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Background: Treatment options are limited for participants with microsatellite stable (MSS) metastatic colorectal cancer
(mCRC) that progressed after two or more prior therapies. Studies have shown that blockade of both lymphocyte-
activation gene 3 (LAG-3) and programmed cell death protein 1 (PD-1) can improve antitumor activity. Here, we
evaluate the antitumor activity of the LAG-3 antibody favezelimab alone or in combination with pembrolizumab in
participants with MSS mCRC.

Patients and methods: Eligible participants with MSS PD-1/programmed death-ligand 1 (PD-L1) treatment-naive mCRC
that progressed on two or more prior therapies received 800 mg favezelimab, 800 mg favezelimab plus 200 mg
pembrolizumab, or 800 mg favezelimab/200 mg pembrolizumab co-formulation, every 3 weeks. The primary
endpoint was safety, the secondary endpoint was objective response rate (ORR), and exploratory endpoints included
duration of response, progression-free survival (PFS), and overall survival (OS).

Results: At the data cut-off date of 23 October 2020, a total of 20 participants received favezelimab alone, 89 received
favezelimab plus pembrolizumab (including as favezelimab/pembrolizumab co-formulation); 48 had PD-L1 combined
positive score (CPS) >1 tumors. At this interim analysis median follow-up was 5.8 months with favezelimab and 6.2
with favezelimab plus pembrolizumab. Treatment-related adverse events (TRAEs) were 65% with favezelimab and
65.2% with favezelimab plus pembrolizumab. Grade >3 TRAEs were 15% with favezelimab and 20% with
favezelimab plus pembrolizumab. No grade 5 TRAEs occurred. Common TRAEs (>15%) included fatigue (20.0%),
nausea (15.0%) with favezelimab, and fatigue (16.9%) with favezelimab plus pembrolizumab. Confirmed ORR was
6.3% with favezelimab plus pembrolizumab, with median duration of response of 10.6 months (range 5.6-12.7
months), median OS of 8.3 months (95% confidence interval 5.5-12.9 months), and median PFS of 2.1 months (1.9-
2.2 months). In an exploratory analysis of PD-L1 CPS >1 tumors, the confirmed ORR was 11.1%, median OS was
12.7 months (4.5 to not reached), and median PFS was 2.2 months (1.8-4.2 months) with favezelimab plus
pembrolizumab.

Conclusions: Favezelimab with or without pembrolizumab had a manageable safety profile, with no treatment-related
deaths. Promising antitumor activity was observed with combination therapy, particularly in participants with PD-L1 CPS
>1 tumors.
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INTRODUCTION

Colorectal cancer (CRC) is the third most common cancer and
the second most common cause of cancer-related death in
the United States, although CRC-related mortality rates have
been on the decline.* The emergence of anti-programmed
cell death protein 1 (anti-PD-1) and other checkpoint
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inhibitor therapies has led to major advances in the treat-
ment of participants with microsatellite instability-high/
mismatch repair deficient (MSI-H/dMMR) metastatic CRC
(mCRC) who represent ~5% of participants with mCRC.
Despite these advances, standard-of-care for the majority of
those diagnosed with non-MSI-H/dMMR or microsatellite
stable (MSS) mCRC remains fluoropyrimidine-based chemo-
therapy combination regimens and monoclonal antibodies
targeting vascular endothelial growth factor and epidermal
growth factor receptor (in participants with RAS wild-type
tumors). Some studies suggest that programmed death-
ligand 1 (PD-L1) expression in a subpopulation of partici-
pants with mCRC may indicate poor prognosis.2 Moreover,
participants with previously treated MSS mCRC that has
progressed following treatment with two or more prior
therapies have limited treatment options.>* Therapies such
as regorafenib or TAS-102 provide limited durability of clinical
benefit in previously treated MSS mCRC, with median overall
survival (OS) ranging from 6to 9 months.>® There remains an
unmet need for immunotherapy-based combination regi-
mens that provide durable clinical benefit for those with
previously treated MSS mCRC.

Lymphocyte-activation gene 3 (LAG-3) is an immuno-
modulatory receptor that regulates Tqs homeostasis, pro-
liferation, and activation and has a role in T, cell
suppressor activity.7 LAG-3 is co-expressed with PD-1 on
anergic T cells and preclinical studies show that blockade of
both LAG-3 and PD-1 potentiates T-cell activity and results
in reversal of T-cell anergy.®*°

Recent data from the phase Il RELATIVITY-047 study
showed that the fixed-dose combination of the anti-LAG-3
antibody relatlimab and nivolumab versus nivolumab
alone in participants with advanced, untreated melanoma
resulted in statistically significant improvement in
progression-free survival (PFS) [median 10.1 months versus
4.6 months; hazard ratio 0.75, 95% confidence interval (Cl)
0.6-0.9; P = 0.0055].""

MK-4280 (favezelimab) is a humanized, immunoglobulin
G4, anti-LAG-3 monoclonal antibody that prevents binding
of LAG-3 to its ligand, major histocompatibility complex
class Il. The MK-4280-001 phase | study (NCT02720068) is a
two-part study of the safety and pharmacokinetics (PK) of
favezelimab as monotherapy and in combination with
pembrolizumab either in sequential administration or as the
800 mg favezelimab/200 mg pembrolizumab co-formulation
in adults with metastatic solid tumors. Co-formulation may
reduce the number of required injections, result in fewer
side-effects, and lead to increased therapeutic efficacy
compared with sequential treatment administration. Previ-
ously presented data from the dose-escalation phase (part
A) of this first-in-human multicohort study showed that the
anti-LAG-3 antibody favezelimab was well tolerated alone
and with pembrolizumab across all dose levels.*?

In this current analysis from the dose-confirmation phase
(part B) of the MK-4280-001 study, we present results of an
interim analysis of the safety and efficacy of favezelimab alone
or in combination with pembrolizumab in participants with
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advanced MSS mCRC that had progressed on available
therapies.

METHODS

Patients

Eligible participants were aged >18 years with histologically
or cytologically confirmed metastatic solid tumors for which
there is no beneficial therapy in the dose-escalation (part A)
phase. In the dose-confirmation phase (part B) participants
had to have MSS locally advanced or mCRC originating in
either the colon or rectum that progressed on all available
standard-of-care therapies including fluoropyrimidine, oxa-
liplatin, and irinotecan (3L+) without prior anti-PD-1/PD-L1
therapy. Selection criteria also included measurable disease
per immune-related Response Evaluation Criteria in Solid
Tumors version 1.1 (irRECIST v1.1), Eastern Cooperative
Oncology Group performance status of 0 or 1, adequate
organ function, submission of a newly-obtained or archival
tumor sample for PD-L1 analysis, and provision of written,
informed consent. Participants were excluded if they had
received chemotherapy, radiation, or biological cancer
therapy or had not recovered to Grade 0-1 from adverse
events (AEs) due to cancer therapies administered within 4
weeks of study treatment, had received prior anti-LAG-3,
anti-PD-1/PD-L1, or anti-cytotoxic T-lymphocyte-associated
protein 4 (CTLA-4) therapy, or had known MSI-H/dMMR
mCRC. Full eligibility criteria are in the study protocol
(Supplementary Material, available at https://doi.org/10.
1016/j.esmoop.2022.100639).

Trial design and treatment

In part B of this open-label, phase | study, 20 participants
with 3L+ MSS mCRC were enrolled to receive the recom-
mended phase Il dose of 800 mg favezelimab every 3 weeks
(Q3W), with an additional 40 participants each enrolled to
receive 800 mg favezelimab plus 200 mg pembrolizumab
administered sequentially, or the 800 mg favezelimab/200
mg pembrolizumab co-formulation, each intravenously
Q3W. Participants receiving 800 mg favezelimab could cross
over to receive 800 mg favezelimab plus 200 mg pem-
brolizumab after confirmed disease progression (irRECIST,
v1.1). Enrollment occurred via an interactive voice response
system (IVRS)/integrated web response system. Participants
with 3L+ CRC were enrolled to receive first favezelimab
monotherapy, followed by 800 mg favezelimab plus 200 mg
pembrolizumab either in sequential administration or as the
favezelimab/pembrolizumab co-formulation. If at any time
more than one arm was enrolling participants, they were
assigned in an alternating fashion across the open arms at
study level through IVRS.

Assessments

Tumor response was assessed per RECIST v1.1 by investi-
gator review by computed tomography scan or magnetic
resonance imaging at 9 weeks after first dose and every 9
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weeks thereafter. During follow-up, survival was assessed
every 12 weeks. In part B, PD-L1 was assessed (but not
required to be completed) during screening using the PD-L1
IHC 22C3 pharmDx assay (Agilent Technologies, Inc., Car-
pinteria, CA). For patients with CRC, MSI-H or dMMR status
was determined locally by PCR or immunohistochemistry
(IHC) before or during screening. Tumors were MSI-H if at
least two of five microsatellite markers changed compared
with controls as detected by PCR, and dMMR if expression
of at least one of four marker proteins were lost compared
with controls as detected by IHC. AEs were graded ac-
cording to National Cancer Institute CTCAE, version 4.0.
Toxicities were characterized for seriousness, causality, and
toxicity grade.

PK

The PK of favezelimab were assessed at all doses from 7 mg
to 800 mg. At the recommended phase Il dose (RP2D) of
800 mg favezelimab in participants with 3L4+ MSS mCRC, PK
were assessed as monotherapy, in combination with pem-
brolizumab, and as the favezelimab/pembrolizumab co-
formulation. Serum samples for PK assessments were
drawn at multiple timepoints across the Q3W dosing in-
terval over multiple dosing cycles. LAG-3 target engagement
of favezelimab in systemic circulation was also assessed by
measuring total soluble LAG-3 (sLAG-3). Serum samples for
sLAG-3 were drawn at multiple timepoints across the Q3W
dosing interval over multiple dosing cycles.

Study oversight

The study was designed by academic investigators and
employees of Merck Sharp & Dohme LLC, a subsidiary of
Merck & Co, Inc.,, Rahway, NJ, USA. The protocol was
approved by the appropriate institutional review boards or
ethics committee at each participating institution. All au-
thors attest that the trial was conducted in accordance with
the protocol and all its amendments and Good Clinical
Practice standards. All participants provided written
informed consent.

Endpoints

The primary objective was safety and tolerability of fave-
zelimab alone and in combination with pembrolizumab as
sequential therapy and when administered as a co-
formulated product. Secondary objectives included charac-
terization of the pharmacokinetic profile of favezelimab in
all participants, alone or in combination with pem-
brolizumab as sequential therapy, and when administered
as a co-formulated product, and objective response rate
(ORR) per RECIST v1.1 by investigator review of favezelimab
alone or in combination with pembrolizumab as sequential
therapy and when administered as a co-formulated product.
Exploratory objectives included duration of response (DOR)
and PFS per RECIST v1.1 by investigator review, OS, and
investigation of the relationship between efficacy bio-
markers (e.g. PD-L1) and antitumor activity of favezelimab
alone, or in combination with pembrolizumab and when
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administered as a co-formulated product. All exploratory
endpoints are detailed in the protocol (Supplementary
Material, available at https://doi.org/10.1016/j.esmoop.
2022.100639).

Statistical analyses

The safety analysis population included all participants with
at least one dose of study treatment including participants
who crossed over from favezelimab alone to favezelimab
plus pembrolizumab, and the PK analysis population
included participants per protocol. The efficacy analysis
population included the full analysis set (FAS) of all partic-
ipants with a baseline scan with measurable disease by
investigator assessment who received at least one dose of
study treatment regardless of dose level (not including
participants who crossed over from favezelimab only to
favezelimab plus pembrolizumab). Summary statistics were
provided for safety endpoints as appropriate. The point
estimate and 95% Cls were provided for ORR. Kaplan—
Meier estimates of PFS and OS were provided by PD-L1
status.

RESULTS

Participants

Between May and September 2019, 20 participants were
enrolled to receive 800 mg favezelimab alone and 89 were
enrolled to receive 800 mg favezelimab plus 200 mg pem-
brolizumab (41 as combination therapy plus 9 participants
who crossed over from favezelimab alone, 39 from fave-
zelimab/pembrolizumab co-formulation) (Figure 1). Partici-
pants who received favezelimab plus pembrolizumab
either sequentially or as favezelimab/pembrolizumab co-
formulation are referred to as the favezelimab plus pem-
brolizumab arm going forward. Participants who received
favezelimab only had a median age of 61.5 years (range 36-
80 years) and those who received favezelimab plus pem-
brolizumab had a median age of 58 years (range 32-81
years), with 36 having PD-L1 combined positive score (CPS)
>1 and 35 having PD-L1 CPS <1 (Table 1). All participants
receiving favezelimab monotherapy discontinued treatment
due to clinical and disease progression in 19 (95%) partici-
pants, and participant withdrawal in 1 (5%). In addition, 77
of 80 (96%) participants receiving favezelimab plus pem-
brolizumab [excluding 9 participants who crossed over
(FAS)] discontinued treatment due to clinical [11 (14%)] and
disease progression [50 (62%)] in 61 (76%) participants,
participant [10 (13%)] and physician withdrawal [1 (1%)] in
11 (14%) participants, and AEs in 5 (6%) participants. At the
data cut-off date of 23 October 2020, the median duration
of follow-up was 5.8 months in the favezelimab mono-
therapy arm and 6.2 months in the favezelimab plus pem-
brolizumab arm.

Safety

AEs of any cause occurred in 19 of 20 (95.0%) participants
who received favezelimab only and 87 of 89 (97.8%)

https://doi.org/10.1016/j.esmoop.2022.100639 3
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Preliminary efficacy evaluation of favezelimab alone
and in combination with pembrolizumab in three

select tumor types
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I I |

Cohort A Cohort B
3L+ mCRC 1L or 2L mCRC
PD-1 treatment- PD-1 treatment-
naive naive

Cohort C Cohort D Cohort E
HNSCC HNSCC Gastric
PD-1 treatment-| | PD-1 treatment- | | PD-1 treatment-
naive failure naive

| ,

l

Arm 1 Arm 2C
Favezelimab 800 mg Favezelimab 800 mg +
monotherapy pembrolizumab 200 mg Q3W
20 participants 41 participants

Favezelimab/pembrolizumab
co-formulation
39 participants

Arm 5

Figure 1. Study diagram. Study flow for part B cohort A in participants with PD-1/PD-L1 treatment-naive MSS mCRC that progressed on =2 prior therapies.
HNSCC, head and neck squamous cell carcinoma; mCRC, metastatic colorectal cancer; MSS, microsatellite stable; PD-1, programmed cell death protein 1; PD-L1,
programmed death-ligand 1; Q3W, every 3 weeks; RP2D, recommended phase Il dose.

participants in the safety analysis population who received
favezelimab plus pembrolizumab. Treatment-related events
occurred in 13 (65.0%) and 58 (65.2%) participants,
respectively, with grade >3 treatment-related events re-
ported in 3 (15.0%) and 18 (20.2%), participants, respec-
tively. No grade 5 treatment-related events were reported.
The most commonly reported any grade treatment-related
AEs (TRAEs) included fatigue in 4 (20.0%) and nausea in 3
(15.0%) participants who received favezelimab alone, and
fatigue in 15 (16.9%), hypothyroidism in 13 (14.6%), and
infusion-related reactions and decreased appetite in 6
(6.7%) participants each who received favezelimab plus
pembrolizumab (Table 2). A total of 2 (10.0%) participants
who received favezelimab alone and 32 (36.0%) who

Table 1. Baseline characteristics in participants with MSS mCRC
Characteristics, n (%) Favezelimab Favezelimab +
N = 20 pembrolizumab
N = 80
Age, years, median (range) 61.5 (36—80) 58.0 (32—81)
>65 years, n (%) 6 (30.0) 19 (23.8)
Male, n (%) 9 (45.0) 54 (67.5)
ECOG PS” 1 14 (70.0) 49 (61.3)
PD-L1 CPS >1 12 (60.0) 36 (45.0)
PD-L1 CPS <1 8 (40.0) 35 (43.8)
PD-L1 missing 0 9 (11.2)
Prior lines of therapy, n (%)
Adjuvant 0 2 (2.5)
1 0 4 (5.0)
2 3 (15.0) 16 (20.0)
>3 17 (85.0) 58 (72.5)

CPS, combined positive score; mCRC, metastatic colorectal cancer; MSS, microsat-
ellite stable; PD-L1, programmed death-ligand 1.
?ECOG PS, Eastern Cooperative Oncology Group performance status.

4 https://doi.org/10.1016/j.esmoop.2022.100639

received favezelimab plus pembrolizumab had an immune-
mediated AE. The most commonly reported immune-
mediated events included hypothyroidism in 1 (5.0%)
participant who received favezelimab and 14 (15.7%) who
received favezelimab plus pembrolizumab, infusion-related
reactions in 1 (5.0%) and 6 (6.7%), and hyperthyroidism
and pneumonitis in 0 (0%) and 5 (5.6%) participants each,
respectively (Table 2). No incidence of myocarditis was
reported. Grade >3 immune-mediated events included
pneumonitis occurring in two (2.2%) participants who
received favezelimab plus pembrolizumab.

PK

Favezelimab concentrations peaked at the end of the intra-
venous infusion followed by a decrease over the Q3W dosing
interval (Supplementary Figure S1, available at https://doi.
org/10.1016/j.esmoop.2022.100639). Geometric mean and
95% Cl estimates for peak concentrations (C,,.x), overall
exposure (AUCq.sweeks), and day 21 trough concentration
(Cirougn) Of favezelimab in cycle 1 are shown in Supplementary
Table S1, available at https://doi.org/10.1016/j.esmoop.
2022.100639. In participants receiving favezelimab plus
pembrolizumab, estimated overall favezelimab exposure
(AUCo 3weeks) Was 1244 pig/ml/day (95% C1 1096-1412 ug/ml/
day), Crmax Was 241 pg/ml (95% CI 224-261 pg/ml), and Cyrougn
was 5 ig/ml (95% Cl 3-9 ug/ml). These are consistent with the
PK observed in participants who received the favezelimab/
pembrolizumab co-formulation with mean favezelimab
AUCq 3weeks Of 1187 Lig/ml/day (95% ClI 1045-1349 ug/ml/
day), Crnax 0f 235 lig/ml (95% CI 218-253 pig/ml) and Cirough Of
9 nug/ml (95% Cl 6-15 pig/ml). The estimated median apparent
half-life (Ty,) of favezelimab was 6.2 days either as
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Table 2. Summary of adverse events in patients with MSS mCRC
Adverse events (AE) Favezelimab Favezelimab + pembrolizumab
N = 20 N = 89°

Any AE 19 (95.0) 87 (97.8)
Any treatment-related AE 13 (65.0) 58 (65.2)

Grade 3-4 3 (15.0) 18 (20.2)

Led to discontinuation 0 5 (5.6)
Immune-mediated AEs 2 (10.0) 32 (36.0)
Events >5% in any arm” Any grade Grade >3 Any grade Grade 23
Nausea 3 (15.0) 0 4 (4.5) 0
Fatigue 4 (20.0) 1 (5.0) 15 (16.9) 2(2.2)
Influenza-like illness 2 (10.0) 0 0 0
Hypothyroidism 1 (5.0) 0 13 (14.6) 0
Diarrhea 1 (5.0) 0 3 (3.4) 0
Vomiting 1 (5.0) 0 1(1.1) 0
Pruritus 1(5.0) 0 7 (7.9) 0
Maculopapular rash 1 (5.0) 0 6 (6.7) 1(1)
Rash 1 (5.0) 0 5 (5.6) 0
Lipase increased 1 (5.0) 1 (5.0) 0 0
Thyroid function test abnormal 1 (5.0) 0 0 0
Syncope 1 (5.0) 1 (5.0) 0 0
Arthralgia 1(5.0) 0 2 (2.2) 0
Back pain 1 (5.0) 0 1(1.1) 0
Muscle tightness 1(5.0) 0 0 0
Chills 1 (5.0) 0 2(2.2) 0
Infusion-related reaction 1 (5.0) 0 6 (6.7) 1(1.1)
ALT increased 1 (5.0) 0 3 (3.4) 2 (2.2)
Hyperphosphatemia 1 (5.0) 0 0 0
Cough 1(5.0) 0 4 (4.5) 0
Dermatitis acneiform 1 (5.0) 0 0 0
Photosensitivity reaction 1 (5.0) 0 0 0
Pneumonitis 0 0 5 (5.6) 2 (2.2)
Hyperthyroidism 0 0 5 (5.6) 0

There were no grade 5 treatment-related events.

ALT, alanine aminotransferase; mCRC, metastatic colorectal cancer; MSS, microsatellite stable.

“Includes nine patients who crossed over from favezelimab monotherapy.
PTreatment-related adverse events.

monotherapy, or in combination with pembrolizumab in
sequential administration or as favezelimab/pembrolizumab
co-formulation. Total sLAG-3 in serum increased from base-
line after favezelimab dosing and is reflective of target
engagement, as has previously been shown for soluble tar-
gets binding to monoclonal antibodies.'*** This increase in
total sLAG-3 at 800 mg favezelimab RP2D was sustained over
the 3-week dosing interval, irrespective of whether partici-
pants received favezelimab monotherapy, in combination
with pembrolizumab in sequential administration or as
favezelimab/pembrolizumab co-formulation (Supplementary
Figure S2, available at https://doi.org/10.1016/j.esmoop.
2022.100639).

Efficacy

No participant (0%) who received favezelimab alone had a
confirmed or unconfirmed objective response. In partici-
pants who received favezelimab plus pembrolizumab in the
FAS, 5 of 80 (6.3%) had a confirmed objective response [1
complete response (CR), 4 partial response (PR)]. Among
participants with PD-L1 CPS >1 tumors, 4 of 36 (11.1%) had
a response (1 CR, 3PR) compared with 1 of 35 (2.9%) par-
ticipants with PD-L1 CPS <1 tumors (Table 3). A total of
nine participants had a missing PD-L1 status and were not

Volume 7 m Issue 6 m 2022

included. The median DOR was 10.6 months (range 5.6-12.5
months).

Median PFS was 2.1 months (95% Cl 1.9-2.2 months)
among participants in the FAS who received favezelimab
plus pembrolizumab. Among those with PD-L1 CPS >1 tu-
mors, median PFS was 2.2 months (95% Cl 1.8-4.2 months)

Table 3. Antitumor activity with favezelimab plus pembrolizumab in
participants with MSS mCRC by PD-L1 status

Best response,” n (%) Favezelimab + pembrolizumab

N = 80
PD-L1 CPS >1 PD-L1 CPS<1
N = 36 N =35
Objective response rate 4 (11.0) 1(2.9)
Best overall response
Complete response 1(2.8) 0 (0.0)
Partial response 3 (8.3) 1(2.9)
Stable disease 9 (25.0) 4 (11.4)
Progressive disease 15 (41.7) 24 (68.6)
DCR (CR + PR + SD) 13 (36.1) 5 (14.3)
Median duration of response, 10.6 (5.6-12.5)

months (range)

CPS, combined positive score; CR, complete response; DCR, disease control rate;
mCRC, metastatic colorectal cancer; MSS, microsatellite stable; PD-L1, programmed
death-ligand 1; PR, partial response; SD, stable disease.

215 Patients were non-assessable or had no assessment.
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compared with 2.0 months (95% Cl 1.9-2.1 months) in
participants with PD-L1 CPS <1 tumors. The 12-month PFS
rates were 7% and 12% among all participants and partici-
pants with PD-L1 CPS >1 tumors, respectively, and was not
estimable in participants with PD-L1 CPS <1 tumors
(Figure 2A).

The median OS was 8.3 months (95% Cl 5.5-12.9 months)
among participants in the FAS who received favezelimab
plus pembrolizumab. In participants with PD-L1 CPS >1
tumors, median OS was 12.7 months (95% Cl 4.5 months to
not reached) compared with 6.7 months (95% Cl 3.8-11.0
months) in participants with PD-L1 CPS <1 tumors. The 12-
month OS rate was 41% in all participants, and 51% and

E. Garralda et al.

30% in participants with PD-L1 CPS >1 and PD-L1 CPS <1
tumors, respectively (Figure 2B).

DISCUSSION

In this first interim report of the safety and antitumor activity
of the LAG-3 inhibitor favezelimab in participants with meta-
static solid tumors, favezelimab alone or in combination with
pembrolizumab had a manageable safety profile, with similar
incidence of grade >3 TRAEs observed in the monotherapy
and combination therapy arms. No treatment-related deaths
were observed in participants with MSS mCRC. In addition,
promising antitumor activity was observed with combination

PFS, %
[24]
<

Events, 12-month Median PFS, months
n (%) rate (95% Cl)

30 (83%) 12% 2.2(1.8-4.2)

32 (91%) - 2.0 (1.9-2.1)

70 (88%) 7% 2.1(1.9-2.2)

o

No. at Risk
CPS 21 36 19 13 8
CPS<1 35 17 4 3
Total 80? 42 20 1"

0S, %
o
<

10 12 14 16 18
Time, months
4 3 3 0 0
0 0 0 0 0
4 3 3 0 0
Events, 12-month Median OS, months
n (%) rate (95% ClI)
17 (47%) 51% 12.7 (4.5 to NR)
23 (66%) 30% 6.7 (3.8-11.0)
45 (56%) 41% 8.3 (5.5-12.9)

o

0 2 4 6

No. at Risk

CPS21 36 29 24 21
CPS<1 35 28 21 18
Total 80% 65 51 43

Time, months
15 13 6 0 0
" 8 3 0 0
30 25 1 0 0

@Includes 9 participants with missing PD-L1 status.

10 12 14 16 18

Figure 2. Kaplan—Meier estimates of (A) progression-free survival (PFS) and (B) overall survival (OS) with favezelimab plus pembrolizumab in patients with MSS

mCRC by PD-L1 status.

Cl, confidence interval; CPS, combined positive score; mCRC, metastatic colorectal cancer; MSS, microsatellite stable; PD-L1, programmed death-ligand 1.
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therapy, including with the co-formulation (favezelimab/
pembrolizumab), compared with monotherapy most notably
in patients with PD-L1 CPS >1 tumors.

At this interim analysis, the most common TRAE observed
was fatigue in 20% of participants who received favezelimab
monotherapy and 16.9% of patients who received faveze-
limab plus pembrolizumab. Treatment-related events
observed with monotherapy and combination therapy were
similar to those previously observed with pembrolizumab
across multiple tumor types.*>*’ In addition, the incidence
of treatment-related events was consistent with that
observed with a similar combination of anti-LAG-3 and anti-
PD-1 therapies.™® No incidence of myocarditis was observed
in the current study. Pharmacokinetic parameters were
similar for patients who received favezelimab plus pem-
brolizumab either in sequential administration or as the
favezelimab/pembrolizumab co-formulation.

After a median follow-up of 5.8 months, the ORR was 0%
for participants who received monotherapy with the RP2D
of 800 mg favezelimab. In contrast, an ORR of 6.3% was
observed in all participants who received favezelimab plus
pembrolizumab, for an overall study ORR of 6.3%. Anti-
tumor activity increased in participants with PD-L1 CPS >1
tumors where higher response rates and prolonged OS
were observed. Specifically, ORR was 11.1% in participants
with PD-L1 CPS >1 tumors and median OS was 12.7 months
in participants with PD-L1 CPS >1 tumors compared with
6.7 months in participants with PD-L1 CPS <1 tumors. The
ORR of 11.1% observed in patients with PD-L1 CPS >1 tu-
mors compares favorably with the ORR observed with
therapies such as regorafenib (1.0%)° and TAS-102 (1.6%) in
patients with previously treated mCRC, although participant
PD-L1 CPS tumor expression was not a factor in the latter.
The current data are in contrast to the lack of antitumor
activity observed following pembrolizumab as monotherapy
in participants with MSS mCRC.*>?° In the phase II
KEYNOTE-016 study, an ORR of 40% with a 20-week PFS rate
of 78% were observed in participants with dMMR mCRC
compared with an ORR of 0% with 20-week PFS rate of 11%
in participants with mismatch repair proficient mCRC.*?
Similarly, in the multicohort KEYNOTE-028 study, no
response (0 of 22) was observed in participants with non-
MSI-H/dMMR PD-L1-positive mCRC. The increased anti-
tumor activity observed in participants with PD-L1 CPS >1
tumors in the current study is consistent with the mecha-
nism of action of immune checkpoint inhibition as PD-L1
expression correlates with other markers of immune infil-
tration.”* A limitation of the current study is that it is a
single-arm, non-randomized study with a small patient
population. An ongoing phase Ill study (NCT05064059) is
evaluating the efficacy and safety of the favezelimab/pem-
brolizumab co-formulation in patients with PD-L1 CPS >1
MSS mCRC.

In summary, these data suggest that favezelimab plus
pembrolizumab, including as the favezelimab/pem-
brolizumab co-formulation, is a promising treatment option
for participants with MSS mCRC.
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