineligible, would be older than that estimated from the
SEER database as the database is based on prevalence of newly diagnosed and R/R DLBCL.
Importantly, age plays a role in the determination of whether a patient is not eligible for
transplant. Thus, the outcomes of the younger Asian Region population, which comprises
almost half of the ITT population, may not be applicable to the intended U.S. patient
population.
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FDA Table 7: Regional Difference in the Baseline Demographics

Non-Asian Region Asian Region
N=143 N=131
Age
Median Age, y (range) 71 (20, 88) 62 (22, 82)
<65y, n (%) 30(21) 72 (55)
265 to <75y, n (%) 66 (46) 41 (31)
275y, n (%) 47 (33) 18 (14)
Sex, n (%)
Male 86 (60) 72 (55)
Female 57 (40) 59 (45)
Race, n (%)
Asian 6 (4) 131 (100)
Black 3(2) 0
White 115 (80) 0
Unknown 19 (13) 0
Ethnicity, n (%)
Hispanic 13 (9) 3(2)
Non-Hispanic 114 (80) 128 (98)
Not reported 15 (10) 0
Unknown 1(1) 0
Y: years
Source: FDA Analysis, Data cutoff: 16 February 2024.

Reasons for Transplant Ineligibility

Transplant ineligibility is a key eligibility criterion for the intended patient population in
STARGLO. The exact reason for this ineligibility, such as older age or multiple comorbidities,
may impact response to or tolerability of the type of treatment. In the STARGLO protocol,
allowable reasons for transplant ineligibility were the following: Age (270 years), end organ
dysfunction, ECOG performance status of 2 or higher, patient refusal, or other comorbidities
that precluded the use of transplant based on local practice standards or in the opinion of the
investigator.

In trials conducted in the U.S or similar populations, the most common reasons for transplant
ineligibility in patients with DLBCL are usually older age, comorbidities, or insufficient response
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to salvage chemotherapy (Tilly, 2015) (Lazarus, 2008). This pattern was reflected in those
patients enrolled in the Non-Asian region (FDA Table 8). However, fewer patients were enrolled
based on these categories in the Asian Region. Instead, 65% or the majority of patients in the
Asian region refused a transplant compared to only 7% in the Non-Asian region. The exact
reasons for the refusals were not captured, precluding a full characterization of the fitness of
these patients and the appropriateness of the transplant ineligible determination. However,
one potential reason may be the regional differences in utilization of stem cell transplantation,
which appears to be used less frequently in countries in the Asian Region compared to those in
the Non-Asian Region (Appendix 11: Regional Differences in Utilization of Stem Cell Transplantation).
Nevertheless, the 85 patients in the Asian region that refuse transplant may represent a
different population than those that are transplant ineligible in the U.S.

FDA Table 8: Regional Difference in the Reasons for Transplant Ineligibility

Non-Asian Region Asian Region

Reason for Transplant Ineligibility N=143 N=131

n (%) n (%)
Age 86 (60%) 30 (23%)
Performance Status 2 (1%) 0
Comorbidity 11 (8%) 0
Insufficient response to salvage 19 (13%) 8 (6%)
Failed prior transplant 9 (6%) 3(2%)
Lack of access to transplant center 0 2 (2%)
Patient refused transplant 10 (7%) 85 (65%)
Other® 4 (3%) 2 (2%)
None listed 2 (1%) 1(0.8%)

to pre-transplant chemotherapy

Source: FDA analysis, Data cutoff: 16 February 2024.

2 Other reasons listed: non-chemotherapy sensitive disease, too chemotherapy refractory, risk of many adverse
events, expected insufficient response, not 2 or more prior lines of treatment, patient had insufficient response

Cell of Origin Differences

DLBCL is a heterogenous disease but can be characterized into subtypes based on the cell of
origin (COO), which refers to the type of B-cell from which the lymphoma develops.
Classification of DLBCL COO using gene expression profiling (GEP), which is the preferred
method, divides the lymphoma into three main groups: (1) Germinal center B-cell like (GCB), (2)

52




Activated B-cell like (ABC) and (3) “unclassified” (Alizadeh, 2000). DLBCL COO has prognostic
implications and regional differences in prevalence.

The ABC versus GCB-DLBCL distinction provides a biologic classification with associated
prognostic implications. In the frontline setting, patients with ABC-DLBCL have inferior
outcomes following treatment with standard chemoimmunotherapy treatment (i.e., R-CHOP)
when compared to those with GCB-DLBCL with 5-year OS rates of approximately 50% and 80%,
respectively (Lenz 2008). The prognostication of cell of origin is less well-defined in the
relapsed/refractory setting, but does appear to still have significance with differential outcomes
based on the type of treatment received. For instance, GCB-type demonstrated better
responses to R-DHAP in the Phase 3 CORAL Study, while ABC-type had higher responses in
another study with bortezomib combined with chemotherapy (Thieblemont, 2011) (Dunleavy

2009)

The type of DLBCL based on cell of origin also appears to vary by region, which could contribute
to regional differences in responses to treatment. There is a higher proportion of ABC-DLBCL
(per GEP) or non-GCB DLBCL (per immunohistochemistry) in Asian countries. In the ROBUST
study, a global Phase 3 study in frontline DLBCL, 60% of patients were found to be ABC-DLBCL in
China, Japan, Korea, and Taiwan compared to 40% in Russia, Europe, and the Middle East and
37% in North America, Australia, and New Zealand (Nowakowski, 2020) (Nowakowski, 2021).
Similar distributions of ABC-DLBCL or non-GCB-DLBCL were observed in other studies (Scott,
2014) (Yoon, 2017) (Shiozawa, 2007).

Given that cell of origin has prognostic significance with the potential for differential treatment
responses, along with regional differences in prevalence, there is potential that COO
contributed to the differences observed by region in the STARGLO trial.

Cell of origin (COO) classification, using gene expression profiling performed centrally via
NanoString technology, was included as an exploratory endpoint in STARGLO. The COO
determination per Nanostring testing occurred in 59% of patients in the STARGLO trial (FDA
Table 9). Notably, of the 49% of the patients in the Asian Region with testing performed, 70% of
the patients were characterized as ABC-DLBCL. This percentage was much lower in those
patients enrolled in the Non-Asian region with 42% ABC-DLBCL identified (FDA Table 10).
Although 41% of the patient results remain unknown, the regional difference observed in
STARGLO demonstrates a predominance of ABC-DLBCL in Asian countries compared to Non-
Asian countries, consistent with the findings in the literature. (Nowakowski, 2020). This regional
difference in prevalence of ABC-DLBCL may have implications in the patient responses to either
R-GemOx or Glofit-GemOx in the STARGLO trial and may have contributed to the differential
treatment effects observed by region.
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FDA Table 9: Cell of Origin (COO) GEP Testing Performed

Population GEP Tested Unknown
n (%) n (%)
Total Population, n=274 161 (59%) 113 (41%)
Asian Region, n=131 64 (49%) 67 (51%)
Non-Asian Region, n=143 97 (68%) 46 (32%)
GEP: gene expression profiling using Nanostring technology
Source: FDA Analysis, Data cutoff: 16 February 2024

FDA Table 10: Cell of Origin based on by GEP Testing

Population ABC-DLBCL GCB-DLBCL Unclassified DLBCL
n (%) n (%) n (%)

Total Population, n=161 86 (53%) 59 (37%) 16 (10%)
Asian Region, n=64 45 (70%) 15 (23%) 4 (6%)
Non-Asian Region, n=97 41 (42%) 44 (45%) 12 (12%)

GEP: gene expression profiling; ABC: activated B-cell like; GCB: Germinal cell B-Cell like

Source: FDA Analysis, Data cutoff: 16 February 2024

As noted, patients with high-risk histologic DLBCL subtypes, including ABC subtype, have worse
outcomes with chemoimmunotherapy compared to GBC subtypes (Nowakowski, 2015)
(Rosenwald, 2002). R-GemOx administered on a de-intensified Q3week schedule, as done in the
STARGLO trial may not be a preferred option for patients with aggressive disease. Patients
enrolled in Asian regions were overall younger, with a high percentage of patients refusing
transplant versus having functional comorbidities precluding transplant. This, in addition to the
potential for more aggressive disease (ABC subtype and higher percentage of early relapsed
patients), raises concerns that an R-GemOx comparator arm may have been suboptimal for this
group of patients.

Prior Therapy Exposure

The intended patient population in the STARGLO trial was those patients with R/R DLBCL after
at least 1 prior systemic therapy. The regional subgroups were similar with regards to the
number of prior lines of therapy (FDA Table 11). Despite most patients being exposed to CD20-
based and/or anthracycline based therapy, there were regional differences in other types of
agents administered. While more patients in the Non-Asian Region had exposure to CAR-T
therapy (13% Non-Asian Region versus 2% Asian Region), more patients in the Asian Region had
exposure to lenalidomide-containing regimens (13% Asian Region versus 3% Non-Asian Region)
and “other” therapies (15% Asian Region versus 2% Non-Asian Region). The exposure to
therapy with lenalidomide and the multitude of other therapies in the Asian Region is not
consistent with the therapies used in a U.S. patient population.
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FDA Table 11: Regional Difference in Prior Lines of Therapy

Non-Asian Region Asian Region

Prior Lines of Therapy® N=143 N=131

n (%) n (%)

Median lines (range) 1(1,5) 1(1,5)

Component of Prior Therapy (n %)

Anthracycline 139 (97) 129 (98)

CD20 or CD19"° 142 (99) 128 (98)

Platinum 31(22) 36 (27)

Lenalidomide 5(3) 22 (13)
Polatuzimab® 8(6) 2(2)

Radiotherapy 33(23) 15 (11)
CAR-T 19 (13) 2(2)
Stem Cell Transplant 7 (5) 4(3)

Other? 3(2) 19 (15)

2 Radiotherapy not counted as separate line.
b

CD19 immunotherapy: tafasitamab, which was in combination with lenalidomide
C

Polatuzumab was in combination with Bendamustine and rituximab: Pola-BR

d

Other regimens included: “clinical trial”, PD1 inhibitors, BTK inhibitors, Selinexor, enzastaurin, BCL2 inhibitors,
HDAC inhibitors, VEGR2 inhibitors, unknown

Source: FDA Analysis, Data cutoff: 16 February 2024

Baseline Disease Characteristics

Most other baseline disease characteristics that may influence response to treatment were
generally similar with only small differences noted between patients enrolled in the Non-Asian
and Asian regions as depicted in FDA Table 12. However, one notable exception was the
percentage of patients who relapsed within 12 months of the first line of therapy. Over 80% of
patients enrolled in the Asian Region as opposed to 64% in the Non-Asian Region had disease
that was considered an early relapse. These patients may have disease that is more aggressive
or harder-to-treat and associated with a poorer prognosis (Gisselbrecht, 2010).
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FDA Table 12: Regional Difference in Baseline Disease Characteristics

Non-Asian Region Asian Region
Baseline Disease Characteristic N=143 N=131
n (%) n (%)
Double Expressor: MYC, BCL2 22 (15) 28 (21)
Stage IlI-IV? 106 (74) 87 (66)
Bulky Disease 24 (17) 13 (10)
IPI score 4-5° 33(23) 22 (17)
Primary Refractory Disease 76 (53) 77 (59)
Double Refractory® 75 (52) 77 (59)
Relap'sed f)r Refractory within 12 months 91 (64) 106 (81)
of first line therapy
" International prognostic index (IP1) factors in stage in addition to age>60 years, LDH, ECOG performance status,
extranodal sites
bRefractory to both CD20 and anthracycline therapies
Source: FDA Analysis, Data cutoff: 16 February 2024

Taken together, the differences in patient and disease characteristics are concerning in terms of
applicability of the trial results to a U.S. patient population. Forty-eight percent of the ITT
population is comprised of patients enrolled in the Asian Region. This population is a younger,
racially homogenous DLBCL patient population with higher rates of ABC-type DLBCL, and early
relapsed disease than that observed in a U.S patient population. Importantly, a high number of
these patients (65%) refused transplant. It is unclear if these patients would have qualified as
“transplant ineligible” in the U.S., where transplant is utilized more and patient ineligibility is
typically due to older age and comorbidites. Thus, these patients may not represent
appropriate candidates for R-GemOx and may not be representative of the intended use
population in the U.S.

Regional Differences in Trial Conduct and Processes

New Anti-Lymphoma Therapy (NALT)

In treatment for lymphoma, subsequent therapy following discontinuation of study treatment

is termed “new anti-lymphoma therapy” or NALT. Ideally, the types of NALT available to
patients are similar in all regions included in a trial, so that the impact of NALT reflects its
availability relative to the disease and patient status as opposed to whether the therapy is
available in that region due to differences in healthcare practices. The primary endpoint of the
STARGLO trial is OS, which is an endpoint that incorporates the receipt of subsequent anti-
lymphoma therapy. In assessing the applicability of the STARGLO trial OS results to a U.S patient
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population and medical practice, the FDA assessed for regional differences in the frequency and
type of NALT received.

Overall, a higher percentage of patients treated with R-GemOx proceeded onto at least one line
of NALT (FDA Table 13). While the percentage of patients exposed to NALT was similar between
regions, the type of NALT regimen received was different between regions. Examination of the
components of NALT regimens revealed that novel therapies, such as CAR-T, bispecific T-cell
Engagers (TCE), tafasitamab combined with lenalidomide (Taf+len), and polatuzumab vedotin
combined with bendamustine and rituximab (Pola-BR), were utilized more frequently in the
Non-Asian region. In this regard, the Non-Asian Region as opposed to the Asian Region is more
similar to a U.S. patient population as these agents are available and commonly employed as
part of U.S. standard of care for treatment in the R/R DLBCL setting. The differences in NALT
regimens received suggests there are differences in the available treatments in these regions
and raises uncertainty in the applicability of the results to a U.S. population.

Of note, the regional difference in NALT regimens was observed for both the R-GemOx and the
Glofit-GemOx arms (FDA Table 13), suggesting the impact of these NALT regimens should affect
both treatment arms.

FDA Table 13: Regional Difference in the Number and Type of NALTs Received per Arm

Asian Region Non-Asian Region
Glofit-GemOx R-GemOx Glofit-GemOx R-GemOx
N=83 N=46 N=89 N=42

Number of patients
with at least one 19 (23%) 28 (61%) 27 (30%) 23 (55%)
NALT, n (%)®
Number of patients
with at least one

imovel” NALT, 5 (6%) 11 (24%) 17 (19%) 17 (40%)
n(%)ab
ADC® 2 (2%) 2 (4%) 10 (11%) 4 (10%)
Taf + Len® 1(1%) 0 3 (3%) 2 (5%)
CAR-T 1(1%) 3 (7%) 7 (8%) 9 (21%)
TCE® 0 8 (17%) 2 (2%) 8 (19%)
scTf 2 (2%) 0 0 1(2%)

2Includes all treated patients (except obinutuzumab-only patients in Glofit-GemOx arm)
bMore effective NALTs include ADC, Taf + Len, CAR-T, TCE, and SCT

€ADC: Antibody drug conjugate alone or in combination

dTaf+len: Tafasitamab and lenalidomide

€TCE: CD20 or CD19-directed CD3 T cell engager

fSCT: Stem cell transplantation (autologous or allogeneic)

Source: FDA Analysis, Data cutoff: 16 February 2024
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Importantly, while FDA acknowledges that NALT may impact OS, NALT has minimal impact on
PFS (via censoring) and does not impact ORR or CR. The observed differential treatment effects
between regions remain for these endpoints, indicating that regional differences in NALT do not
explain the study results.

Exploratory Analysis with Inverse Probability of Censoring Weights (IPCW)

The Applicant presents analyses using inverse probability of censoring weights (IPCW) to assess
the impact of NALT on OS and PFS. The IPCW method is an observational-based approach which
attempts to reweight patient data at time points based on the probability of receiving NALT. For
each time point, higher weights are assigned to patients who have not received NALT relative to
similar patients who have received NALT by that time point. The goal of IPCW is to estimate an
alternative treatment effect under a hypothetical scenario in which NALT does not exist. That is,
it targets a hypothetical estimand. This is in contrast to an ITT analysis of OS, which estimates
the treatment effect in the presence of various NALTs. These differences are broadly described
in FDA Table 14.

FDA Table 14: Estimands Targeted by the ITT and IPCW Analysis Approaches of OS

Analysis Estimand Targeted Relevant Assumptions®
Approach (Clinical Question Answered by Analysis) P
ITT “What is the effect of Glo-GemOx vs. R- The NALTs administered in the trial

GemOx on OS, regardless of NALT received?” | are representative of those
administered in the proposed

population.
IPCW “What is the effect of Glo-GemOx vs. R- The probability of NALT can be
GemOx on OS, in a hypothetical scenario correctly modeled.
where NALT is not available/cannot be
given?”

@ Not exhaustive. Assumptions summarized are those relevant to how NALT is handled in each
analysis approach.

As noted in FDA Table 14, IPCW relies on correctly modeling the probability of being censored.
Thus, the IPCW method requires stronger assumptions than the ITT method. In general, the
IPCW method may not be able to completely overcome initial selection bias and cannot control
for unobserved confounders. As a result, unmeasured confounding may still be present in the
weighted observations as the weights may be biased. In addition, due to the imbalance on the
percentage of patients receiving NALT between arms (56% in GemOXx vs. 25% in Glofit-GemOx),
the IPCW method may become less stable and confidence intervals may become wider, as
shown in the Applicant’s analysis (Figure 9 and Figure 10).

The clinical relevance of the IPCW analysis is marginal. In the context of STARGLO, IPCW allows
for the estimation of treatment effects as if NALTs were absent. However, patients with
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relapsed or refractory DLBCL who are transplant ineligible are likely to receive other
subsequent therapies, thus NALT is a relevant part of a patient’s overall treatment. In addition,
the differential NALT received between Asian and Non-Asian regions in STARGLO suggest
differences in available treatments. The inconsistent treatment effects observed in STARGLO
could be indicative of differential treatment effects, which may be due in part to these
differences.

The ITT analyses of OS remain the standard primary analysis in oncology. This is due to the
minimal assumptions required and its ability to estimate the treatment effect in a treatment
setting which includes elements of intended practice such as use of subsequent therapy.

Response Assessments: Frequency of Unscheduled, Early Assessments

The first protocol-specified tumor assessment was scheduled to occur between Day 15 to Day
21 of Cycle 4 for both arms. The Agency categorized patients into 3 groups based on the timing
of their first post-screening tumor assessment: before Cycle 4, within Cycle 4, after Cycle 4.
Among 274 patients in ITT, 234 had post-screening tumor assessments by IRC. The distribution
of these groups is shown in FDA Table 15. The distribution of the first post-screening
assessments is shown in FDA Figure 5, relative to the pre-specified Cycle 4 assessment
(horizontal bar).

The Glofit-GemOx arm had a similar proportion of patients who had earlier tumor assessments
across regions (17% vs. 20%). In contrast, the R-GemOx arm in the Asian Region had a much
higher proportion of earlier tumor assessments compared to the Non-Asian Region R-GemOx
arm (56% vs. 22%). Note that these percentages are of only the n=234 patients who had at least
one post-screening tumor assessment. An analysis utilizing the ITT population (FDA Figure 10:
Time to First Observed Efficacy Outcome per IRC) as well as other time-to-event analyses are
provided in Appendix 19: Time to First Efficacy Assessment. The results are consistent with
those presented in FDA Table 15 and FDA Figure 5.

FDA Table 15: Regional Difference in the Assessment Timing per Arm

Glofit-GemOx R-GemOx

Assessment n (%) n (%)
Timing® Asian Region Non-Asian Region Asian Region Non-Asian Region

(N=76) (N=82) (N=39) (N=37)
Earlier 13 (17%) 16 (20%) 22 (56%) 8 (22%)
Cycle 4° 41 (54%) 39 (48%) 12 (31%) 21 (57%)
Later 22 (29%) 27 (33%) 5 (13%) 8 (22%)
’ 234 patients with post-screening tumor assessments
bCycle 4 Interim Response per protocol: Day 15-21 of cycle 4: corresponds to approximately Study day 78-84
Source: FDA analysis, Data cutoff: 16 February 2024
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FDA Figure 5: Regional Difference in the first Tumor Assessment Timing per Arm

First Post-Screening Tumor Assessment per IRC
Glofitamab + GemOx Rituximab + GemOx
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Source: FDA Analysis, Data cutoff: 16 February 2024

To address this concern, the Applicant submitted reasons that triggered early tumor
assessments that occurred before the pre-specified Cycle 4 assessment. Most of the early
tumor assessments were triggered by progression symptoms. It is unclear why signs or
symptoms of progression might have manifested so much earlier in the R-GemOx arm of the
Asian region. Potential reasons include the open-label trial design and bias prompting early
tumor assessments based on the knowledge of assignment to the control arm or the patients
from the Asian region exhibiting high-risk intrinsic factors (e.g., early relapse, COO) leading to
increased risk of progression. Taken together, these observations raise concern that the efficacy
outcomes, especially of the R-GemOx arm, in the Asian region may not adequately reflect
efficacy outcomes of those in the Non-Asian region.

Concordance of Tumor Assessments Between IRC and INV

FDA examined the concordance of tumor assessments across regions. Concordance is used to
assess the overall agreement of IRC and investigator assessments. Low concordance or
differential concordance may suggest that these assessments are poorly captured either due to
inaccurate methodology or bias in data capture. The overall concordance rates of ORR, CR, and
PFS are shown in FDA Table 16. The concordance rates are generally high in all subgroups
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across various endpoints. However, in the Asian R-GemOx regional subgroup, a lower
concordance rate of PFS assessments is observed compared to other subgroups.

FDA Table 16: Regional Difference on the Concordance of Tumor Assessment between IRC and
Investigator per Arm

Asian Region Non-Asian Region
ITT Glofit-GemOx R-GemOx Glofit-GemOx R-GemOx

N=84 N=47 N=99 N=44
ORR 93% 94% 94% 96% 82%
CR 94% 93% 96% 94% 95%
PFS (status)? 95% 99% 85% 98% 93%
PFS (PFS time)® 82% 86% 68% 85% 84%
2Discordance only includes cases whose PFS event indicator is different between IRC and INV assessments
b Discordance includes cases whose (1) IRC indicates PFS event while INV indicates PFS censoring, vice versa; and
(2) both IRC and INV indicate the same PFS status, but different PFS times
Source: FDA analysis, Data cutoff: 16 February 2024

This observation is noteworthy given the discrepancies observed in time to first response
assessments in the Asian regional subgroup. These findings suggest that trial processes may
have been different for the Asian R-GemOx subgroup and a concern for bias in the estimation
of the associated treatment effects.

Treatment Exposure

The exposure to GemOx was generally shorter than the protocol specified 8 cycles (~5.5
months) in the R-GemOx arm compared to the Glofit-GemOx arm. While GemOx exposure in
the Glofit-GemOx arm was similar between regions at a median exposures of 4.8 (Non-Asian
Region) and 4.9 (Asian Region) months, it was substantially different between regions in the R-
GemOx arm. The exposure for patients treated with R-GemOx in the Asian region was much
shorter with a median exposure of 1.1 months compared to the median exposure of 3.1
months for those in the Non-Asian Region (FDA Table 17).
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FDA Table 17

: Regional Difference in the Treatment Exposure of GemOx Component per Arm

GemOx Glofit-GemOx R-GemOx
Component
of Regimen Non-Asian Asian Non-Asian Asian
Region Region Region Region
N=97 N=83 N=42 N=46
tabi Median Months 4.8 4.9 3.1 1.1
Gemcitabine Q1, Q3 0.9, 5.0 2.2,5.2 1.2,4.8 0.7,2.5
liolati Median Months 4.8 4.8 3.1 11
Oxaliplatin Q1,03 0.9, 5.0 2.2,5.1 1.2,4.8 0.7,2.5

Q1: First quartile: 25t percentile; Q3: Third quartile: 75" percentile
Source: FDA Analysis, Data cutoff: 16 February 2024

Treatment Discontinuation
The discordant treatment exposure may also be reflected in the rate of discontinuation
observed for patients in the R-GemOx Arm. There was a higher rate of discontinuation of R-
GemOx for patients treated in the Asian Region at 78% compared to those patients treated in
the Non-Asian region at 62%. For both regions, progressive disease was the most common
reason for discontinuation. However, more patients discontinued R-GemOx due to progressive
disease in the Asian Region than in Non-Asian region, accounting for 72% and 46% of the
patients who discontinued study treatment, respectively (FDA Table 18). Again, it is unclear the
exact reasons for the increase in progression in the patients in the Asian region, but it may
potentially be related to the increased early response assessments due to bias and/or more
aggressive underlying disease. Regardless, the differential outcome is of importance in
generalizing these results to a U.S patient population.
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FDA Table 18: Regional Difference in the Reasons for Treatment Discontinuation per Arm

Glofit-GemOx R-GemOx
N=180° N=88*
Non-Asian Asian Non-Asian Asian
Region Region Region Region
n=97 N=83 N=42 N=46
Discontinued
52 (54 51 (61 26 (62 36 (78
Treatment, n (%) (54) (61) (62) (78)
Reason for Discontinuation (n, % of discontinued)
Progressive Disease 20 (38) 20 (39) 12 (46) 26 (72)
Adverse Event 12 (23) 16 (31) 6 (23) 1(3)
Death 9(17) 5 (10) 2 (8) 1(3)
Withdrawal by Patient 3(6) 4(8) 1(4) 3(8)
S t ti
ympromane 4(8) 0 2(8) 2(6)
Deterioration
Physician Decision 3(6) 4(8) 0 0
Lack of Efficacy 0 1(2) 2(8) 2 (6)
Other® 1(2) 1(2) 0 0
Protocol Deviation 0 0 1(4) 0
Lost to Follow-up 0 0 0 1(3)
2 Actually treated (includes obinutuzumab only exposed)
®QOther: CNS disease before treatment, toxicity.
Source: FDA Analysis, Data cutoff: 16 February 2024

Note that FDA Table 18 does not include patients who were randomized but not treated. There
were 3/91 (3.3%) patients randomized-not-treated in the R-GemOx arm and 3/183 (1.6%)
patients randomized-not-treated in the Glofit-GemOx arm. Further, Appendix 14: End of
Treatment Disposition presents the end of treatment disposition by region and arm in the ITT
population. Patients who are randomized-not-treated are counted as “Withdrawal by Subject”.
In the ITT population, 7/91 (7.7%) patients were considered withdrawn in the R-GemOx as
compared to 7/183 (3.8%) in the Glofit-GemOx arm. Imbalances in patients who are
randomized-not-treated or who withdrew from therapy may reflect differences in adherence
stemming from knowledge of treatment assignment. Such differences in adherence can lead to
biased estimation of the treatment effects observed.

Efficacy Conclusion:

The inconsistencies in the treatment effect between the Asian and Non-Asian regions of
STARGLO are substantial. All major efficacy endpoints demonstrated inconsistent treatment
effects between Asian and Non-Asian regions in the STARGLO trial. Multiple intrinsic and
extrinsic factors related to outcomes have been identified in the FDA’s analyses, including
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regional differences in the baseline demographics and disease characteristics, and trial conduct
and processes. These inconsistencies are summarized in FDA Table 19. Such regional
differences and the associated factors could impact the generalizability of the STARGLO results

to the U.S. population.

FDA Table 19: Summary of Evidence of Inconsistences Identified Between Subgroups Defined by

Region in STARGLO

Factors Notable Differences Asian Region Non-Asian Region
OS Hazard ratio 0.39 (0.25, 0.63) 1.06 (0.61, 1.84)
PFS Hazard ratio 0.25 (0.15, 0.41) 0.81 (0.48, 1.35)
Differential CR Risk Difference 43.7% (27.0%, 60.3%) | 22.5% (3.8%, 41.2%)

treatment effect

ORR Risk Difference

45.9% (28.5%, 63.3%)

8.8% (-10.2%,
27.8%)

Interaction Test

p-value <0.05 for OS, PFS, and ORR

median

Median Age 62 71
Demographics Race (Asian) 100% 4%
Ethnlaty 20 9%
(Hispanic)
R/R within
Patient and . 12 months of 81% 64%
) Disease burden
disease-related . 1L therapy
¢ and histology 00 (ABC
actors DLBCE- : - 70% o
Prior therapy
2% 13%
(CAR-T)) ’ °
Treatment history Refused
etuse 65% 7%
transplant
Exposure (in R-GemOx arm), 1.1 months 3.1 months

assessments

Concordance in response

Concordance in PFS assessments lowest
in R-GemOx arm of Asia region

Treatment and
Assessments

Timing of efficacy assessments

GemOx

(earlier than scheduled for the 56% 22%
first assessment in R-GemOx arm)

Use of NALT (CAR-T) in R-GemOx 3 (7%) 9 (21%)
Use of NALT (CAR-T) in Glofit- 1(1%) 7 (8%)

Source: FDA summary

The specific reasons for the substantial difference in the treatment effect across multiple
endpoints between patients treated in Asian Regions compared to Non-Asian regions is likely
due to the culmination of multiple intrinsic and extrinsic factors. The differences in patient and
disease characteristics and healthcare system factors identified suggest that the population
enrolled in the Asian region, predominantly in China, represents a different and distinct




population than a U.S population with R/R DLBCL who are transplant ineligible. These
differences likely led to the differential treatment effect observed between patients treated in
Asian vs Non-Asian regions, raising uncertainty as to whether the results of the STARGLO trial
are applicable to the intended U.S. patient population and U.S. medical practice.

3. Safety
The Applicant’s Position:

3.1. Safety Overview
STARGLO was designed to compare the safety and tolerability of Glofit-GemOx compared with
R-GemOx and importantly to be able to characterize the safety profile of the glofitamab
combination to support the benefit/risk profile in patients with R/R DLBCL.

The safety risks with glofitamab monotherapy, GemOx and the control arm combination R-
GemOx are shown in Table 7. For both the Glofit-GemOx and R-GemOx arms the AE profiles of
the component parts of the combinations are well understood, expected and routinely
managed by oncologists. The safety management plan as conducted in STARGLO provides clear
guidance in the management of potential AEs by physicians and patients.

Table 7  Safety Risks for Glofitamab, GemOx and R-GemOx
Glofitamab GemOx R-GemOx

Cytokine Release Syndrome Infusion related reactions Infusion related reactions

Neurologic toxicity including ICANS Neurologic toxicity (neuropathy) Neurologic toxicity (neuropathy)

Neutropenia and Febrile Neutropenial Hematological toxicity Hematological toxicity
Serious Infections Infections Infections

Tumor Flare Gastrointestinal side effects Gastrointestinal side effects
Tumor Lysis Syndrome Renal/Lung toxicity Renal/Lung toxicity

ICANS=immune effector cell-associated neurotoxicity syndrome.
Source: Glofitamab USPI; Gemcitabine USPI; Oxaliplatin USPI; Rituximab USPI; Lopez et al. 2008; Mounier et al. 2013.

The overview of safety in STARGLO is presented in Table 8 for the glofitamab exposed
population (all patients who received obinutuzumab pretreatment, GemOx and at least one
dose of glofitamab). The glofitamab exposed population of the STARGLO study provides results
that offer a comprehensive assessment of the safety profile of Glofit-GemOx. Importantly,
patients remained on Glofit-GemOx therapy more than three times longer compared to R-
GemOx (Table 9).

As expected, based on the known AEs for the regimen components, CRS is the most common

AE reported with Glofit-GemOx. It is predominantly low grade and most frequently a first dose
phenomenon following treatment with glofitamab (Appendix 9). Effective mitigation measures
include the use of obinutuzumab pre-treatment 7 days before the first dose of glofitamab, step
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up dosing regimen, and premedications including dexamethasone (Section 3.3). Nausea is the
second most common AE with Glofit-GemOx which, with the exception of a single Grade 3
event, was Grade 1 or 2 in severity (Appendix 9). Other side effects described included
infection, neurologic and hematologic AEs which are expected and routinely managed by
oncologists (Section 3.3).

Overall, based on the review of the safety data from the STARGLO study as well as the
extensive clinical program and post-marketing experience to date with glofitamab, the safety
profile of Glofit-GemOx is well-characterized and consistent with established safety profiles of
the individual agents (glofitamab, gemcitabine and oxaliplatin).
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Table 8 Overview of Safety (STARGLO Updated Analysis)

R-GemOx GIofit-GemOx ]
(N=88) (Glofit Exposed)
(N=172)
Total number of patients with at least one
Grade 5 AE 4 (4.5%) 12 (7.0%)
COVID-19 0 3 (1.7%)°
Pneumonia 2 (2.3%) 1(0.6%)
Septic shock 0 1(0.6%)
Respiratory tract infection 0 1 (0.6%)°
Pneumonia bacterial 1(1.1%) 0
Pneumonitis 0 2 (1.2%)
Acute respiratory distress syndrome 0 1 (0.6%)°
Multiple organ dysfunction syndrome 1(1.1%) 1(0.6%)
Cardiac arrest 0 1(0.6%)
Cerebral hemorrhage 0 1(0.6%)
Serious AE 15 (17.0%) 90 (52.3%)
Common Grade 3-4 AEs © (210%) 35 (39.8%) 129 (75.0%)
Anemia 8(9.1%) 29 (16.9%)
Neutropenia 16 (18.2%) 61 (35.5%)
Febrile neutropenia 1(1.1%) 5(2.9%)
Thrombocytopenia 15 (17.0%) 47 (27.3%)
AE leading to withdrawal from Glofitamab/Rituximab 11 (12.5%) 36 (20.9%)
Other AEs of Interest
CRS (ASTCT grading) 0 76 (44.2%)
Grade 1 0 54 (31.4%)
Grade 2 0 18 (10.5%)
Grade 3 0 4 (2.3%)
Neurological AEs 35 (39.8%) 102 (59.3%)
ICANS (clinically adjudicated) ¢ NA 4 (2.3%)
Infection and infestations AEs 26 (29.5%) 95 (55.2%)
Serious infections 11 (12.5%) 39 (22.7%)

Table 8 Overview of Safety (STARGLO Updated Analysis) (cont.)

AE = adverse event; AEGT = adverse event group term; ALT = alanine aminotransferase; AST = aspartate aminotransferase;
ASTCT = American Society for Transplantation and Cellular Therapy; CRS = cytokine release syndrome; ICANS = immune effector
cell-associated neurotoxicity syndrome; N/A = not applicable.

a“Glofitamab exposed population” = all patients who received obinutuzumab pretreatment, GemOx and at least one dose of
glofitamab (“Glofit Exposed” population [n = 172]). 180 patients received any study treatment with 8 patients not going on to
receive glofitamab (5 patients experienced adverse events, 2 died due to progressive disease and 1 patient withdrew) b These
fatal AEs were identified as COVID-19 associated events defined as AEs occurring 7 days before a confirmed COVID-19 AE and
up to 30 days after or anytime during the COVID-19 infection (Glofit-GemOx [Glofit Exposed]: 5 events; Glofit-GemOx [Any
Treatment Exposed]: 7 events). cAnemia includes events with preferred terms of ‘Anemia’ and ‘Hemoglobin decrease’.
Neutropenia includes events with preferred terms of ‘Neutropenia’ and ‘Neutrophil count decreased’. Thrombocytopenia
includes events with preferred terms of ‘Thrombocytopenia’ and ‘Platelet count decreased’. 9 Potential cases were identified
using the ICANS adverse event group term (AEGT). Those cases were then clinically adjudicated to identify suspected or
confirmed ICANS cases in the updated analysis.

Sources: t_ae_FATAL_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_COVAS2_FATAL_SE_16FEB2024_41944 [ADSL, ADAE];
|_ae_covas2_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_GA34_SE_16FEB2024_41944 [ADSL, ADAE] ; t_ae_DSC_SE_16FEB2024_41944
[ADSL, ADAE]; t_ae_ctc_heme_GA34_SE_16FEB2024_41944 [ADSL, ADAE].
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3.2. Exposure

The median duration of treatment was notably different between the two arms (Glofit-GemOx:
218 days vs. R-GemOx: 64 days) (Table 9), primarily due to higher discontinuations due to
disease progression in the R-GemOx arm. Discontinuations due to disease progression leading
up to and including the first response assessments were 15.0% in the Glofit-GemOx arm vs.
40.9% in the R-GemOx arm.

Table 9

(STARGLO Updated Analysis)

Treatment Exposure in Patients who Received at least One Dose of Study Drug

R-GemOx Glofit-GemOx

Median (range) (n=88) (n=172)

Rituximab | Gemcitabine | Oxaliplatin | Glofitamab | Gemcitabine | Oxaliplatin
Number of infusions 4.0 (1-8) 4.0 (1-8) 4.0(1-8) | 12.0°(1-14) | 8.0(1-9) 8.0 (1-9)
Total cumulative dose ® (%;:386872— 3997.7 396.2 303.8 zz:5217E 788.53

3379.0) (1000-8314.7)| (99.0-810.5) | (2.5-355.0) 9000.0) (97.8-900.0)

Total duration, days 64.0 (1-183) | 63.0 (1-183) | 63.0 (1-183) | 218 (1-296) |147.0 (1-241)|147.0 (1-241)
ch“CrIT;':er of treatment 40(1-8) | 4.0(1-8) | 4.0(1-8) |11.0(1-13)¢| 8.0(1-9)¢ | 8.0(1-9)¢

aDuring step-up dosing in Cycle 1, multiple infusions of glofitamab were administered, thus the median number of glofitamab
cycles and infusions was not equal. P Dose units: rituximab/gemcitabine/oxaliplatin: mg/m?; glofitamab: mg. cFor one patient,
the first step-up dosing cycle was repeated and reported in an unscheduled visit, which was counted as an additional cycle.
dFor one patient an extra GemOx infusion was reported. Source: t_ex_SE_16FEB2024_41944 [ADSL, ADEX].

3.3.Summary of AEs
The incidence of AEs was higher with Glofit-GemOx than with R-GemOx (Table 8), however, this
needs to be contextualized with the longer treatment exposure to Glofit-GemOx (Table 9). In
addition, some AEs such as CRS are specific to glofitamab while others such as peripheral
neuropathy reflect cumulative toxicity associated with longer treatment with chemotherapy
components (GemOx) of Glofit-GemOx compared to the R-GemOx arm.

Grade 5 AEs

Grade 5 (fatal) AEs were reported in a greater proportion of patients in the Glofit-GemOx arm
compared with the R-GemOx arm (12 patients [7.0%)] versus 4 patients [4.5%]). Fatal events in
both arms were primarily due to infections. In the Glofit-GemOx arm, 5 out of 12 fatal events
were related to COVID-19. No COVID-19-related deaths occurred in the US. The observed fatal
COVID-19 associated events all occurred in 2021-2022 during changing COVID-19 pandemic
policies (Hale et al. 2021) with the majority occurring prior to the widespread use of effective
COVID-19 therapies such as nirmatrelvir/ritonavir and varying COVID-19 vaccination uptake in
recruiting countries (The New York Times 2025). All fatal events also occurred prior to changes
to study conduct in 2022 as recommended by independent Data Monitoring Committee (iDMC)
mandating patients with COVID-19 need to discontinue treatment

Serious Adverse Events (SAEs)

SAEs were reported in a greater proportion of patients in the Glofit-GemOx arm compared with

the R-GemOx arm (Table 8). The most common SAE was CRS, a recognized risk with glofitamab,
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which was mostly low grade, reversible and most frequently a first dose phenomenon that
reduces in frequency with subsequent doses (Appendix 8; Appendix 9). The management of CRS
with bispecific antibodies such as glofitamab is well-understood (Crombie et al. 2024). With
appropriate HCP education and detection of early signs and symptoms of CRS, AEs in patients
can be managed quickly and appropriately to reduce the potential for more severe events.

Grade 3-4 AEs

While Grade 3-4 AEs were reported in a greater proportion of patients in the Glofit-GemOx arm
compared with the R-GemOx arm (Table 8), the majority of Grade 3-4 events reported were
primarily hematologic abnormalities consistent with glofitamab in combination with GemOx
(Table 8) and the low withdrawal rate (0.6%) with glofitamab indicates hematologic AEs with
the Glofit-GemOx regimen are expected, tolerable and effectively managed.

Neurologic AEs

Neurological AEs are a known risk associated with CD20-CD3 antibodies and with GemOx.
Neurologic AEs were reported in a greater proportion of patients in the Glofit-GemOx arm
compared with the R-GemOx arm, of which 10 (5.8%) and 0 (0.0%), respectively, were

Grade 23. The primary neurologic AE reported in both arms was peripheral sensory neuropathy
(including neuropathy peripheral; Glofit-GemOx: 26.2% vs. R-GemOx: 15.9%).

All peripheral neuropathy events except two (both Grade 3) were Grade 1-2 in severity.
Peripheral neuropathy is expected with GemOx and higher rates for Glofit-GemOx may be a
consequence of a higher median duration of treatment compared to R-GemOx (218 days versus
64 days). Events consistent with immune effector cell-associated neurotoxicity syndrome
(ICANS) were reported rarely in the Glofit-GemOx arm with 4 events, predominantly of low
grade, which all occurred with CRS events and resolved (Appendix 9). As such the neurologic
toxicity profile with Glofit-GemOx is well understood.

Infections

Infection AEs (any grade) were reported in a greater proportion of patients in the Glofit-GemOx
arm compared with the R-GemOx arm (Table 8). COVID-19 was the most commonly reported
infection: Glofit-GemOx (28/172 patients [16.3%]) compared with R-GemOx (8/88 patients
[9.1%]). Aside from COVID-19, in both the Glofit-GemOx and R-GemOx arms, pneumonia (12.2%
vs. 4.5%), upper respiratory tract infections (9.3% vs. 2.3%) and lower respiratory tract
infections (4.1% vs. 1.1%) were the next most commonly reported infection AEs. Grade 3-4
infection AEs were reported more frequently in the Glofit-GemOx arm compared to R-GemOx
arm (16.9% vs. 9.1%).

The infection risk profile of Glofit-GemOx is consistent with that of the individual study drugs
considering overlapping toxicity and the impacts of COVID-19 (Appendix 9). Kyvsgaard et al
(2024) show that with appropriate and effective COVID-19 management, patients can be
treated relatively safely with glofitamab. In addition, existing management guidelines for
glofitamab outlines that dosing in the presence of an active infection is contraindicated and
provide recommendations on antimicrobial prophylaxis to further mitigate risk and overlapping
toxicity. As such infection risk is monitorable and well understood.
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AEs leading to withdrawal

AEs leading to withdrawal from glofitamab/rituximab were reported in a greater proportion of
patients in the Glofit-GemOx arm (36/172 patients: 20.9%) compared with the R-GemOx arm
(11/88 patients: 12.5%) (Table 8).

These withdrawals were mostly due to COVID-19, as the iDMC overseeing the trial required in
August 2022 that patients who developed COVID-19 were to discontinue any study treatment.
This requirement was implemented during evolving understanding of management of COVID-
19. Following the iDMC recommendation, no patients on treatment with either Glofit-GemOx
(n=106) or R-GemOx (n=34) experienced a fatal COVID-19 event. Considering the impacts of the
COVID-19 pandemic and the cumulative exposure to chemotherapy on the Glofit-GemOx arm,
due to a higher proportion of patients remaining on study treatment for longer, the AEs leading
to any treatment discontinuation are consistent with the expected risks of Glofit-GemOx.

Safety by Subgroups

Due to the small sample size of North America and in accordance with ICH E17, the safety
profile is presented as NA/EUR/AUS vs. Asia. Similar total number of deaths, Grade 5, Grade 3-5
AEs, CRS and ICANS were noted between NA/EUR/AUS and Asia (Table 10).

SAEs were more frequent in NA/EUR/AUS than in Asia, primarily due to serious CRS events and
infections. Only one patient in Europe discontinued treatment due to a CRS event.

While higher numbers of serious infections were noted in NA/EUR/AUS in the Glofit-GemOx
arm (27.0% vs. 18.1%), treatment discontinuations due to an infection were lower compared to
Asia (11.2% vs. 16.9%) which were driven by COVID-19 discontinuations (11.2% vs. 15.7%),
mainly due to an iDMC mandate requiring discontinuation for any COVID-19 event (5.6% vs.
10.8%).

Grade 3-4 hematological AEs were more frequent in Asia, though this may be influenced by the
trend of increased reporting of laboratory abnormalities as AEs in the region. Notably, with
these higher rates of hematologic AEs, there were no observed trends correlating excessive
hematologic related AEs (e.g. infections with neutropenia or bleeding events with
thrombocytopenia) to higher rates of hematologic abnormalities in Asia (Table 10).

Table 10 Safety in NA/EUR/AUS and Asia Subgroups (STARGLO Updated Analysis)

Glofit-GemOx
R-GemOx .
(Glofit Exposed)
NA/EUR/AUSH Asia® NA/EUR/AUSY Asia®
N=42 N=46 N=89 N=83
Total number of deaths, n (%) 18 (42.9%) 33 (71.7%) 38 (42.7%) 36 (43.4%)
Grade 5 AEs 2 (4.8%) 2 (4.3%) 7 (7.9%) 5 (6.0%)
Grade 3-5 AE 18 (42.9%) 18 (39.1%) 68 (76.4%) 64 (77.1%)
Serious AE 8 (19.0%) 7 (15.2%) 57 (64.0%) 33 (39.8%)
AE leading to withdrawal from o o o o
glofitamab/rituximab 8 (19.0%) 3 (6.5%) 16 (18.0%) 20 (24.1%)
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Glofit-GemOx
R-GemOx .
(Glofit Exposed)
NA/EUR/AUS¢ Asia® NA/EUR/AUS Asia®
N=42 N=46 N=89 N=83

CRS (ASTCT grading) - - 41 (46.1%) 35 (42.2%)
Neurological AEs? 21 (50.0%) 14 (30.4%) 1 (68.5%) 41 (49.4%)
ICANS (clinically adjudicated)® - - 2 (2.2%) 2 (2.4%)
Infection and infestations AEs 16 (38.1%) 10 (21.7%) 1(57.3%) 44 (53.0%)
Serious infections 5(11.9%) 6 (13.0%) 24 (27.0%) 15 (18.1%)
COVID-19 Infections 6 (14.3%) 2 (4.3%) 4 (15.7%) 16 (19.3%)

COVID-19 fatal AEs 0 0 3 (3.4%) 2 (2.4%)

COVID-19 treatment discontinuations 4 (9.5%) 1(2.2) 0(11.2%) 13 (15.7%)

fnZ\éldDa-tl(eQ discontinuations due to iDMC 4(9.5%) 1(2.2) 5 (5.6%) 9 (10.8%)
Hematological adverse events (HAEs)©

Anemia

(Any Grade) 10 (23.8%) 9 (19.6%) 29 (32.6%) 42 (50.6%)

Grade 3-4 5(11.9%) 3 (6.5%) 18 (20.2%) 11 (13.3%)

. 0 . 0 0 . 0

z\en“tg’rzzr:; 12 (28.6%) | 15(32.6%) | 27(30.3%) | 49(59.0%)

A 7 (16.7%) 9(19.6%) | 24(27.0%) | 37(34.5%)

Febrile Neutropenia 0 1(2.2%) 3 (3.4%) 2 (2.4%)

(Any Grade)

Grade 3.4 0 1(2.2%) 3 (3.4%) 2 (2.4%)

. (o] . (o] . (o] . (o]

(T:r:mgi’a";g"pe”'a 14 (33.3%) 28 (60.9%) 29 (32.6%) 58 (69.9%)

A 8 (19.0%) 7(15.2%) | 23(25.8%) | 24(29.0%)

HAE Le.adlng to withdrawal of Rituximab 2 (4.8%) 0 0 1(1.2%)

or Glofitamab

AE = adverse event; AEGT = adverse event group term; ASTCT = American Society for Transplantation and Cellular Therapy; CRS = cytokine
release syndrome; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; HAE = hematological adverse events; ICANS =
immune effector cell-associated neurotoxicity syndrome; iDMC = independent Data Monitoring Committee; R-GemOx = rituximab in
combination with gemcitabine plus oxaliplatin; SOC = system organ class. 2 AEs from Nervous system disorder SOC and Psychiatric disorder
SOC. " Events from ICANS AEGT and post-clinical adjudication. ©Includes anemia, hemoglobin decreased, neutropenia, neutrophil count
decreased, thrombocytopenia, and platelet count decreased. ¢ North America, Europe, and Australia. ¢ China, Taiwan, and South Korea.
Sources: t_ae_ctc_subgrp_REG2_WD_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_heme_subgrp_REG2_SE_16FEB2024_41944 [ADSL, ADAE];
t_ae_ctc_subgrp_REG2_COVAS2_SE_16FEB2024_41944 [ADSL, ADAE; t_ae_ctc_subgrp_REG2_SER_SE_16FEB2024_41944 [ADSL, ADAE];
t_ae_ctc_subgrp_REG2_SE_16FEB2024_41944 [ADSL, ADAE; t_ae_oview_subgrp_REG2_SE_16FEB2024_41944 [ADSL, ADAE];
t_ae_ctc_subgrp_REG2_FATAL_SE_16FEB2024_41944 [ADSL, ADAE; t_ae_ctc_subgrp_REG2_NEUR_16FEB2024_41944 [ADSL, ADAE];
t_ae_ctc_subgrp_REG2_COV_ADIL_ENADIL_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_subgrp_REG2_COVAS2_DSC_SE_16FEB2024_41944 [ADSL, ADAE].
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3.4. Safety Conclusions
The data from STARGLO allows for a thorough assessment of the safety profile of glofitamab in
combination with GemOx in the intended patient population, including characterization of
common AEs and SAEs, and informing labeling and risk management strategies. This profile is
consistent with the known risks for glofitamab monotherapy (as outlined in the USPI) and the
individual study drugs (Keshishyan et al. 2018, Devanabanda 2024). Differences in the safety
profile of Glofit-GemOx compared to R-GemOx reflect a number of factors including drug
specific risks such as CRS with glofitamab, the timing of conduct of STARGLO study during the
COVID-19 pandemic (with evolving understanding COVID-19 management), overlapping toxicity
or cumulative toxicity from the GemOx backbone expected due to a larger median number of
cycles of treatment received with Glofit-GemOx. Glofit-GemOx has a well-characterized safety
profile and is supported by robust safety management guidance.

The FDA’s Position on Safety:
Overall, the FDA agrees with the Applicant’s position pertaining to the safety of the Glofit-

GemOx and R-GemOx regimens. The FDA independently reviewed the safety profiles of the
regimens in both the ITT population as well as by region (FDA Table 20).

FDA Table 20: The Safety Profile of the Regimens per Arm

Glofit-GemOx n (%)

R-GemOx n (%)

ITT Non-Asian Asian ITT Non-Asian Asian
N=172 Region Region N=88 Region Region

N=89 N=83 N=42 n=46
All Grade AE 172 (100) 89 (100) 83 (100) 84 (95) 39 (93) 45 (98)
Serious AE 90 (52) 57 (64) 33 (40) 15 (17) 8 (19) 7 (15)
Grade 3-4 AE 120 (70) 61 (69) 59 (71) 32 (36) 16 (38) 16 (35)

Grade 5 AE 12 (7) 7 (8) 5 (6) 4 (5) 2 (5) 2 (4)

ITT: Intent-to-treat population; AE: Adverse event
Source: FDA Analysis, Data cutoff: 16 February 2024

The only regional differences the FDA noted were in infections and neurotoxicity rates (FDA
Table 20 and FDA Table 21). Generally, the infection and neurotoxicity differences were small
or differed for low grade events. Thus, these differences likely did not impact the outcomes of

the overall study.
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FDA Table 21: Regional Difference on the Infection Rates by Arm

Glofit-GemOx n (%) R-GemOx n (%)
Non-Asian Region | Asian Region | Non-Asian Region | Asian Region
N=89 N=83 N=42 N=46
Infections and Any Grade 51 (57) 44 (53) 16 (38) 10 (22)
Infestations Grade 3-4 19 (21) 12 (14) 5(12) 4(9)
(SOC) Grade 5 4(5) 1(2) 1(2) 2 (4)
COVID-19 (GT) Any Grade 13 (15) 16 (19) 6 (14) 2(4)
Grade 3-4 3(3) 3(4) 1(2) 1(2)
Grade 5 1(1) 2(2) 0 0
Pneumonia (GT) | Any Grade 11 (12) 13 (16) 1(2) 4(9)
Grade 3-4 4 (5) 7(8) 0 2 (4)
Grade 5 1(1) 0 1(2) 2 (4)
Opportunistic Any Grade 1(1) 20 (24) 0 2 (4)
Infections (GT) | Grade 3-4 0 3(4) 0 1(2)
Grade 5 0 0 0 0
SOC: System Organ Class; GT: FDA Grouped Term
Source: FDA Analysis, Data cutoff: 16 February 2024
FDA Table 22: Regional Difference on the Neurotoxicity Rates by Arm
Glofit-GemOx n (%) R-GemOx n (%)
Non-Asian Region | Asian Region | Non-Asian Region | Asian Region
N=89 N=83 N=42 N=46
Neurotoxicity (GT) | Any Grade 41 (46) 14 (17) 16 (38) 3(7)
Grade 3-4 2(2) 3(4) 0 0
Grade 5 0 0 0 0
Peripheral Any Grade 44 (49) 17 (20) 15 (36) 5(11)
neuropathy and Grade 3-4 1(1) 1(1) 0 0
paresthesia (GT) Grade 5 0 0 0 0

GT: FDA Grouped Term

Source: FDA Analysis, Data cutoff: 16 February 2024

The STARGLO trial is a “substitution trial” where rituximab in R-GemOx is substituted with glofitamab-
gxbm (Glofit-GemOx). Comparing the two arms demonstrated increased overall adverse events,
specifically serious, severe, and fatal events in the Glofit-GemOx arm compared to the comparator. The
increased AEs, such as CRS, neurotoxicity, infections, and cytopenias are known side effects following
treatment with glofitamab. Yet, it is notable that the substitution of glofitamab-gxbm yields an increase
in acute risk with CRS and neurotoxicity along with increased rates of serious infections and Grade 3-4
cytopenias compared to R-GemOx. Further, because of the exposure differences between arms, a safety
analysis based on cycle cutoffs was conducted (

FDA Table 23), which suggests a higher AE rate with Glofit-GemOx compared to R-GemOx independent
of the exposure difference.
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FDA Table 23: The Safety Profile of Regimens per Arm by Cycle Cutoffs

Glofit-GemOx n (%) R-GemOx n (%)

Any AE Grade 3-4 AE | Grade 5 AE Any AE | Grade 3-4 AE | Grade 5 AE
Cycle 1-22
n=160: n=75 155 (97) 84 (53) 3(3) 73 (97) 22 (29) 1(1)
Cycle 1-4°
n=145; n=49 144 (99) 87 (60) 2(1) 48 (98) 22 (45) 1(2)
Cycle 1-6°
n=121: n=31 | 120(°) 77 (64) 0 30(97) 12 (39) 1(3)
Cycle 1-82
n=111; n=26 111 (100) 74 (67) 1(1) 26 (96) 10 (38) 0
Cycle 1-12°
n=77; n=0 77 (100) 56 (73) 0 n/a n/a n/a
AE: Adverse Event; n/a: not applicable
2Based on patients who received treatment for that duration (n=Glo-GemOx; n=R-GemOx). AEs counted are those up
to 30 days after the last cycle listed.
Source: FDA Analysis, Data cutoff: 16 February 2024

Patient-reported outcomes (PROs) were collected in STARGLO which could have informed
tolerability, however the data quality was not adequate to yield meaningful interpretation of
results. There were too few patients in the R-GemOx arm at many assessment timepoints to
make any comparison between arms due to the study design (2:1 randomization), attrition, and
poor PRO compliance in the follow-up phase. For example, the number of patients in the R-
GemOx arm at Cycles 5 and 7 were 35 and 28, respectively. Furthermore, there was high and
asymmetric missingness in post-treatment phase, preferentially in the R-GemOx arm. For
example, only 55% of patients treated with R-GemOx expected to complete a PRO assessment
at follow-up month 3, 6, and 9 actually did so. At the same timepoints, >70% of eligible patients
in the Glofit-GemOx arm completed PROs. Therefore, FDA urges caution in making conclusions
based on PRO data given these significant data quality issues.
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4. Other Significant Issues Pertinent to Clinical Conclusions on Efficacy

and Safety
4.1. Applicability of STARGLO Study Results to US patients

The Applicant’s Position:

DLBCL is a global disease and the incidence rates across regions are comparable (Wang 2023).
Medical practices, including pathological classification, diagnosis, staging, initial treatment and
relapse management, are similarly approached worldwide (NCCN 2025; ESMO; CSCO; ALA). The
consistency of a patient’s journey across geographic regions supports the generalizability of the
STARGLO results to US patients and US medical practice.

STARGLO was designed as a multiregional clinical trial (MRCT) to provide globally applicable
results by generating robust evidence across various geographic regions. Developed in
consultation with the FDA, the study aligns with global standards for well-designed and
executed MRCTs (ICH E17). Clinical trial sites across regions were selected with investigators
who have extensive experience conducting Phase 3 trials in NHL. Importantly, STARGLO is a
randomized study with a comparator arm relevant to the US and it utilizes OS as its primary
endpoint, which is a reliable and unbiased measure of both efficacy and safety.

Notably, the overall population (ITT) median OS of the R-GemOx control arm was highly
consistent with real-world outcomes in the US (Budde et al. 2024 (Flatiron) mOS 12.7 months;
Yamshon et al. 2024 (LEO Consortium) mOS 13.5 months; Appendix 7). Furthermore, the
compelling benefit observed with Glofit-GemOx in the overall study population is considered
relevant to US patients, as baseline disease characteristics in the overall study closely resemble
those of US patients with R/R DLBCL who currently receive R-GemOx in both the community
and academic settings (Table 11).
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Table 11 Comparison of Baseline Characteristics of ITT Population from STARGLO and
US Real World Data Sources for R-GemOx

GO045305 LEO
Study Flatiron CReWE
G041944 RWD RWD
(STARGLO) Budde et | Yamshon et
al. 2024 al. 2024
Characteristic R-GemOx g::l(;;( ITT R-GemOx R-GemOx
(N=91) (N = 183) (N = 274) (N =281) (N =183)
Age in years (median, range) 68 (20-84) 68(22—-88) 68 (20-88) 71 (22-85) 68 (21-88)
63%
Elderly patients 62% 63% (age > 65) 68% 39%
(age> 65) (age> 65) 43% (age > 65) (age > 70)
(age > 70)
White race 36% 45% 42% 78% NR
Histology (DLBCL NOS) 100% 100% 100% 86%° 87%
Transformed lymphoma NA NA NA 22% 13%
ECOG0-1 88% 88% 88% 71% 79%
IPI score 3-5 52% 48% 49% NR 38%
Stage III/IV 77% 67% 70% NR 83%
Prior lines of therapy (median, range)® 1(1-4) 1(1-4) 1(1-4) 1(1-7) 2 (1-7)
Prior anti-CD20 98% 99% 99% 99% NR
Prior anthracycline 99% 98% 98% 89% 98%
Primary refractory 69%"° 73%¢ 72%¢ 69%"¢ 72%¢
Refractory to last prior line 59% 61% 61% 77% NR
Prior SCT 3% 4% 4% 10% 19%
Prior CAR T-cell therapy 9% 7% 8% 1% 5%

DLBCL = diffuse large B-cell ymphoma; ECOG = Eastern Cooperative Oncology Group; CAR-T = chimeric antigen receptor T-cell;
Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; IPI = International Prognostic Index; NA = not
applicable; NOS = not otherwise specified; NR = not reported; R-GemOx = rituximab in combination with gemcitabine plus
oxaliplatin; RWD = real world data; SCT = stem cell transplant.

aDLBCL NOS histology the Flatiron database is reported independent of transformed disease status. ° Indicates lines of therapy
for DLBCL i.e. lines of therapy after transformation in patients with transformed disease. ¢Primary refractory is defined as no
CR to first-line of therapy or relapse within 6 months following a CR to first-line of therapy. ¢Primary refractory is defined as no
CR to first-line of therapy or relapse within 12 months following a CR to first-line of therapy.

Sources (STARGLO): t_cm_prior_T_IT_16FEB2024_41944 [ADSL, ADCM]; t_dm_T_IT_16FEB2024_41944 [ADSL, ADSUB];

t_mh_char_T_IT_16FEB2024_41944 [ADSL, ADSUB, ADCM].

Based on extensive subgroup assessment (Section 2.3.2.3; Appendix 5), the Applicant did not
identify any reason to believe there is a true underlying difference in the treatment effect
across regional subgroups. The North America subgroup poses substantial limitations in
interpretation due to a small sample size (n=25) making the findings most likely driven by the
imbalance in prognostic factors at baseline in this subgroup and/or by chance. In larger regional
subgroups, the observed results were more consistent with the global population but were
influenced by varied use of highly effective NALT (including CAR-T therapy and bispecific
agents). The use of highly-effective NALT in NA/EUR/AUS led to an unprecedented median OS
for the R-GemOx arm (mOS = 27.8 months; Section 2.3.2.3) that has not been observed in any
prior clinical trial or real world data.
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Despite the consistent availability of highly effective NALT across the global study regions,
utilization varied primarily due to access barriers, including socioeconomic determinants.
Access to potentially curative salvage therapies clearly has the potential to impact outcomes
such as OS. However, the varying utilization of these therapies by region supports published
data indicating that access barriers faced by US patients are similarly encountered in other
countries across the globe such as China (Battiwalla et al. 2025; Hwang et al. 2023; Mikhael et
al. 2022). This underscores the need for more effective treatment options for patients with
transplant-ineligible R/R DLBCL both in the US and globally.

Patients have multiple dimensions; specifically, no single, individual characteristic is indicative
of their treatment benefit. While exploratory subgroup analyses are an established
methodology to interrogate clinical trial results, univariate subgroup analyses fail to adequately
capture the holistic situation of a patient with DLBCL because treatment effects are impacted
by the interplay of multiple patient factors (ICH E5).

MRCTs enable the assessment of heterogeneity in genetic, physiological, cultural, and
environmental factors (e.g. healthcare systems) on dosing, safety, and efficacy in the overall
trial population and across different regions (ICH E17). For this reason, MRCTs are recognized as
the most valuable clinical research tool, providing a robust framework for testing specific
hypotheses and extrapolating study results. The FDA’s recent oncology MRCT guidance (FDA
2024) emphasizes the importance of US patient representativeness, investigator site selection,
and considerations of disease, available treatments and medical products for applicability to US
patients and US medical practice.

Applicability of the STARGLO results to US patients and US medical practice rests on the
reliability of this well-designed and conducted trial with established and clinically relevant
endpoints evaluating a patient population representative of US patients with R/R DLBCL.
Despite lower-than-expected enrollment of US patients primarily due to COVID-19 restrictions,
the comprehensive PK, safety and efficacy data from STARGLO confirm the positive benefit/risk
of Glofit-GemOx for transplant-ineligible patients with R/R DLBCL, including those in the US.

The FDA’s Position on Applicability of STARGLO Results to a U.S. Patient Population and U.S.
Medical Practice:

The FDA's draft guidance on "Generating Clinical Evidence from Oncology Multiregional Clinical
Development Programs" emphasizes that the primary consideration for the FDA when
assessing multiregional oncology trials is the applicability of results to the intended use
population in the United States and to U.S. standard oncological medical care. Evidence
generated from these studies should be derived from study populations that allow for
interpretation of results within the context of U.S. patients with the disease or condition and
U.S. medical practice standards.

In trials where an adequate proportion of the population is enrolled in the United States or
regions similar to the United States, the generalizability of the overall study results is less
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concerning. However, in the case of the STARGLO trial, given the limited U.S. patient enrollment
(9% of the Intent-to-Treat population, with 15 patients treated on the Glofit-GemOx arm and 10
patients on the R-GemOx arm) and the observed differential treatment effect between regional
subgroups, the extrapolation of study results to the U.S. patient population and U.S. medical
practice is less certain. The STARGLO trial presents a notable imbalance in its distribution of
patient enrollment, with nearly half of the Intent-to-Treat (ITT) population recruited from the
Asian Region. Specifically, 48% of the ITT population consisted of patients enrolled in China,
Taiwan, and Korea with 29% of patients enrolling from China. As previously noted, the protocol
specified that at least 80 patients from China be enrolled “in order to characterize the efficacy
and safety profile of glofitamab in addition to GemOx to potentially support a marketing
application in China” (protocol v1). The protocol did not include such requirements for the Non-
Asian countries to ensure a more evenly distributed population.

Efficacy outcomes observed in patients from the Asian Region demonstrated marked
improvements in survival and disease response. In contrast, the remaining half of the
population, comprising patients enrolled in Australia, North America, and Europe, showed
markedly different efficacy outcomes. The efficacy measures observed in the patients enrolled
from the Asian Region seemed to have exerted a strong influence on the overall STARGLO trial
results. Notably, the presence of such significant inconsistencies between these two large
regional subgroups in the STARGLO trial raises concerns about the robustness of the overall
study results.

Given the potential substantial impact of the results from patients enrolled in the Asian Region
on the overall outcomes, the Agency conducted a thorough assessment of key factors
characterizing this population. This evaluation aimed to determine whether these results could
be applicable to the U.S. patient population and align with U.S. standard oncological care
practices in the treatment of relapsed/refractory diffuse large B-cell ymphoma (R/R DLBCL).
The STARGLO Trial revealed significant differences between the patient population enrolled in
the Asian Region based on intrinsic and extrinsic factors to what would be expected in a
comparable U.S. patient population with relapsed/refractory diffuse large B-cell lymphoma (R/R
DLBCL) following one prior line of therapy and considered ineligible for autologous stem cell
transplantation.

5. Points for the Advisory Committee to Consider

The Applicant’s Position:

DLBCL is an aggressive disease that can advance rapidly. It is the most common subtype of NHL
and leads to death within months if left untreated. While a proportion of patients with DLBCL
can be cured with first-line therapy, up to 40% will experience relapsed or refractory disease,
reducing their chances of long-term survival. The confirmation of relapse is a devastating life
event for patients as they are faced with the realization of a diminishing chance of cure and the
prospect of further treatment related burden.
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Even intensive therapies with curative potential, such as ASCT and CART-cell therapy, face
limitations in eligibility, accessibility and patient preference, potentially leaving up to 75% of
patients with R/R DLBCL dependent on non-curative treatments focused on disease
management. This highlights the ongoing need for a variety of accessible treatment options to
address individual needs of patients with R/R DLBCL that can improve long-term survival
prospects.

For more than two decades, starting with the development of rituximab, Genentech/Roche has
conducted rigorous multiregional Phase 3 trials in NHL. The STARGLO study, designed in 2019 in
consultation with FDA, is a multiregional, randomized, open-label, Phase 3 trial. It aims to
produce globally applicable results in a representative population of patients with R/R DLBCL
who are ineligible for transplant. The study evaluates the benefit-risk profile of Glofit-GemOx
compared to R-GemOx in these patients.

The robust design of the STARGLO study included OS as the primary endpoint, the most reliable
and preferred endpoint in oncology (FDA 2018), with PFS, CR rate and DOCR as clinically
relevant key secondary endpoints. Patients were randomized 2:1 and stratified by previous
therapies and disease status, factors known to influence treatment outcome in DLBCL.

Glofitamab is the first CD20xCD3 bispecific antibody, and the first therapy for transplant-
ineligible patients with R/R DLBCL, to confer a survival benefit in transplant-ineligible R/R DLBCL
in a randomized Phase 3 trial.

STARGLO showed that Glofit-GemOx reduced the risk of death by 41% (HR 0.59, p=0.010706),
the risk of progression by 63% (HR 0.37, p<0.000001), and more than doubled the CR rate
(50.3% vs. 22.0%, p<0.0001) compared to a US relevant control arm, R-GemOx. With an
additional 11 months of follow-up, benefits were maintained, reaching a median OS of 25.5
months, nearly doubling what was seen for patients treated with R-GemOx at a median OS of
12.9 months. Sensitivity analyses further confirmed the robustness of these results.

Exploratory subgroup analyses generally showed a benefit consistent with the overall
treatment effect across most subgroups, including the clinically relevant stratification factors.
However, subgroups based on region and race exhibited higher hazard ratios. Given the
consistent PK, efficacy and safety by region demonstrated in glofitamab monotherapy studies,
similar outcomes were expected for Glofit-GemOx across different geographical regions. This
was supported by the STARGLO study's PK and exposure-response analyses, which showed
similar glofitamab PK characteristics and exposure-response profile across regions.

Further exploration of STARGLO data indicated that the observed outcomes in the NA/EUR/AUS
subgroup were primarily influenced by NALT. Adjustments to account for the impact of NALT
resulted in numerical reductions in HR estimates for OS and PFS, bringing them closer in line
with the overall population results. Importantly, the totality of data shows that there is no
consistent evidence suggesting true underlying difference in treatment effects across region
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and race. The subgroup analyses are not powered to show differences and are not considered
to be representative of the true clinical benefit of glofitamab. The most relevant assessment of
the treatment effect should be based on the results from the overall study population.

STARGLO demonstrated compelling and consistent clinical benefit across multiple clinical
endpoints with Glofit-GemOx, along with an AE profile that is consistent with the known risks
for the individual drugs that form the Glofit-GemOx regimen. Glofit-GemOx has a well-
characterized safety profile which is supported by robust safety management guidance. The
study represents a critical advancement in treating patients with R/R DLBCL. Importantly, the
trial was designed to be globally applicable and enrolled a patient population resembling a
typical DLBCL population in the US. The trial was executed with adherence to global standards
and sensitivity and post hoc analyses further support the robustness of the findings, reinforcing
that the overall study's conclusions remain valid. The totality of evidence underscores the
applicability and reliability of its outcomes, promising a positive impact on patient care in the
us.

Reflecting the clinical relevance of these findings and potential utility in US medical
practice, Glofit-GemOQx has also been recognized as a Category 1 preferred treatment in the
2025 NCCN guidelines, based on the results from the STARGLO study (NCCN 2025).

Glofit-GemOx is an accessible T cell engaging therapy for patients with R/R DLBCL who face a
poor prognosis and are ineligible for transplant. It provides a transformative treatment that
leverages the patient’s own immune system to fight lymphoma. This therapy ensures that all
relapsing patients and their physicians have the choice of an important novel treatment
modality with proven and meaningful efficacy. The availability of multiple treatment options
with curative potential allows for truly personalized care, addressing the individual complexities
of relapsed disease and ultimately improving patient outcomes. For patients in the US who do
not benefit from or lack access to other potentially curative therapies, Glofit-GemOx can be
quickly initiated in any setting and meaningfully addresses the urgent needs of an aggressive
and life-threatening disease.
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The FDA’s Position:

Multiregional trials have numerous advantages, such as allowing rapid accrual and more
efficient clinical development by generating evidence to support use of a drug in multiple
regions. One additional benefit of multiregional clinical trials is the potential to identify factors
that may predict regional treatment differences. However, typically this regional difference is
identified prior to implementation of the trial and measures are taken to ensure that the trial
will still produce statistically robust and clinically meaningful results that are applicable to the
intended use population. Per the ICH E17 guidance, multiregional clinical trials should be
“planned under the assumption that the treatment effect applies to the entire target
population, particularly to the regions included in the trial.” (ICH E17). This guidance also
stipulates that intrinsic and/or extrinsic factors could be present that may have an impact on
patients’ response to therapies differently across regions. Therefore, these factors should be
considered with planning multiregional trials. Studies should ensure an effective assessment of
the consistency of a treatment. In cases where a major difference is expected in treatment
effects, the ICH E17 guidance notes that multiregional trials can still be conducted but may
require exclusion of some regions or a defined subgroup within a region.

The STARGLO trial exhibited a notable regional effect, potentially amplified by the
disproportionate representation of Asian regional participants in the ITT population. The study
was characterized by limited enrollment from the United States and significant regional
disparities in overall survival, progression-free survival, and response rate/complete response
outcomes. Multiple patient-specific factors were identified as potential contributors to these
regional differences, including patient age, reasons for transplant ineligibility, exposure to types
of prior therapies, cell of origin characterization, and discontinuation rate due to progressive
disease. Additionally, aspects of trial conduct and analyses may have further influenced the
divergent results observed between Asian and Non-Asian regions, including the timing of
disease assessments, differences in exposure and treatment discontinuation, and potential
bias. These observed differences and their potential contributing factors raise substantial
concerns regarding both the robustness of the trial results and their applicability to the
intended United States patient population. Consequently, these findings warrant careful
consideration in the interpretation and generalizability of the STARGLO trial results
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7. Appendix
Appendix 1: Regulatory History of Key Interactions with FDA Regarding the
Development of Glofit-GemOx in R/R DLBCL

Date

Type of
Interaction/Meeting

Purpose of Interaction/Meeting

20 December
2019

Type B End of Phase 2/
Pre-Phase 3
(Teleconference)

To discuss the development program and registration strategy for glofitamab
in R/R B-cell lymphoma after one line of systemic therapy (Reference ID:
4541080).

FDA noted the proposed design of the Phase 3 study including the primary
endpoint of OS was acceptable. Additionally, the Agency acknowledged the
secondary endpoints, the patient population, the use of R-GemOx as
comparator, and the stratification factors are reasonable. The nonclinical
package and proposed clinical pharmacology plan appeared sufficient and
reasonable. The proposed safety monitoring plan and safety database with
the majority of patients having at least 6 months of follow-up appeared
reasonable. FDA provided additional comments and guidance regarding the
PRO measurement strategy. FDA provided feedback on the proposed
statistical considerations, noting the proposed interim analyses appeared
reasonable and requesting a competing risk sensitivity analysis.

04 January
2023

Type C Content and
Format (Written
Responses Only)

To obtain feedback regarding the proposed content and format of the sBLA to
enable regular approval for the proposed indication in R/R DLBCL (Reference
ID: 5104274). FDA recommended removing DOR as a key secondary endpoint
due to it being a subgroup analysis. The Applicant chose to retain DOR and
acknowledged FDA will not formally assess it. FDA noted the precision of OS
results from the interim analysis may be affected due to immature data and
differential enrollment across sites. While the interim analysis for efficacy is at
the Sponsor’s discretion, FDA emphasized continued patient follow-up for
efficacy and safety if the trial stops early. FDA requested pooled datasets for
analysis, including subject level data, adverse event data, lab data, and
summary exposure, along with an integrated death dataset. FDA found the
proposed safety narrative categories acceptable and suggested additional
considerations. The proposed plan for population PK and exposure-response
analyses for safety and efficacy appeared reasonable to FDA. FDA requested
justification for the glofitamab dosing regimen with GemOx. The proposed
follow-up plan and assessment of COVID-19's impact on STARGLO were
deemed reasonable by FDA.

27 July 2023

STARGLO Primary Analysis
Results

To provide FDA topline results from the primary analysis of STARGLO as well
as a supporting document including interpretation of results and additional
context regarding next steps stating the Applicant’s plan to conduct a follow-
up analysis in a pre-identified manner to ensure sufficient follow-up to better
characterize the overall benefit-risk assessment.

17 April 2024

STARGLO Update Analysis
Results

To provide FDA topline results from the update analysis of STARGLO which
includes an additional 11 months of follow-up from primary analysis.

05 June 2024

Type B Pre-sBLA
(Videoconference)

To discuss the results from the primary and updated analyses from pivotal
STARGLO as well as the final results from supportive Study GO41943 and
obtain feedback on the acceptability of the results to form the basis of an
sBLA for approval of COLUMVI in the proposed indication (Reference ID:
5394610). FDA advised the Applicant that the sBLA should address the
applicability of the data to the US patient population and include a
comprehensive assessment of safety.

FDA = Food and Drug Administration; OS = overall survival; PRO = patient-reported outcome, sBLA = supplemental Biologics
License Application; R/R = relapsed or refractory; DLBCL = diffuse large B-cell lymphoma; DOR = duration of response; PK =
Pharmacokinetics; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin.
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FDA Position

The following additional interactions occurred after the interim analysis in July of 2023:

The Agency expressed concerns regarding the inconsistent treatment results and requested
that the Applicant provide additional analysis of efficacy and safety per Asian and Non-Asian
regions. The Agency also requested justification for the planned additional analysis time.
The Applicant indicated the proposed additional analysis time was to provide adequate
follow-up for the later enrolling Non-Asian regions to allow for additional OS follow-up and
for additional safety data collection given COVID-related safety concerns. Refer to section
The FDA’s Position on Regulatory History.
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Appendix 2: Major Protocol Amendments

The original global protocol dated 9 April 2020 was amended seven times. The key changes to

the protocol are summarized below in Table 12.

Table 12 Summary of Select Key Changes to the Protocol

Protocol Amendment

19 November 2020

Version, Summary of Key Changes
Date
Version 2, Amended to require dexamethasone as a premedication prior to glofitamab in Cycles 1-3,

to clarify the definition of patients with relapsed vs refractory disease, and to provide
additional instructions for the prevention and management of CRS.

Version 3,
29 March 2021

Amended to limit the percentage of patients enrolled with platinum-refractory disease to
20% of randomized patients; to limit the percentage of patients enrolled who have had >2
lines of prior therapy; to establish a non-binding futility analysis at the time of interim
analysis; and to clarify inclusion/exclusion criteria, duration of AE monitoring, and study
rationale.

Version 4,
23 October 2021

Amended to incorporate safety information updates from the Investigator’s Brochure for
glofitamab. Additional changes include guidance for the use of COVID-19 vaccines for study
patients.

Version 5,
16 August 2022
(not submitted)

Amended to incorporate initial iDMC-recommended modifications regarding SARS-CoV-2

infections in study patients subsequent to issuance of a USM-DIL. Modifications are

summarized below:

e  Patients diagnosed with SARS-CoV-2 infection within 30 days prior to the first dose of
study treatment were not eligible

e  Patients diagnosed with SARS-CoV-2 infection in the 6 months prior to the first dose
of study treatment must have had no persistent respiratory symptoms, must have had
no evidence of pneumonia on chest CT, and must have had a negative PCR

e  Patients who develop documented SARS-CoV-2 infection during the study must
permanently discontinue study treatment

This protocol version was not submitted to health authorities or sites because the iDMC

issued superseding recommendations shortly after protocol publication.

Version 6, Amended to incorporate changes from Protocol Version 5 (not submitted), updated
20 September 2022 COVID-19 guidance, and modifications based on additional guidance provided by the iDMC
on 2 September 2022, which are as follows:

e  Patients diagnosed with SARS-CoV-2 infection within 30 days prior to the first dose of
study treatment were not eligible. A requirement for a negative SARS-CoV-2 antigen
PCR test within 7 days prior to enrollment was added.

e  Patients diagnosed with SARS-CoV-2 infection in the 6 months prior to the first dose
of study treatment had to have no persistent respiratory symptoms, a negative PCR,
and no evidence of pneumonia on chest CT.

e  Patients who developed documented SARS-CoV-2 infection during the study had to
permanently discontinue study treatment.

Version 7, Amended to incorporate v7 (France) and v6 (Germany) into v7 (Global) to harmonize under
22 September 2023 the Common Technical Document ahead of the switch to submission under the EU Clinical

Trials Regulation which included a section describing Country-Specific Stipulations.
Additional key changes included alignment with SAP v4.

AE = adverse event; CRS = cytokine release syndrome; coronavirus disease 2019 = COVID-19; CT = computed
tomography; iDMC = independent Data Monitoring Committee; OS=overall survival; PCR = Polymerase Chain Reaction;
SAE: Serious Adverse Event; SAP = statistical analysis plan; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2; USM-DIL = Urgent Safety Memo-Dear Investigator Letter.
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Appendix 3: Statistical Analysis Plan (SAP) Amendments

SAP Amendments
The original SAP dated 26 April 2022 was amended six times. The key changes to the SAP are
summarized below in Table 13.

Table 13 Summary of Key SAP Changes

11 November 2022

SAP Version Summary of Key SAP Changes
SAP v2 e Additional sensitivity analysis for primary endpoint added for patients who discontinued study
28 July 2022 treatment due to drug supply issues caused by COVID-19 pandemic.
e Missing response data handling strategy added for patients who have already achieved complete
response by PET/CT scans while follow-up response assessments were missing for PET scan only.
SAP v3 e CRSrisk score added as an exploratory safety endpoint.

Additional sensitivity analysis for primary endpoint added for patients who discontinued study
treatment due to COVID-19 AE.

Detailed censoring rules for OS and PFS added.

Additional sensitivity analyses added on PFS without censoring for NALT and censoring for NALT
except for ASCT.

Additional supportive analysis for PFS by RMST method added in the event that proportional hazard
assumption is violated.

Table of Thresholds of P-values for OS Among Information Fraction at the Time of Efficacy Interim
Analysis updated based on code-based trial design software such as rpact. A reproduceable code-
based trial design program has been utilized for P-value thresholds calculation.

The key secondary endpoint of DOCR clarified to be based on IRC.

SAP v4
19 February 2023

Enrollment by region added as a new subgroup analysis category and cell type of origin clarified to
be based on IHC or gene expression.

Best ORR and DOR removed from hierarchical testing.

PFS censoring rules updated to censor patients who have two or more consecutive missing visits.
Additional sensitivity analysis for PFS added for patients who missed more than two consecutive
response assessments due to COVID-19 pandemic.

Table of thresholds of p-values for OS among information fraction at the time of efficacy interim
analysis expanded based on code-based trial design software such as rpact.

Clarification added that the same PFS censoring rules will be applied to DOR and DOCR.

SAP V5
11 May 2023

Handling strategy for NALT for DOCR and DOR updated to hypothetical strategy to align with the
same censoring rules for PFS which also apply hypothetical strategy for intercurrent event like
NALT.

IRC will also be used to evaluate study endpoints including DOR and DOCR.

Additional approach for sensitivity analysis on death due to COVID-19 added.

New subgroup (primary refractory disease or relapse within one year of first-line therapy) added for
subgroup analysis for the primary endpoint.

Clarifications have been provided for patient-reported outcome endpoints.

SAP v6
14 December 2023

Additional follow-up analysis added approximately 11 months after the last patient enrolled.

AE = adverse event; ASCT = autologous stem cell transplant; CR = complete response; CT = computed tomography; CRS =
cytokine release syndrome; coronavirus disease 2019 = COVID-19; DOR = duration or response; DOCR = duration of complete
response; iDMC = independent Data Monitoring Committee; IHC = Immunohistochemistry; IRC = independent review
committee; NALT = new anti-lymphoma therapy; ORR = Overall Response Rate; OS = overall survival; PET = positive-electron
tomography; PFS = progression-free survival; RMST = Restricted Mean Survival Time; SAP = statistical analysis plan.
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Appendix 4: Statistical Details on Post-Hoc Analyses

Multivariable analysis (MVA)

The MVA was aimed to assess the robustness of the OS and PFS results observed in the overall
population by adjusting for prognostic and clinically relevant baseline factors. These factors
were selected from the 26 factors pre-specified for the subgroup analysis of OS, based on their
individual association with OS and PFS, and correlation among themselves. Factors selected for
the MVA included the stratification factors (number of prior systemic therapies and refractory
status to last systemic therapy), sex, IPI, bulky disease (= 10 cm), BMI, and enrollment region.

Inverse propensity censoring weighting (IPCW)

While there is no perfect method to adjust for NALT for OS, the IPCW method was chosen, as
despite its complexity, IPCW provides a fairly unbiased way to adjust for NALT (Latimer et al.
2024). The IPCW method adjusts for the impact of NALT for both OS and PFS, and is considered
a less biased approach compared to naive approaches such as censoring at NALT, by allowing
some patients to represent more and others less through reweighting in order to create a
pseudo-population that would have been observed if censoring at NALT had not occurred. In
addition to IPCW, two additional methods for adjusting treatment switching were also
considered, including the rank preserving structural failure time (RPSFT) and the two-stage
accelerated failure time (AFT). However, RPSFT is used to adjust for treatment switch from one
arm to the other (i.e. crossover) and therefore not applicable for NALT. On the other hand, the
two-stage AFT required defining a second baseline prior to switching to NALT, which was
challenging to establish, as patient baseline characteristics were only recorded once. As a
result, the IPCW was chosen to investigate the impact of NALT for STARGLO. The IPCW method
conducted was in accordance with the recently updated NICE DSU technical support document
16 (Latimer et al. 2024). Results of the IPCW should be interpreted with some caution due to
the key statistical assumption that there are no unmeasured confounders in the model used to
estimate weights. Event-free survival (EFS), an endpoint that also adjusts for NALT by treating
NALT as an additional event to disease progression and death in PFS, served as a consistency
check for IPCW, where consistent EFS and IPCW results for PFS would indicate that the IPCW
method was appropriate, and by extension, also indicate that the IPCW results for OS were
reasonable.
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Appendix 5: Supplementary Data Module — Further Exploration of Subgroup
Results

5.1 Introduction

The goal of the data included in this appendix is to supplement the data supporting the

exploration of subgroup results by race and region, as presented in Section 2.3.2.3. The

additional analyses were performed to gain a deeper understanding of the outcomes in these

specific subgroups by examining several factors.

5.2 Glofitamab Monotherapy Data Evaluated Across Regions

Glofitamab PK, efficacy, and safety in different geographic regions based on data from various
clinical studies with glofitamab monotherapy (Table 14) was examined.

Table 14 Summary of Studies Evaluating Glofitamab Monotherapy in Patients with R/R NHL

and DLBCL
Study Overall Design Primary Endpoint Participating countries Status
Number g y P P g
NP30179 Phase I/l study of Safety, Australia, Belgium, Canada, Ongoing
glofitamab as a single tolerability, ADA, Czech, Denmark, Finland,
agent and in combination | PK, CR rate by IRC France, Italy, New Zealand, Enrollment of
with obinutuzumab in Poland, Spain, Taiwan, US DLBCL patients
patients with R/R NHL completed
Y042610 Phase |, single-arm study Safety, China Completed
of glofitamab IV infusion | tolerability, ADA, LPLV:
in Chinese patients with | PK, CR rate by IRC 12 January 2024
R/R DLBCL

ADA = anti-drug antibody; CR = complete response; DLBCL = diffuse large B-cell ymphoma; LPLV = last patient last visit;

NHL = non-Hodgkin’s lymphoma; PK = pharmacokinetics; R/R = relapsed/refractory; USA = United States.

Study NP30179: Multicenter, open-label, Phase 1/2 study to evaluate the safety, efficacy, tolerability and pharmacokinetics of
glofitamab monotherapy administered after a fixed, single dose pre- treatment of obinutuzumab (Gpt) in patients with R/R B-
cell NHL (Dickinson et al. 2022; Clinical Trials Identifier NCT03075696).

Study YO42610: A Study to Evaluate Glofitamab as Single Agent Administered After Pretreatment with Obinutuzumab in
Chinese Patients With R/R DLBCL (Yu-Qin Song et al. 2023; Clinical Trials Identifier NCT04657302).

Experience across the glofitamab clinical development program has not demonstrated
meaningful differences in clinical outcomes (Table 15) and has demonstrated similarities in
safety profile (Table 16) across geographic regions. In particular, the glofitamab monotherapy
trials (NP30179 and YO42610) showed similar clinical activity (CR rates ranged 40%-47% with
ITT 41%) (Table 15) and similar PK profile of glofitamab across geographic regions (Figure 11).
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Figure 11 Individual and Median Glofitamab Concentration-Time Profiles at the 30 mg Target
Dose by Region at Cycle 2 in Monotherapy Studies NP30179 and YO42610

Region

= Asia (N=26)

= NAEUR/AUS (N=111)

Glofitamab concentration (ug/mL)

Time after last dose (d)

Study NP30179 CCOD: 15 June 2022. Study YO42610 CCOD: 2 December 2022.
Sources: p.regionasia.monol1l.png [PPK30179]. Study YO42610 (data on file)
The bold lines represent the median by nominal time. The thin lines are individual patients.

Table 15 Study NP30179 and Study YO42610: Efficacy Results in Regional Subgroups
(Glofitamab Monotherapy)

Study NP30179°+Y042610°
Glofitamab Monotherapy

NA/EUR/AUS/NZ¢ Asia® ITT®
(N=149) (N=36) (N=185)
Complete response (by IRC) 59 17 76
n (%) (40%) (47%) (41%)
(95% Cl) (32, 48) (30, 65) (34, 49)

a Study NP30179 CCOD: 15 June 2022.

b Study YO42610 CCOD: 2 December 2022.

¢ North America, Europe, Australia, New Zealand.

d Taiwan, China.

e Study NP30179 (ITT population): Glofitamab 2.5/10/30 mg in the Primary Efficacy Population Cohorts D2[Sub. 2] + D3 + D5
(R/R DLBCL Patients, >2 Prior Lines of Systemic Therapy). Study YO42610 (ITT population): Glofitamab 2.5/10/30 mg in Chinese
patients (R/R DLBCL Patients, >2 Prior Lines of Systemic Therapy.

Sources: Study NP30179: t_rsp_IRC_PIV_|_SCE_IT_15JUN2022_30179 [ADSL, ADRS],
t_rsp_subgrp_IRC_REG1_PIV_RP2D_I_IT_15JUN2022_30179 [ADSL, ADRS]. Study YO42610 (data on file):

t_ef bor_AP_irc_02DEC2022_42610 [ADSL, ADRS].
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Table 16 Study NP30179 and Study YO42610: Safety Results in Regional Subgroups

(Glofitamab Monotherapy)

NP30179 (3L+ Glofit Mono?) + YO42610 (3L+ Glofit Mono China®)
NA/EUR/AUS/NZ¢ Asia Glofit Exposed
N=139 N=33 N=172
Grade 5 AEs 8 (5.8%) 0 8 (4.7%)
COoVID-19 3(2.2%) 0 3(1.7%)
COVID-19 Pneumonia 2 (1.4%) 0 2 (1.2%)
Sepsis 2 (1.4%) 0 2 (1.2%)
Delirium 1(0.7%) 0 1(0.6%)
Patients with at least one Grade 3-4 AE 81 (58.3%) 25 (75.8%) 106 (61.6%)
Common Grade 3-4 AEs (>5%)

Anemia 11 (7.9%) 4(12.1%) 15 (8.7%)
Neutropenia 40 (28.8%) 11 (33.3%) 51 (29.7%)
Thrombocytopenia 10 (7.2%) 2 (6.0%) 12 (7.0%)
Hypophosphatemia 9 (6.5%) 1(3.0%) 10 (5.8%)

Patients with at least one SAE 67 (48.2%) 14 (42.4%) 81 (47.1%)

b ien | sesg | seow | nes

Known Risks with Glofitamab

CRS (ASTCT grading) © 93 (66.9%) 24 (72.7%) 117 (68.0%)
Grade 1 69 (49.6%) 21 (63.6%) 90 (52.3%)
Grade 2 19 (13.7%) 1(3.0%) 20 (11.6%)
Grade 3 4 (2.9%) 1(3.0%) 5(2.9%)
Grade 4 1(0.7%) 1(3.0%) 2 (1.2%)

Neurological AEs 54 (38.8%) 11 (33.3%) 65 (37.8%)

ICANS (clinically adjudicated) f 7 (5.0%) 0 7 (4.1%)

Serious infections 22 (15.8%) 6 (18.2%) 28 (16.3%)

AE = adverse event; ASTCT = American Society for Transplantation and Cellular Therapy; CRS = cytokine release syndrome;
Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; ICANS = immune effector cell-associated

neurotoxicity syndrome; R-GemOx = rituximab in combination with gemcitabine plus oxaliplatin; SAE = serious adverse event.

aStudy NP30179 CCOD: 15 June 2022.

bStudy YO42610 CCOD: 2 December 2022.
°North America, Europe, Australia, New Zealand.
dTaiwan, China.

¢ No Grade 5 CRS events were reported.

fPotential cases were identified using the ICANS adverse event group term (AEGT). Those cases were then clinically adjudicated

to identify true or likely ICANS cases in the updated analysis.

Sources: Study NP30179: |_ae_ICANS_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_ctc_heme_subgrp_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_ctcl_subgrp_NEUR_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_ctcl_subgrp_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_ctcl_subgrp_SER_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_ctcl_subgrp_WD_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE];
t_ae_oview_subgrp_REG1_PIV_RP2D_|_SERO_15JUN2022_30179 [ADSL, ADAE]; Study YO42610 (data on file):
t_ae_oview_|_SERO_02DEC2022_42610 [ADSL, ADAE]; t_ae_ctcl_|_SERO_neur_02DEC2022_42610 [ADSL, ADAE];
t_ae_ctcl_|_SERO_ICANS_02DEC2022_42610 [ADSL, ADAE]; t_ae_ctc_all_|_SERO_ser_02DEC2022_42610 [ADSL, ADAE];
t_ae_ctc_all_|_SERO_NEUT_02DEC2022_42610 [ADSL, ADAE]; t_ae_ctc_all_|_SERO_HEMO_02DEC2022_42610 [ADSL, ADAE];
t_ae_ctc_all_I_SERO_HAEM_02DEC2022_42610 [ADSL, ADAE]; t_ae_ctc_all_I_SERO_dsc_02DEC2022_42610 [ADSL, ADAE];
t_ae_ctc_all_|_SERO_02DEC2022_42610 [ADSL, ADAE].
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5.3 Additional Subgroup Analyses in STARGLO

Based on a high association observed between race and region in STARGLO (Table 17) the
exploratory analyses presented in this section are based on the regional subgroups. The
potential differences by race are primarily considered to be a reflection of geographic
enrollment region as opposed to having a true biological underpinning.

Table 17 Association between Race and Geographic Region of Enroliment

North America Europe Asia Pacific?
(N =25) (N =88) (N=161)
White 21 (84.0%) 67 (76.1%) 27 (16.8%)
Asian 2 (8.0%) 1(1.1%) 134 (83.2%)
Black / African American 2 (8.0%) 1(1.1%) 0
Unknown® 0 19 (21.6%) 0

a Asia Pacific: China, Taiwan, South Korea, and Australia.
b Patients with unknown race were enrolled in France only.
Source: t_dm_subgrp_REG3_T_IT_16FEB2024_41944 [ADSL, ADSUB].

Thus, initial assessments examined the results within pre-specified geographical region
subgroups:
e North America (US), N=25
e Europe (Belgium, Denmark, France, Germany, Poland, Spain, Switzerland, UK), N=88
e Asia Pacific (China, Taiwan, South Korea, and Australia), N=161.

5.3.1 Baseline Characteristics by Pre-specified Region (by Arm)
Baseline prognostic factors were not balanced in North America, with notably more high-risk
patients in Glofit-GemOx vs. R-GemOx (Table 18).



Table 18

(STARGLO Updated Analysis)

Demographic and Baseline Characteristics in the ITT Population and Pre-specified Regional Subgroups by Arm

North America Europe Asia Pacific? ITT Population
N=25 N=88 N=161 N=274
Glofit- Glofit- Glofit- Glofit-
R-GemOx GemOx R-GemOx GemOx R-GemOx GemOx R-GemOx GemOx
N=10 N=15 N=26 N=62 N=55 N=106 N=91 N=183
e, 265yrs, n (% .07 I/ 27 47 47 I/ 2/ 487
Age, 265yrs, n (%) 7 (70.0%) 13 (86.7%) 18 (69.2%) | 48 (77.4%) | 31(56.4%) | 55(51.9%) | 56 (61.5%) | 116 (63.4%)
Male, n (%) 5(50.0%) | 11(73.3%) | 18(69.2%) | 35(56.5%) | 30 (54.5%) | 59 (55.7%) | 53 (58.2%) | 105 (57.4%)
2 rior lines of thera n (% 0% 0% 8% 9% 0% 1% 4% 2%
2 prior i ftherapy, n (%) | 4(40.0%) | 6(40.0%) | 8(30.8%) | 21(33.9%) | 22(40.0%) | 41(38.7%) | 34(37.4%) | 68 (37.2%)
Primary refractory disease®,
%) 4(40.0%) | 12(80.0%) | 13(50.0%) | 31(50.0%) | 30 (54.5%) | 63(59.4%) | 47 (51.6%) | 106 (57.9%)
n (7%
Refractory to last line of 5(50.0%) | 11(73.3%) | 14(53.8%) | 32(51.6%) | 35 (63.6%) | 69 (65.1%) | 54 (59.3%) | 112 (61.2%)
therapyc’ n (%) . (o] . (o] . (] . (] . (o] . (o] . (o) . ()
IPI score 3-5 (Derived), n (%) 5 (50.0%) 10 (66.6%) 13 (50.0%) 30 (48.4%) 29 (52.7%) 47 (44.3%) 47 (51.6%) 87 (47.5%)
Ann Arbor stage lI-IV, n (%) 6(60.0%) | 12(80.0%) | 20(76.9%) | 46 (74.2%) | 44 (80.0%) | 65 (61.3%) | 70(76.9%) | 123 (67.2%)
Bulky disease (> 10cm), n (%) 1(10.0%) | 3(20.0%) | 6(23.1%) | 9(14.5%) | 7(12.7%) | 11(10.4%) | 14 (15.4%) | 23 (12.6%)

Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; IPI = International Prognostic Index; R-GemOx = rituximab in combination with

gemcitabine plus oxaliplatin.

a Asia Pacific: China, Taiwan, South Korea, and Australia. * Primary Refractory disease: disease that did not respond to, or that progressed <6 months after completing

the first-line of therapy. ¢Refractory disease: disease that did not respond to, or that progressed <6 months after completing the last line of therapy.
Sources: t_dm_AA_T_IT_16FEB2024_41944 [ADSL, ADSUB], t_mh_char_T_IT_16FEB2024_41944 [ADSL, ADSUB, ADCM], t_dm_subgrp_REG3_T_IT_16FEB2024_41944 [ADSL, ADSUB],
t_mh_char_subgrp_REG3_IT_16FEB2024_41944 [ADSL, ADSUB, ADCM].
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5.3.2 Baseline Characteristics NA/EUR/AUS and Asia (by Arm)

When examining these larger regional subgroups, the baseline prognostic factors were more
balanced between the arms in both NA/EUR/AUS and Asian populations (Table 19).

Table 19 Demographic and Baseline characteristics in the ITT population and NA/EUR/AUS
and Asia (STARGLO Updated Analysis)
NA/EUR/AUS® Asia® ITT population
(N=143) (N=131) (N=274)
Glofit- Glofit- R-GemOx Glofit-
R-GemOx GemOx R-GemOx GemOx GemOx
N=44 N=47 N=91
N=99 N=84 N=183
Age > 65yrs, n (%) 31(70.5%) | 82 (82.8%) | 25(53.2%) | 34 (40.5%) | 56 (61.5%) | 116 (63.4%)
Male, n (%) 27 (61.4%) | 59 (59.6%) | 26 (55.3%) | 46 (54.8%) | 53 (58.2%) | 105 (57.4%)
2 2 prior lines of therapy, n (%) 15(34.1%) | 31(31.3%) | 19 (40.4%) | 37 (44.0%) | 34 (37.4%) | 68 (37.2%)
Primary refractory disease®, n (%) | 21 (47.7%) | 55 (55.6%) | 26 (55.3%) | 51 (60.7%) | 47 (51.6%) |106 (57.9%)
Refractory to last therapy?, n (%) | 24 (54.5%) | 56 (56.6%) | 30 (63.8%) | 56 (66.7%) | 54 (59.3%) | 112 (61.2%)
IPI score 3-5 (Derived), n (%) 25(56.8%) | 51 (51.5%) | 22 (46.8%) | 36 (42.9%) | 47 (51.6%) | 87 (47.5%)
Ann Arbor stage IlI-IV, n (%) 34 (77.3%) | 72 (72.7%) | 36 (76.6%) | 51 (60.7%) | 70 (76.9%) | 123 (67.2%)
)

Bulky disease (= 10cm), n (%)

9 (20.5%)

15 (15.2%)

5 (10.6%)

8 (9.5%)

14 (15.4%

23 (12.6%)

Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; IPl = International Prognostic Index’ R-GemOx =
rituximab in combination with gemcitabine plus oxaliplatin.

2 China, Taiwan, and South Korea.
b US, Europe and Australia.

¢Primary Refractory disease: disease that did not respond to, or that progressed <6 months after completing the first-line of

therapy.

dRefractory disease: disease that did not respond to, or that progressed <6 months after completing the last line of therapy.
Sources: t_dm_AA_T_IT_16FEB2024_41944 [ADSL, ADSUB), t_mh_char_T_IT_16FEB2024_41944 [ADSL, ADSUB, ADCM],
t_dm_subgrp_REG2_T_IT_16FEB2024_41944 [ADSL, ADSUB], t_mh_char_subgrp_REG2_IT_16FEB2024_41944 [ADSL, ADSUB, ADCM].
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5.3.3 Exposure by NA/EUR/AUS and Asia
Figure 12 Individual and Median Glofitamab Concentration-Time Profiles at the 30 mg
Target Dose by Region at Cycle 2 in STARGLO

Region
= Asia (N=66)
= NAJEUR/AUS (N=65)

Glofitamab concentration (ug/mL)
'

14 21
Time after last dose (d)

The bold lines represent the median by nominal time. The thin lines are individual patients. CCOD of 16 February 2024.
Source: p.regionasia.starglol1.png [PPK41944]

Figure 13 Univariate Model for CR Using AUC Cycle 1 — Cycle 2 Exposure Metric and
Population of STARGLO

Probability of CR

0.00 o0 ° 60 0 00060 60 000 ¢ ©® o o ao co m o o o oo o

™
AUC (Cycle 1+ 2, pg-dfmL)

Line and shaded area represent predicted response and associated 95% prediction interval. CCOD of 16 February 2024.
Source: p.crr.reionasia.lcurve.med.noanno.png [PPK41944].
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Appendix 6: Analyses Demonstrating Robustness of Efficacy Outcomes
Figure 14 Analyses Demonstrating Robustness of Efficacy Outcomes (OS)

OS HR (95% ClI)
Original OS

Original 0.62 (0.43, 0.88) =

Impact of COVID
COVID deaths within 3 mos of trt discon censored 0.57 (0.4, 0.82)

All COVID deaths censored 0.56 (0.39, 0.81) L
Trt discon due to COVID AE censcred 0.6 (0.42, 0.88) ——

Multivariable analysis
Baseline adjusted (Multivariable analysis) 0.63 (0.44, 0.9) L

Subgroup (stratification factors)

Subgroup: received 1 prior line of therapy 0.68 (0.42, 1.09) =
Subgroup: received >=2 prior lines of therapy 0.55 (0.33, 0.93) L
Subgroup: refactory to last line of therapy 0.65 (0.43, 0.99) =
Subgroup: relapse to last line of therapy 0.51 (0.26, 0.98) L
I 1 | 1
0.10 1.0 2.0 3.0
OS Hazard Ratio
AE = adverse event; OS = overall survival.
Sources: t_ef_tte_OS_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef tte_OSCOVDTH_IT_16FEB2024_41944 [ADSL, ADTTE];
t_ef_tte_ OSCOVCEN_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef tte_ OSCOVAE_IT_16FEB2024_41944 [ADSL, ADTTE];
g_ef_forest2_unstrat_OS_IT_16FEB2024_41944 [ADSL, ADSUB, ADTTE]; t_ef_cox_OS_IT_16FEB2024_41944 [ADSL, ADSUB, ADTTE].
Figure 15 Analyses Demonstrating Robustness of Efficacy Outcomes (PFS)
PFS HR (95% Cl)
Original PFS
Original 0.4 (0.28, 0.57) —
Impact of COVID
Trt discon due to COVID AE censored 0.37 (0.26, 0.54) =
Multivariable analysis
Baseline adjusted (Multivariable analysis) 0.36 (0.25, 0.52) o
Subgroup (stratification factors)
Subgroup: received 1 prior line of therapy 0.52 (0.32, 0.83) =
Subgroup: received >=2 prior lines of therapy 0.4 (0.24, 0.67)
Subgroup: refactory to last line of therapy 0.41 (0.27, 0.62) u]
Subgroup: relapse to last line of therapy 0.4 (0.21, 0.74)
I I T ]
0.10 1.0 20 3.0

PFS Hazard Ratio

AE = adverse event; PFS = progression-free survival.
Sources: t_ef tte IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_cox3_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADSUB, ADTTE];
g_ef_forest2_unstrat_IRCPFSN_IT_16FEB2024_41944 [ADSL, ADTTE]; t_ef_tte_IRCPFSNC_IT_16FEB2024_41944 [ADSL, ADTTE].
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Appendix 7: R-GemOx Outcomes in Available Literature

Table 20 Overview of Efficacy Results for R-GemOx Regimen in the Available Literature

Patients T ¢ Prior anti- PFS oS
Publication treated S\;pzo Histologi CD20- CRR
Author, year with R- uey, stologles containing mPFS mOS
GemOx (n) country therapy (months) | (months)
EIG ietal. Ph2 R/R DLBCL
naoureta 33 / 57% 58%? NA NA
2007 France unsuitable for HDT
LS Aetal. Ph2
opezAeta 32 R/R DLBCL 78% 34% NA 9.1
2008 Spain
Corazzelli et al. 32 Ph2 R/R B-cell lymphoma 66% 50% NA NA
2009 Italy unsuitable for HDT 0 0
RCT
Zhang et al. 2011 32 Chi R/R DLBCL Unk. 13% NA NA
ina
R h d R
ongsnuans an 47 R/R DLBCL Unk. 23% NA NA
Mingzhi 2021 China
Mounier et al. Ph2 R/R DLBCL
49 63% 38% 5 11
2013 France unsuitable for HDT 0 0
Dhanapal et al. R R/R aggressive
P 44 /R aggressiv 90% 30% NA 8
2017 UK lymphoma
Cazelles et al. R R/R DLBCL not ) .
2021 196 France eligible for ASCT 100% 33% > 10
RCT, MCT | R/R LBCL not eligible .
b 0,
Held et al. 2023 90 Europe for HDCT/HSCT 100% 20% NA NA
R/R DLBCL (both
RWD
Budde et al. 281 eligible and ineligible 99% 22% 2.8 12.7
Flatiron 2024 us
for transplant)
Yamshon et al. RWD R/R LBCL (both
2024 LEO 183 US eligible and ineligible 100% 29% 2.3¢ 13.5
Consortium for transplant)
G041944 RCT, MCT R/R DLBCL o o
(STARGLO) 9 Global ASCT ineligible 98% 25% 3.6 129

CR = complete response rate; DLBCL = diffuse LBCL; HDT = high-dose therapy; ITT = intent-to-treat; m = median; LBCL = large B-

cell ymphoma; MCT=multicenter trial; PFS= progression-free survival; R = retrospective; RCT = randomized controlled trial;
R/R = relapsed or refractory; OS = overall survival; RWD = real-world data; Unk = unknown.

aResponses after R-GemOx induction phase therapy (N = 33).
b As per study protocol eligibility criteria, rituximab must be part of the first-line regimen in case of B-cell ymphoma (Held et al.

2023).
¢Event-free survival.
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Appendix 8: Summary of Serious Adverse Events in > 5% of patients

Table 21 Summary of Serious Adverse Events in 2 5% of patients (STARGLO Updated

Analysis)

MedDRA System Organ Class Glofit-GemOx

MedDRA Preferred Term R-zi?SOX (Glofit Exposed)

N=172

Total number of patients with at least one AE 5(5.7%) 59 (34.3%)
Total number of events 9 75
Immune system disorders

Total number of patients with at least one AE 0 35 (20.3%)

Total number of events 0 46

Cytokine release syndrome 0 35 (20.3%)
Infections and infestations

Total number of patients with at least one AE 5(5.7%) 18 (10.5%)

Total number of events 7 18

Pneumonia 4 (4.5%) 10 (5.8%)

COVID-19 2 (2.3%) 8 (4.7%)
General disorders and administration site conditions

Total number of patients with at least one AE 1(1.1%) 11 (6.4%)

Total number of events 2 11

Pyrexia 1(1.1%) 11 (6.4%)

AE = adverse event ; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; R-GemOx = rituximab in

combination with gemcitabine plus oxaliplatin.

Sources: t_ae_INCSPER_SER_SE_16FEB2024_41944 [ADSL, ADAE].
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Appendix 9: CRS, Gastrointestinal AEs, Neurological AEs and Infections

Table 22 CRS, Gastrointestinal AEs, Neurological AEs and Infections (STARGLO Updated Analysis)
n (%) of patients with Glofit-GemOx Gastro G R.O GGIOﬁ(;- Neurological R-GemOx :Ioﬁ‘;; Infections R-GemOx :IOF:;-
>1 CRS AE? N=172* intestinal AEs emoux emoxX s N=88 em N=88 emex
N=88 N=172* N=172* N=172*
Nausea e Infections
35 71 Any grade 35(39.8) 102 (59.3%) 26 (29.5%) 95 (55.2%)
b
SOV gL Any Grade (39.8%) (81.3%) |Grade 3-2 0 9(5.2%) [\ Crade 11(12.5%) 35 (20.3%
Grade 3-4 Grade 3-5
0 (0%) 1(0.6%) |Grade5 0 1 (0.6%)"
Infections >10%
Grades 1-3 Diarrhea ICOVID-19 associated
Grade 1 54 (31.4) 24 60 ICANS (Any Grade) 0® 4(2.3%)" |AE
Grade 2 18 (10.5) g’;‘ég:ﬁe) (27.3%) (38.9%) |Grade 3-a 0 1(0.6%) |Any Grade gg ':::)) 38 2;72'94:;’)
Grade 3 4(2.3)¢ 0 6(3.5%) Grade 3-4 : ’
0 5 (2.9%)
Grade 5
Neurological AEs >10%
Vomiting Peripheral sensory Pneumonia
SAE 20.3% (Any Grade) 19 el neuropathy Any Grade 4(4.5%) 21(12.2%)
) Grode 3.4 (21.6%) (23.8%) |Any Grade 8(9.1%) 27 (15.7%) |Grade 3-4 2(2.3%)  9(5.2%)
rade o 1(0.6%) [Grade3-4 0 2(1.2%) |Grades 2(2.3%)  1(0.6%)
C1D1 (N=172): 1 (0.6%)
511[?;?5(':4?17527)5;(3:43:2 Constipation Neuropathy peripheral
CRS by Dose ps (r&:isl):)is (9(_39'6) ) Any Grade 14 32 Any Gradeh 6 (6.8%) 20 (11.6%)
€3 (N=149): 10 (6.7%) Grade 3-4 (1569%) (18(-)6%) Grade 3-4 0 0

CA+ (N=145): 16 (11.0%)
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R- Glofit- Glofit- Glofit-

- : : g : 9
:]fg)!:f‘::tlents s GIO:ES:TOX ::::I:nal AEs GemOx GemOx zzurologlcal R :::.80)( GemOx |Infections R-:Z:\BOx GemOx
B - N= N=172* g N=172* N=172*
AE Leading to Insomnia
2.5 mg glofit 10 mg glofit | - withdrawal of 0 2(1.2%)¢ |Any Grade 9(102%)  20(11.6%)
(C1D8) (C1D15) Rituximab or Grade 34 0 0
Glofitamab
Median time to CRS 13.5 324

onset, hours (range)  (4.4-134.9) (7.4-564.3)

Median CRS duration, 22.7 24.0
hours (range) (0.0-168.0) (0.0-248.5)
Tocilizumab for CRS 28 / 76 (36.8)

management, n, n (%)

Corticosteroids for

CRS management, n, n
(%)

39/76(51.3)

AE = adverse event; CRS = cytokine release syndrome; Glofit-GemOx = glofitamab in combination with gemcitabine plus oxaliplatin; R-GemOx = rituximab in combination with
gemcitabine plus oxaliplatin.

*Glofitamab-Exposed population. Dexamethasone premedication was mandated to prevent/mitigate CRS prior to step-up doses and prior to at least two 30 mg doses of
glofitamab, until no additional CRS was observed.

2 Unless otherwise specified.

bNo Grade 4 or 5 CRS events were reported.

€One patient had a Grade 3 CRS event confounded by a concurrent Grade 5 Septic Shock that required multiple pressors.

d Colitis and pancreatitis. Includes any patient who received any study treatment including obinutuzumab pretreatment, rituximab, glofitamab, gemcitabine, or oxaliplatin.
€]CANS is not a risk identified for R-GemOx. ICANS, immune effector cell-associated neurotoxicity syndrome; NA, not applicable.

fGrade 5 NAE of suspected cerebral hemorrhage.

g Total incidence of peripheral neuropathy (peripheral sensory neuropathy [PSN] and neuropathy peripheral [NP] was 15.9% for R-GemOx and 26.2% for G-GemOx. "Potential
cases were identified using the ICANS adverse event group term (AEGT). Those cases were then clinically adjudicated to identify suspected or confirmed ICANS cases in the

updated analysis.

Sources: t_ae_oview_CRSAE_GLO_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_CRSAE_GLO_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_aestat_dose123_CRSAE_GLO_SE_16FEB2024_41944 [ADSL,
ADAE, ADEX]; t_ae_aestat_dose123_CRSAE_GLO_SE_16FEB2024_41944 [ADSL, ADAE, ADEX]; t_crs_mngmnt_CRSPT_GLO_SE_16FEB2024_41944 [ADSL, ADAE, ADEX, ADCM];

t_ae_ctc_ NEUR_SE_16FEB2024_41944 [ADSL, ADAE]; |_ae_NEUR_SE_16FEB2024_41944 [ADSL, ADAE]; |_ae ICANS_GLO_SE_16FEB2024_41944 [ADSL, ADAE];
|_ae_ICANS_CCRS_GLO_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_DSC_SE_16FEB2024_41944 [ADSL, ADAE]; t_ae_ctc_INFEST_SE_16FEB2024_41944
[ADSL, ADAE]; t_ae_ctc_covas2_SE_16FEB2024_41944 [ADSL, ADAE].
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Appendix 10: Summary of Treatment Options for R/R DLBCL Not Eligible for Stem Cell Transplant
FDA Table 24: Summary of Treatment Options for R/R DLBCL Not Eligible for Stem Cell Transplant

Drug/Combination

Approval

Indication

Chemoimmunotherapy
R-GemOx, GDP, CEOP
GDP, ICE, ESHAP, MINE

Standard of Care Treatments

Based on prior therapy, patient co-morbidities, DLBCL subtype and high-risk
features

Axicabtagene ciloleucel

Regular Approval — 2022

R/R LBCL (DLBCL NOS, PMBL, HGBCL, trDLBCL) after at least 2 prior lines
LBCL refractory to 1L therapy or relapse within 12 months of 1L therapy

Tisagenlecleucel

Regular Approval 2018

R/R LBCL (DLBCL NOS, HGBCL, trDLBCL) after at least 2 prior lines

Polatuzumab vedotin + BR

Regular Approval — 2023

R/R DLBCL NOS after at least 2 prior therapies

Selinexor

Accelerated Approval - 2020

R/R DLBCL NOS, trDLBCL after at least 2 prior lines

Tafasitamab + Lenalidomide

Accelerated Approval 2020

R/R DLBCL NOS, trDLBCL not eligible for SCT

Loncastuximab teserine

Accelerated Approval - 2021

R/R DLBCL NOS, trDLBCL, HGBCL

Lisocabtagene maraleucel

Regular Approval — 2022

LBCL refractory to 1L therapy or relapse within 12 months of 1L
chemoimmunotherapy, or relapse after 1L therapy and not eligible for HSCT

Epcoritamab

Accelerated Approval - 2023

R/R DLBCL NOS, trDLBCL, HGBCL after at least 2 prior therapies

Glofitamab

Accelerated Approval - 2023

R/R DLBCL NOS, trDLBCL after at least 2 prior therapies

Brentuximab vedotin + R2

Regular Approval — 2025

R/R LBCL including DLBCL NOS, trDLBCL, HGBCL after 2 prior and not eligible
for auto-HSCT or CAR-T
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Appendix 11: Regional Differences in Utilization of Stem Cell Transplantation

Given the observed imbalance in transplant refusal between the Non-Asia and Asia regions, the Agency requested additional
information from the Applicant on the utilization of stem cell transplantation in the regions enrolled in the STARGLO study. The
Applicant stated that autologous stem cell transplantation (ASCT) was not uniformly available across all countries or regions due to
health infrastructure demands, noting variation in availability and degree of insurance coverage and access limitations driven by
number of centers and geographic distribution of patients (Phillips, 2017; Flannelly, 2020; Vaughn, 2021; Cusatis, 2024; Passewag,
2024). Using data obtained via the region-specific registries Asia Pacific Blood and Marrow transplantation group (APBMT), European
Group for Blood and Marrow Transplantation (EBMT) and Center for International Blood and Marrow Transplant Research (CIBMTR),
the Applicant estimated that the percent utilization of ASCT for the treatment of lymphoid malignancies ranged from 15% to 51%
depending on the region as shown below:

The Applicant stated that the direct comparisons between regions should be limited since the data was not specific to only R/R DLBCL
and each registry had different data capture methods and reporting standards. Keeping these limitations in mind, the FDA notes that
the differences in stem cell transplantation utilization are substantial with far less transplants employed for treatment of lymphoid
malignancies in the Asia-Pacific regions than the North America Region. Thus, the identification of ineligibility due to “patient refusal”
may in fact not be due to a patient being unfit or considered inappropriate for treatment with intensive chemotherapy followed by
autologous stem cell transplant but rather due to access and availability issues. These “fit” patients may have different responses to
treatment than the intended patient population in the U.S. population.
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FDA Table 25: Autologous Stem Cell Transplant Utilization by Region and Country Included in the STARGLO Study

Year of Most Recent

Estimated ASCT
Utilizaton per 10

% of reported ASCT
utilized for the

Region Country Registry T Faa million Population treatmen.t of
for all Indications® Iyr-nphouzl
malignancies
Asia-Pacific China APBMT 2019 1-50
Taiwan 50-150 or2
South Korea 150-300 15%
Australia >300
Europe Poland EBMT 2022 221 24%
Denmark 296
France 385
Belgium 410
United Kingdom 435
Spain 449
Switzerland 511
Germany 538
North America United States CIBMTR 2022 ~3303 51%

YIncludes plasma cell disorders, malignant lymphoma, and others.
2Includes combined data for allogeneic/autologous hematopoietic stem cell transplantation (HSCT)
3Estimate of ASCT utlizatino per 10 million population for all indications is not reported in US. The reported value has been calculated by the Applicant using
the number of ASCT reported in 2022 in the CIBMTR registry (n=11139) and an approximation of the 2022 US population (334 million people).

Source: Applicant Response BLA 761309 S-001, SD 224 received 12-16-2024
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Appendix 12: Regional Differences in NALT Categories
FDA Table 26: Regional Differences in NALT Categories

Novel Treatment Regimens
Chemo CD20+ Lenalidomide e
= d .. Other - a -
Alone Chemo or similar ADC Taf+ CAR-T TCE SCT' CAR-T, SCT, TCE,
lens ADC, Taf+len
R-GemOx Arm n (%)
Non-Asian Region
(n=42)" 1(2) 7 (17) 5(12) 4(10) | 4(10) 265) | 9(21) | 8(19) | 1(2) 17 (40)
f:‘s:’;;egw" 8 (17) 4(9) 6 (13) 9200 | 2(4) 0 3(7) | 8(17) 0 11 (24)
Difference” 7 +3 1 5 +2 2 +6 0 1 +6
Glofit-GemOx Arm n (%)

Non-Asian Region
(n=89)? 2(2) 6(7) 5(6) 4 (4) 10 (11) 3(3) 7 (8) 2(2) 0 17 (19)
ffi;’;;egm“ 4(s) 3(4) 4(s) 8(10) | 22 11) | 102 0 2(2) 5 (6)
Difference” -2 +3 +1 -4 +8 +2 +6 +2 -2 +12

?Includes all treated patients (except obinutuzumab-only treated in Glofit-GemOx arm).

®Non-Asian minus Asian Region: difference is number of patients

‘Chemo alone: chemotherapy alone

4CD20 *+ chemo: CD20 mAb with or without chemotherapy but not combined with lenalidomide or “novel” agent
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€Other: anti-CD47 mAb, PI3K inhihitor + chemotherapy, BTK inhibitor, MALT inhibitor, VIPOR regimen, acalabrutnib, CDK9 inhibitor, PD-1
inhibitors and combinations, chidamide, venetoclax, HTK inhibitor, clinical trial; can not be combined with TCE

FADC: Antibody drug conjugate alone or in combination

8Taf+len: Tafasitamab and lenalidomide

8TCE: CD20 or CD19-directed CD3 T cell engager

'SCT: Stem cell transplantation (autologous or allogeneic)

Source: FDA Analysis; Data cut-off: 16 February 2024
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Appendix 13: Summary of Exposure Differences between Treatment Arms in ITT Population
FDA Figure 6: Glofit-GemOx and R-GemOx Treatment Schedules

Protocol: Regimen Duration

Glofit-GemOx: 12 cycles: 252 days, 8.3 months
R-GemOx: 8 cycles: 168 days , 5.5 months

I T T |
T R A R N

|

L |

Cycle1 | Cycle2 | Cycle3 |Cycle4 | Cycle5 | Cycle 6 | Cycle 7

Cycle 8 | Cycle 9

Cycle
10

Cycle
11

Cycle
12

I I
'BEEREEE

y

|

Cycle 1 | Cycle2 | Cycle 3 | Cycle4 | Cycle5 | Cycle 6 | Cycle 7

Cycle 8

Obinutuzumab: 1000 mg Cycle 1 Day 1

Glofitamab: (Cycle 1 Day 8), 10 mg (Cycle 1 Day 15), 30 mg (Day 1 of Cycle 2-12)

Rituximab: 375 mg/m2 Day 1 of Cycles 1-8
Gemcitabine: 100 mg/m? Cycle 1 Day 2 and Day 1 Cycles 2 -8.
Oxaliplatin: 100 mg/m? Cycle 1 Day 2 and Day 1 Cycle 2 -8
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Appendix 14: End of Treatment Disposition

FDA Table 27: Summary of Patients Treatment Status (ITT Population)

Glofit-GemOx R-GemOx
N=183 N=91
RO R Asif-m Non-l-.\sian Asif-m
=99 Region Region Region
N=84 N=44 N=47
Completed Treatment 44 (44.9) 32 (38.1) 16 (36.4) 10 (21.3)
Discontinued Treatment 54 (54.5) 52 (61.9) 28 (63.6) 37 (78.7)
Adverse Event 12 (12.2) 16 (19.0) 6 (13.6) 1(2.1)
Death 10(10.2) 5 (6.0) 2(4.5) 1(2.1)
Lack of Efficacy 0(0.0) 1(1.2) 2 (4.5) 2(4.3)
Lost to Follow-Up 0(0.0) 0(0.0) 0(0.0) 1(2.1)
Other® 1(1.0) 1(1.2) 0(0.0) 0(0.0)
Physician Decision 3(3.1) 4(4.8) 0(0.0) 0(0.0)
Progressive Disease or Disease 21 (21.4) 20 (23.8) 12 (27.3) 26 (55.3)
Relapse
Protocol Deviation 0 (0.0) 1(1.2) 1(2.3) 0(0.0)
Symptomatic Deterioration 4(4.1) 0(0.0) 2 (4.5) 2(4.3)
Withdrawal by Subject 3(3.1) 4(4.8) 3(6.8) 4 (8.5)
Ongoing 1(1.0) 0(0.0) 0(0.0) 0(0.0)
2 Other: CNS disease before treatment, toxicity.
Source: FDA Analysis, Data cutoff: 16 February 2024
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Appendix 15: Treatment Exposure by Component

FDA Table 28: Treatment Exposure Difference on Components of GemOx

Component of Regimen Duration Measure Glofit-GemOx R-GemOx
N=180 N=88
Glofitamab or Rituximab Median Months (range) 7.2 2.1
(0.03,9.7) (0.03, 6.0)
Median Cycles (range) 11 4
(1,13) (1, 8)
Gemcitabine Median Months (range) 4.8 2.1
(0.03, 7.9) (0.03, 6.02)
Median Cycles (range) 8 4
(1,9) (1,8)
Oxaliplatin Median Months (range) 4.8 2.1
(0.03, 7.9) (0.03, 6.02)
Median Cycles (range) 8 4
(1,9) (1,8)

Source: FDA Analysis; Data Cut-off: 16 February 2024

111



Appendix 16: Sensitivity Analysis Excluding the North America Subgroup

FDA acknowledges that US subgroup has imbalanced prognostic factors between arms, and this imbalance could pose challenges in
interpreting results in US subgroup. FDA notes that these treatment effects appear to be replicated in other Non-Asian countries,
such that the imbalance in prognostic factors may not be the sole reason for the inconsistent results.

FDA conducted exploratory analysis excluding US patients in the Non-Asia region. Efficacy summary by regions excluding US patients
is shown in the table below. The OS HR (95% Cl) is 0.39 (0.25, 0.63) vs. 0.90 (0.50, 1.63) in Asia and Non-Asia Regions; PFS HR (95% Cl)
is 0.25 (0.15, 0.41) vs. 0.69 (0.39, 1.21) in Asian and Non-Asian Region. The CR rate difference is 43.7% vs. 27.2% and ORR difference is
45.9% vs. 12.0%. The inconsistent treatment effects across regions still exist after excluding US patients. Therefore, the imbalanced
prognostic factors among US patients could not explain the observed differential treatment effects.
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FDA Table 29: Efficacy Summary by Region, Excluding US (DCO: 2/16/2024)

Asian Region

Non-Asian Region (no US)

Glofit-GemOx R-GemOx Glofit-GemOx R-GemOx
N=84 N=47 N=84 N=34
(0N
Events, n (%) 36 (42.9) 34 (72.3) 36 (42.9%) 16 (47.1%)
Median OS (95% Cl), NE (19.2, NE) 8.2 (4.5,14.3) 24.5 (11.5, NE) 16.5(11.1, NE)
months
HR (95% CI) 2 0.39 (0.25, 0.63) 0.90 (0.50, 1.63)
PFS per IRC
Events, n (%) 37 (44.0) 33(70.2) 44 (52.4%) 18 (52.9%)
Median PFS (95% Cl), 20.4 (9.3, NE) 2.0 (1.4,2.7) 9.6 (6.4, 20.5) 7.8 (3.6, 11.5)
months
HR (95% Cl)? 0.25(0.15, 0.41) 0.69 (0.39, 1.21)
CR per IRC
N (%) 51 (60.7%) 8 (17.0%) 50 (59.5%) 11 (32.4%)
95% ClI (49.5%, 71.2%) (7.6%, 30.8%) (48.3%, 70.1%) (17.4%, 50.5%)
Difference (95% Cl) 43.7% (27.0%, 60.3%) 27.2% (6.2%, 48.1%)

ORR per IRC
N (%) 60 (71.4%) 12 (25.5%) 57 (67.9%) 19 (55.9%)
95% Cl (60.5%, 80.8%) (13.9%, 40.3%) (56.8%, 77.6%) (37.9%, 72.8%)

Difference (95% Cl)

45.9% (28.5%, 63

3%)

12.0% (-9.5%, 33.5%)

2 Estimated from unstratified Cox regression
Source: FDA analysis, Data cutoff: 16 February 2024
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Appendix 17: Study Enrollment

FDA Table 30: Patient Enrollment per Site

Number of Sites Number of Number of Patients per Site
enrolled Patients median (range)

Non-Asian Region 45 143 2 (1, 10)
us 10 25 2(1,5)
Europe 29 88 2(1,8)
France 5 20 4(1,8)
Poland 5 18 3(1,7)
Spain 5 16 2(1,8)
UK 5 16 3(1,6)
Germany 3 6 2(1,3)
Denmark 2 6 3(2,4)

Belgium 2 3 1.5(1, 2)

Switzerland 2 3 1.5(1,2)
Australia 6 30 4(1,10)
Asian Region 17 131 4 (1, 28)
China 8 80 5(1, 28)
Korea 6 37 5 (3, 10)
Taiwan 3 14 3(3,38)

Source: FDA analysis, Data cutoff: 16 February 2024
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Country/Region

FDA Figure 7: Enrollment per Site by Country/Region
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Source: FDA analysis, Data cutoff: 16 February 2024
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Appendix 18: Safety Profile of Glofit-GemOx and R-GemOx based on Cycle Cutoffs

FDA Table 31: The Safety Profile of Glofit-GemOx per Region by Cycle Cutoffs

Non-Asian Region Glofit-GemOx n (%)

Asian Region Glofit-GemOx n (%)

Any AE Grade 3.4 AE Grade 5 AE Any AE Grade 3-4 AE Coilclic
Cycle 1-22
50 80 76 (95) 40 (50) 2(2.5) 79 (99) 44 (55) 2(2.5)
Cycle 1-42 70(99) 40 (56) 2(2.8) 74 (100) 47 (64) 0
n=71; n=74 :
Cycle 1-6° 59 (98) 37 (62) 0 61 (100) 40 (66) 0
n=60; n=61
Cycle 1-8° 56 (100) 37 (66) 0 55 (100) 37 (67) 1(1.8)
n=56; n=55 .
Cycle 1-12°
n=45 n=32 45 (100) 33(73) 0 32(100) 23(72) °

listed.

AE: Adverse Event; n/a: not applicable
2Based on patients who received treatment for that duration (n=Non-Asian Region; n=Asian Region). AEs counted are those up to 30 days after the last cycle

Source: FDA Analysis, Data cutoff: 16 February 2024
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FDA Table 32: The Safety Profile of R-GemOx per Region by Cycle Cutoffs

Non-Asian Region R-GemOx n (%) Asian Region R-GemOx n (%)
Any AE Grade 3-4 AE Grade 5 AE Any AE Grade 3-4 AE Grade 5 AE
gzglg; ti . 37 (95) 13(33) 0 36 (100) 9(25) 1(2.8)
Z;‘i 1:;8 30 (97) 15 (48) 0 18 (100) 7(39) 1(6)
ﬁi;'le; ifio 20 (95) 8 (38) 1(5) 10 (100) 4 (40) 0
g‘:"i'g; 1:;0 15 (94) 6 (38) 0 10 (100) 4 (40) 0
Ez;l;entgza N/A N/A N/A N/A N/A N/A

AE: Adverse Event; n/a: not applicable

2Based on patients who received treatment for that duration (n=Non-Asian Region; n=Asian Region). AEs counted are those up to 30 days after the last cycle

listed.

Source: FDA Analysis, Data cutoff: 16 February 2024
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Appendix 19: Time to First Efficacy Assessment

FDA Figure 8: Time to First Efficacy Assessment per IRC
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Number at risk

Asian R-GemOx| 39 38 32 27 21 18 6 0 0 0
Non-Asian R-GemOx| 37 36 36 31 31 30 12 3 0 0
Asian Glo-GemOx| 76 76 75 73 70 68 28 8 1 0
Non-Asian Glo-GemOx| 82 81 80 T 74 71 35 6 2 1

Source: FDA Analysis, Data cutoff: 16 February 2024
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FDA Figure 9: Time to First Efficacy Assessment per Investigator

1.00+

e
~
()]

e
]
o

Probability of No Assessment
o
o

0.00+

Asian R-GemOx
Non-Asian R-GemOx
Asian Glo-GemOx

Non-Asian Glo-GemOx

Region — Asian Region -- Non-Asian Region
Arm — R-GemOx — Glofit-GemOx

14

Number at risk

43
39
78
86

42
38
78
83

28

42

56

70

84

98

Time since First Exposure to Study Drug (Days)

36
37
77
82

30
32
74
79

22
31
72
75

18
31
70
70

28
32

(520 IN \S RN =]

112

N = 0o

Source: FDA Analysis, Data cutoff: 16 February 2024

FDA Figure 10 presents “Time to First Observed Efficacy Outcome per IRC” by region. An event is defined as the first occurrence of:

e Aresponse assessment

e Progression
e Death

Patients who do not have an efficacy outcome observed are censored according to PFS per IRC rules. As demonstrated in FDA Table 33, all
patients who were censored had PFS per IRC observations censored at the time of randomization.
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FDA Figure 10: Time to First Observed Efficacy Outcome per IRC
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Note: Patients who were not treated (N=6) were censored at Day 1.

Source: FDA Analysis, Data cutoff: 16 February 2024
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FDA Table 33: Outcome Breakdown of First Efficacy Outcome in ITT

Asian Region Non-Asian Region
Glofit-GemOx R-GemOx Glofit-GemOx R-GemOx
N=84 N=47 N=99 N=44
Efficacy Outcome, n (%)
Censored at randomization 1(1%) 3 (6%) 5 (5%) 4 (9%)
Death 4 (5%) 3 (6%) 8 (8%) 1(2%)
Progression 3 (4%) 2 (4%) 4 (4%) 2 (5%)
Efficacy Assessment per IRC 76 (90%) 39 (83%) 82 (83%) 37 (84%)

Source: FDA analysis, Data cutoff

: 16 February 2024
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