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Background: Osimertinib is the standard first-line treatment for advanced epidermal growth factor receptor (EGFR)-
mutated non-small-cell lung cancer (NSCLC). However, treatment resistance is inevitable and increased c-Met
protein expression correlates with resistance. Telisotuzumab vedotin (Teliso-V) is an antibody—drug conjugate that
targets c-Met protein overexpression. In this article, we report the results of a phase I/lb trial evaluating Teliso-V
plus osimertinib in patients with NSCLC after progression on osimertinib.

Patients and methods: This multicenter, open-label study (NCT02099058) enrolled patients with advanced EGFR-
mutated, c-Met protein-overexpressing, non-squamous NSCLC that had progressed on prior osimertinib. Patients
received Teliso-V (intravenously, every 2 weeks) plus osimertinib (orally, 80 mg once daily). Teliso-V was evaluated
at 1.6 mg/kg in a safety lead-in phase and escalated to 1.9 mg/kg. Dose expansion included both doses. Endpoints
included safety and tolerability, pharmacokinetics, objective response rate (ORR), duration of response (DOR), and
progression-free survival (PFS).

Results: A total of 38 patients received Teliso-V (1.6 mg/kg, n = 20; 1.9 mg/kg, n = 18) plus osimertinib and were
included in this analysis. No dose-limiting toxicities were observed. Most frequent any-grade treatment-emergent
adverse events (TEAEs) were peripheral sensory neuropathy (50%), peripheral edema (32%), and nausea (24%).
Most common grade 3/4 TEAEs were anemia (11%) and pulmonary embolism (8%). Five TEAEs led to death; none
were reported as being related to Teliso-V or osimertinib. The pharmacokinetic profile of Teliso-V plus osimertinib
was similar to Teliso-V monotherapy. After a median follow-up of 7.4 months, the ORR was 50.0% per independent
central review (ICR) (DOR not reached), and median PFS per ICR was 7.4 months (95% confidence interval 5.4
months-not reached).

Conclusions: Teliso-V plus osimertinib had promising activity and a manageable safety profile in patients with c-Met
protein-overexpressing, EGFR-mutated non-squamous NSCLC after progression on osimertinib. This combination has
the potential to address an unmet medical need in this patient population.
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Patients with non-small-cell lung cancer (NSCLC) are often
diagnosed with locally advanced or metastatic disease, with
a 5-year survival rate of around 37% and 8%, respectively.*
The development of treatments that target distinct char-
acteristics, such as specific driver mutations or protein
overexpression, has increased the number of therapeutic
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options available for patients with advanced NSCLC who
harbor certain molecular characteristics. Mutations in the
epidermal growth factor receptor protein (EGFR) gene are
found in ~19% of patients’; notably, the incidence varies
greatly by geographic region, with higher mutation rates in
Asia (49%) versus other regions (12%-33%).”> Osimertinib, a
third-generation EGFR tyrosine kinase inhibitor (TKI), is the
established first-line treatment for patients with EGFR-
mutated NSCLC, after demonstrating superior efficacy to
prior-generation EGFR TKIs in the landmark FLAURA trial.”
Despite a median progression-free survival (PFS) of nearly
19 months, resistance to treatment is inevitable. c-Met
protein (also known as MET protein) overexpression has
been associated with resistance to EGFR TKI treatment.’
c-Met is a transmembrane receptor tyrosine kinase that is
encoded by the MET proto-oncogene and activated on
binding to hepatocyte growth factor (HGF).®® The c-Met/
HGF axis is aberrantly activated in many cancers, including
NSCLC, through various mechanisms including MET genomic
amplification, c-Met protein overexpression, and HGF-
dependent mechanisms. c-Met protein overexpression is
found in ~50% of EGFR-mutated NSCLC tumors after pro-
gression on EGFR TKis, including osimertinib.’ Patients with
disease progression on osimertinib have limited treatment
options, mostly chemotherapy and therapeutic antibodies,
and currently there are no approved therapies specifically
for patients with c-Met protein-overexpressing NSCLC.

Telisotuzumab vedotin (Teliso-V) is a first-in-class
antibody—drug conjugate (ADC) comprising the anti-c-Met
monoclonal antibody telisotuzumab (ABT-700) and
the potent microtubule inhibitor monomethyl auristatin E
(MMAE).*>* |n the phase II LUMINOSITY clinical trial
(NCT03539536), Teliso-V monotherapy [1.9 mg/kg intrave-
nously (i.v.) every 2 weeks (Q2W)] showed an encouraging
overall response rate (ORR) of 28.6% with a median dura-
tion of response (DOR) of 8.3 months in patients with
previously treated EGFR wild-type, c-Met protein-
overexpressing non-squamous NSCLC.*?

Previously, Teliso-V was combined with the first-
generation EGFR TKI erlotinib in patients with EGFR-
mutated, c-Met protein-overexpressing NSCLC in a phase
Ib study (NCT02099058), and an encouraging ORR of
32.1% accompanied by an acceptable safety profile was
observed. In this article, we report the safety and efficacy
of the arm E of this phase Ib study, evaluating Teliso-V
combined with osimertinib in patients with EGFR-
mutated, c-Met protein-overexpressing NSCLC whose
disease had progressed on prior osimertinib.

PATIENTS AND METHODS

Study design and treatment

Arm E of the phase I/lb multicenter, open-label study
(NCT02099058) evaluated Teliso-V plus osimertinib in
patients with advanced or metastatic EGFR-mutated,
c-Met protein-overexpressing NSCLC after progression on
prior osimertinib. At the data cut-off of 23 March 2023, 41
patients received Teliso-V (i.v., Q2W) plus osimertinib
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[orally, 80 mg once daily (QD)]. Teliso-V was evaluated at
1.6 mg/kg Q2W (safety lead-in cohort, n = 7), and after
reviewing the safety data, escalated to 1.9 mg/kg Q2W
(safety evaluation, n = 3). Dose-limiting toxicities (DLTs)
were evaluated during the dose-escalation phase. In dose
expansion, patients received Teliso-V at 1.6 mg/kg (n = 16)
or 1.9 mg/kg (n = 15). Patients received study treatment
until disease progression, unacceptable toxicity, or other
discontinuation criteria were met. The study was conducted
in accordance with the protocol, the International Confer-
ence on Harmonisation, Good Clinical Practice Guidelines,
and the Declaration of Helsinki. All patients provided writ-
ten informed consent; the study was approved by the local
ethics committee/institutional review board.

Patient population

The study enrolled patients aged >18 years with metasta-
tic/locally advanced c-Met protein-overexpressing, EGFR-
mutated non-squamous NSCLC, measurable disease per
Response Evaluation Criteria in Solid Tumors (RECIST)
version (v)1.1.** Patients’ disease must have progressed on
prior osimertinib. In the dose-expansion cohorts, patients
had received a maximum of two previous lines of therapy,
one of which must have contained osimertinib, and no
more than one may have contained chemotherapy. The
study protocol was amended before expansion to restrict
eligible EGFR-activating mutations to dell9 or L858R
mutations (per the osimertinib label), with or without T790
mutation, and no identified mutations conferring resistance
to osimertinib. Tumors were assessed for c-Met protein
overexpression by central laboratory testing using the
immunohistochemistry (IHC) clinical trial assay (CTA) for
MET (SP44) (Roche, Rotkreuz, Switzerland); the prespecified
cut-off was >25% of tumor cells with strong (3+) mem-
brane staining. Patients with MET amplification per local
testing using an approved test were allowed to enroll
before c-Met IHC results. Patients had Eastern Cooperative
Oncology Group performance status of 0/1, and adequate
bone marrow, renal, and hepatic function. Patients with
brain metastases were eligible at least 2 weeks after
definitive therapy to all known sites of central nervous
system (CNS) disease.

Study assessments

Efficacy. Radiographic tumor assessments (via computed
tomography or magnetic resonance imaging) were carried
out within 28 days of treatment initiation and once every
8 weeks thereafter until documented disease progression,
start of new anticancer therapy, death, or withdrawal of
consent. Responses were assessed according to RECIST v1.1
by investigators and independent central review (ICR);
efficacy endpoints included ORR, disease control rate
(DCR), PFS, and DOR. ORR was defined as the proportion
of patients with confirmed complete response (CR) or
partial response (PR). DCR was defined as the proportion of
patients with confirmed CR, PR, or stable disease (sustained
for minimum 14 weeks). PFS was defined as the time from
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the first dose of Teliso-V to the first objectively documented
disease progression or death, whichever occurred first, or at
the date of last disease assessment. DOR was defined as the
time from the patient’s initial objective response to the
first objectively documented disease progression or death,
whichever occurred first. The efficacy-assessable population
included patients with c-Met protein-overexpressing or
MET-amplified (by local test) tumors, who received at least
one dose of Teliso-V.

Safety. DLTs were assessed during the safety evaluation
phase with a monitoring period of 28 days. Adverse events
(AEs) were assessed throughout the study and for 60 days
following discontinuation of study treatment. AEs were
reported by site using the Medical Dictionary for Regulatory
Activities system organ class preferred terms as determined
by the site investigators; multiple similar terms could be
used to describe the same event in a single patient. AE
severity was graded according to the National Cancer
Institute Common Terminology Criteria for Adverse Events
v4.03. The safety population included all patients who
received any amount of Teliso-V after study enroliment.
Safety summaries are descriptive only.

Biomarker analysis. Patients were screened prospectively
for c-Met protein expression level, preferably on
recent tumor material (formalin-fixed paraffin-embedded)
obtained after progression on prior osimertinib. If recent
tumor material was not available, archival material was
allowed. c-Met protein expression was measured by the IHC
CTA for MET (SP44) (Roche). c-Met protein overexpression
was defined as >25% of tumor cells with membrane
staining at 3+ intensity (c-Met high, >50% of tumor cells
with 34 intensity; c-Met intermediate, >25%-<50% of
tumor cells with 3+ intensity).

Pharmacokinetics. Serum concentrations of Teliso-V, total
antibody, and plasma concentrations of MMAE were
collected. Cycle 1 pharmacokinetic parameter values were
tabulated for each patient.

Statistical analysis. ORR was assessed using the two-sided
95% confidence intervals (Cls) provided by the Clopper—
Pearson (exact) method. DOR and PFS were summarized
by the Kaplan—Meier estimates and median DOR and PFS
were calculated with two-sided 95% Cls. Safety and toler-
ability were assessed by evaluating AEs, physical examina-
tions, and changes in laboratory data and vital signs, as well
as drug discontinuation or dosing modification due to AEs,
for the entire study duration.

RESULTS

At the data cut-off of 23 March 2023, 41 patients were
treated with Teliso-V plus osimertinib. Three patients were
over-enrolled and not evaluated due to insufficient follow-
up. Efficacy and safety results are based on 38 patients
treated with Teliso-V 1.6 mg/kg (n = 20) or 1.9 mg/kg
(n = 18) Q2W plus osimertinib 80 mg QD. Patients were
allocated to specific dose-level cohorts as they opened.

Volume 36 m Issue 5 m 2025

Patient characteristics

Demographics and baseline clinical characteristics are pre-
sented in Table 1; 66% (n = 25) of patients were female,
53% (n = 20) were Asian, and 61% (n = 23) were never
smokers. Median age was 60 years (range 40-79 years).
Seven patients had CNS metastases at baseline (n = 6 in the
1.9-mg/kg dose cohort; n = 1 in the 1.6-mg/kg dose
cohort). High c-Met protein overexpression was reported in
64% (21/33) of patients and intermediate c-Met protein

Table 1. Demographics and baseline clinical characteristics (efficacy-
assessable population)
Teliso-V Total
(N = 38)
1.6 mg/kg 1.9 mg/kg
Q2W plus Q2W plus
osimertinib osimertinib
(n = 20) (n = 18)
Median age, years 60 (40-79) 59 (41-79) 60 (40-79)
(range)
Sex, n (%)
Female 12 (60) 13 (72) 25 (66)
Race, n (%)
Non-Asian 9 (45) 9 (50) 18 (47)
Asian 11 (55) 9 (50) 20 (53)
Tobacco use, n (%)
Former 9 (45) 6 (33) 15 (39)
Never 11 (55) 12 (67) 23 (61)
ECOG performance
status, n (%)
0 9 (45) 7 (39) 16 (42)
1 10 (50) 11 (61) 21 (55)
2 1(5) 0 1(3)
Brain metastases
at baseline
Yes 1(5) 6 (33) 7 (18)
No 19 (95) 12 (67) 31 (82)
EGFR mutations, n (%)
Exon 19 deletions 12 (60) 7 (39) 19 (50)
L858R 7 (35) 11 (61) 18 (47)
Other” 1 (5) 0 1(3)
c-Met protein
overexpression level,
n (%)
Intermediate: 4 (25) 8 (47) 12 (36)
25%-49% 3+
High: 50%-100% 3+ 12 (75) 9 (53) 21 (64)
Missing 4 1 5°
Prior lines in
metastatic setting,
n (%)
1 8 (40) 7 (39) 15 (40)
2 6 (30) 10 (56) 16 (42)
>2° 6 (30) 1(6) 7 (18)
Prior platinum-based
regimen in metastatic
setting, n (%)
Yes 11 (55) 7 (39) 18 (47)
No 9 (45) 11 (61) 20 (53)

Note: Percentages calculated on non-missing values.

ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor re-
ceptor; IHC, immunohistochemistry; Q2W, every 2 weeks; Teliso-V, telisotuzumab
vedotin.

“One patient enrolled with an EGFR G719S mutation before the protocol
amendment restricting enrollment of mutation (i.e. L858R and dell9) per the
osimertinib label.

®Five of the patients who enrolled on the basis of local MET amp testing had later
IHC failed or showing <25% 3+.

“Patients enrolled in the dose escalation were permitted to have received more than
two prior lines of therapy.
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overexpression in 36% (12/33) of patients. Five patients
enrolled on the basis of local MET amplification results had
either c-Met IHC missing or <25% 3+. Forty percent, 42%,
and 18% of patients had one, two, and more than two prior
lines of therapy in the metastatic setting, respectively.

Twenty-seven patients discontinued Teliso-V, 26 patients
discontinued osimertinib, and 25 discontinued the study,
mostly due to progressive disease (n = 18/27; 67%). Total
median exposure to Teliso-V was 155 days (range 1.0-
981.0+ days); the median number of 28-day cycles of
Teliso-V was 6.0 (range 1.0-30.0+).

Safety

No treatment-emergent AE (TEAE) met the DLT criteria. All
patients experienced one or more TEAE (Table 2); 37 pa-
tients (97%) experienced one or more TEAE considered
possibly related to Teliso-V. Grade 3/4 TEAEs were experi-
enced by 19 (50%) patients and serious TEAEs by 11 (29%)
patients; 12 (32%) and 3 (8%) were considered possibly
related to Teliso-V, respectively. TEAEs leading to Teliso-V
discontinuation, dose interruption, or dose reduction
occurred in 9 (24%) patients [6 (16%) possibly related to
Teliso-V], 22 (58%) patients, and 14 (37%) patients,
respectively. Of the six patients with Teliso-V-related AEs
leading to discontinuation, five experienced peripheral
sensory neuropathy with a range of onset of 91-270 days
and one patient had an event of hypoalbuminemia on
day 15.

The most frequent any-grade TEAEs were peripheral
sensory neuropathy (n = 19; 50%), peripheral edema
(n = 12; 32%), nausea (n = 9; 24%), anemia (n = 8; 21%),
and fatigue (n = 8; 21%). The most common grade 3/4
TEAEs were anemia in four (11%) patients and pulmonary

Table 2. TEAEs

Teliso-V Total

(N = 38)

1.6 mg/kg 1.9 mg/kg n (%)

Q2W plus Q2W plus

osimertinib osimertinib

(n = 20) (n = 18)

n (%) n (%)
Any TEAE 20 (100) 18 (100) 38 (100)
TEAE with reasonable 20 (100) 17 (94) 37 (97)
possibility of being related
to Teliso-V
Grade 3/4 TEAE 7 (35) 12 (67) 19 (50)
Grade 3/4 TEAE with 6 (30) 6 (33) 12 (32)
reasonable possibility of
being related to Teliso-V
Treatment-emergent 3 (15) 8 (44) 11 (29)
serious AE
Treatment-emergent 1(5) 2 (11) 3(8)
serious AE with
a reasonable
possibility of being
related to Teliso-V
TEAE meeting 0 0 0
DLT criteria

Continued
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Table 2. Continued
Teliso-V Total
1.6 mg/kg 1.9 mg/kg gv(%) 38)
Q2W plus Q2W plus
osimertinib osimertinib
(n = 20) (n = 18)
n (%) n (%)
TEAE
Peripheral sensory 11 (55) 8 (44) 19 (50)
neuropathy
Peripheral edema 7 (35) 5 (28) 12 (32)
Nausea 2 (10) 7 (39) 9 (24)
Anemia 4 (20) 4 (22) 8 (21)
Fatigue 5 (25) 3(17) 8 (21)
Hypoalbuminemia 5 (25) 2 (11) 7 (18)
Muscle spasms 4 (20) 3 (17) 7 (18)
Paronychia 5 (25) 2 (11) 7 (18)
Vision blurred 3 (15) 4 (22) 7 (18)
Decreased appetite 4 (20) 2 (11) 6 (16)
Myalgia 2 (10) 4 (22) 6 (16)
Alopecia 3 (15) 2 (11) 5 (13)
Diarrhea 2 (10) 3(17) 5 (13)
Dizziness 1(5) 4 (22) 5 (13)
Paresthesia 2 (10) 3 (17) 5 (13)
Back pain 2 (10) 2 (11) 4 (11)
Constipation 1(5) 3 (17) 4 (11)
Cough 2 (10) 2 (11) 4 (11)
Dry eye 1(5) 3 (17) 4 (11)
Dyspnea 1(5) 3 (17) 4 (11)
Hemoptysis 2 (10) 2 (11) 4 (11)
Malignant neoplasm 1(5) 3 (17) 4 (11)
progression
Edema 2 (10) 2 (11) 4 (11)
Peripheral motor 2 (10) 2 (11) 4 (11)
neuropathy
Rash 2 (10) 2 (11) 4 (11)
Grade 3/4 TEAE
Any 7 (35) 12 (67) 19 (50)
Anemia 2 (10) 2 (11) 4 (11)
Pulmonary embolism 0 3 (17) 3 (8)
Deep vein thrombosis 0 2 (11) 2 (5)
Hemoptysis 1(5) 1(6) 2 (5)
Hypoalbuminemia 2 (10) 0 2 (5)
Malignant neoplasm 0 2 (11) 2 (5)
progression
Peripheral motor 1(5) 1 (6) 2 (5)
neuropathy
Peripheral sensory 1(5) 1(6) 2 (5)
neuropathy
Pneumonia 1(5) 1(6) 2 (5)
Serious TEAE
Any AE 3 (15) 8 (44) 11 (29)
Malignant neoplasm 0 3(17) 3 (8)
progression
Hemoptysis 1(5) 1(6) 2 (5)
Pneumonia 1(5) 1(6) 2 (5)
Acute respiratory failure 1(5) 0 1(3)
Deep vein thrombosis 0 1(6) 1(3)
Diarrhea 1(5) 0 1(3)
Hepatic failure 1(5) 0 1(3)
Hydrocephalus 0 1(6) 1(3)
Peripheral sensorimotor 0 1(6) 1(3)
neuropathy
Pneumothorax 0 1(6) 1(3)
Pulmonary embolism 0 1(6) 1(3)
Pulmonary hemorrhage 0 1(6) 1(3)

A TEAE is defined as an event that occurs or worsens on or after the first dose of
Teliso-V through 60 days after the last dose or to the start of another anticancer
therapy.

AE, adverse event; DLT, dose-limiting toxicity; Q2W, every 2 weeks; TEAE, treatment-
emergent AE; Teliso-V, telisotuzumab vedotin.
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embolism in three (8%) patients (Table 2). Supplementary
Table S1, available at https://doi.org/10.1016/j.annonc.
2025.01.001, presents the most common any-grade TEAEs
possibly related to Teliso-V and serious TEAEs. Grade 3/4
TEAEs possibly related to Teliso-V were anemia (n = 4;
11%), peripheral motor neuropathy (n = 2; 5%), and pe-
ripheral sensory neuropathy (n = 2; 5%). There were five
TEAEs leading to death: hepatic failure due to progression
of disease (n = 1), pneumonia (n = 1), and tumor pro-
gression (n = 3). No deaths were reported as being related
to Teliso-V or osimertinib. TEAEs and serious TEAEs possibly
related to osimertinib are presented in Supplementary
Table S2, available at https://doi.org/10.1016/j.annonc.
2025.01.001.

Incidence and median time to onset of select TEAEs. Using
the peripheral neuropathy standard MedDRA Queries
(SMQ), 61% of patients reported one or more event, with
no difference between the 1.6-mg/kg and 1.9-mg/kg doses.
Most events were low grade; five (13%) patients reported
grade 3/4 events considered possibly related to Teliso-V.
Peripheral neuropathy led to Teliso-V discontinuation,
interruption, or dose reduction in 13%, 31.6%, and 28.9% of
patients, respectively. The most reported term in the pe-
ripheral neuropathy SMQ was peripheral sensory neurop-
athy (45%). Median time to onset for the first event of
peripheral neuropathy was 99 days (range 22-253 days).
Using the interstitial lung disease (ILD) SMQ with broad
search terms, three patients (8%) reported events; two
events (5.3%) of pneumonitis (deemed possibly related to
Teliso-V) occurred in the 1.6-mg/kg cohort, and one event
of radiation pneumonitis, not related to study drugs,
occurred in the 1.9-mg/kg cohort. These events were low
grade and led to Teliso-V interruption or dose reduction in
two (5%) and one (3%) patients, respectively. No events in

discontinuation or were considered serious. The median
time to onset for ILD events was 54 days (range 49-225
days).

Pharmacokinetics

The administration of osimertinib in combination with
Teliso-V (1.6 and 1.9 mg/kg Q2W) resulted in Teliso-V
conjugate and MMAE exposures comparable to mono-
therapy. Preliminary pharmacokinetic parameters for
Teliso-V conjugate in patients who received Teliso-V 1.6 or
1.9 mg/kg plus osimertinib Q2W are summarized in
Supplementary Table S3, available at https://doi.org/10.
1016/j.annonc.2025.01.001. The estimated half-life of
Teliso-V was ~ 3 days; concentrations peaked immediately
post-infusion [time to maximum observed plasma concen-
tration (Cpax), 1 h] for both dose levels, with geometric
means [coefficient of variation (%CV)] Cnax of 23.1 pg/ml
(31%) and 29.6 (30%) ug/ml and area under the
concentration-time curves from time zero to infinity (%CV)
of 1510 pg h/ml (31%) and 1950 (33%) g h/ml for the
1.6-mg/kg and 1.9-mg/kg doses, respectively.

Efficacy

Efficacy outcomes are summarized in Table 3. After a
median follow-up of 7.4 months, the ORR was 50.0% (95%
Cl 33.4% to 66.6%) per ICR and 52.6% (95% Cl 35.8% to
69.0%) per investigator assessment, and generally compa-
rable between 1.6-mg/kg and 1.9-mg/kg Teliso-V doses; all
responses were confirmed partial responses. The DCR was
76.3% (ICR) and 71.1% (investigator). Per ICR, most patients
had a reduction in target lesion size across doses (Figure 1)
that was sustained over time (Figure 2); investigator-
assessed results are shown in Supplementary Figures S1
and S2, available at https://doi.org/10.1016/j.annonc.

the ILD SMQ with broad terms led to Teliso-V ~ 7025.01.001. Median DOR was not reached (NR) per ICR
Table 3. Efficacy outcomes
ICR Inv
Teliso-V Total Teliso-V Total
(N = 38) (N = 38)
1.6 mg/kg 1.9 mg/kg 1.6 mg/kg 1.9 mg/kg
Q2W plus Q2W plus Q2W plus Q2W plus
osimertinib osimertinib osimertinib osimertinib
(n = 20) (n = 18) (n = 20) (n = 18)
Response
ORR, n (%) 10 (50.0) 9 (50.0) 19 (50.0) 11 (55.0) 9 (50.0) 20 (52.6)
(95% Cl) (27.2-72.8) (26.0-74.0) (33.4-66.6) (31.5-76.9) (26.0-74.0) (35.8-69.0)
Confirmed PR 10 (50.0) 9 (50.0) 19 (50.0) 11 (55.0) 9 (50.0) 20 (52.6)
DCR, n (%) 15 (75.0) 14 (77.8) 29 (76.3) 13 (65.0) 14 (77.8) 27 (71.1)
(95% Cl) (50.9-91.3) (52.4-93.6) (59.8-88.6) (40.8-84.6) (52.4-93.6) (54.1-84.6)
DOR
Patients with events, n (%) —_ 3 (33.3) 3 (15.8) 3 (27.3) 6 (66.7) 9 (45.0)
Patients censored, n (%) 10 (100) 6 (66.7) 16 (84.2) 8 (72.7) 3 (33.3) 11 (55.0)
Median DOR, months (95% Cl) — 11.0 (3.7, NR) — (5.6, NR) 27.7 (3.7, NR) 7.4 (3.7-12.9) 8.0 (5.6, NR)
PFS
Patients with events, n (%) 7 (35.0) 10 (55.6) 17 (44.7) 11 (55.0) 13 (72.2) 24 (63.2)
Patients censored, n (%) 13 (65.0) 8 (44.4) 21 (55.3) 9 (45.0) 5 (27.8) 14 (36.8)
Median PFS, months (95% Cl) 31.1 (1.9, NR) 6.8 (4.7, NR) 7.4 (5.4, NR) 7.4 (3.5, NR) 5.6 (5.3-9.2) 6.8 (5.3, 9.2)

Cl, confidence interval; DCR, disease control rate; DOR, duration of response; ICR, independent central review; Iny, investigator assessment; NR, not reached; ORR, objective
response rate; PFS, progression-free survival; PR, partial response; Q2W, every 2 weeks; Teliso-V, telisotuzumab vedotin.
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Figure 1. Best percentage change in target lesion size from baseline per ICR.

H, high; |, intermediate; ICR, independent central review; L, low; NE, not evaluable; PD, progressive disease; PR, partial response; Q2W, every 2 weeks; SD, stable

disease.

“Data missing for four patients: one patient without post-baseline tumor assessment, and ICR did not confirm the presence of target lesion at baseline for three

patients.

H = IHC staining >50%, 3+; | = IHC staining >25%-<50%, 3+; L = <25%, 3+.

and 8.0 months (95% Cl 5.6 months-NR) per investigator
assessment (Table 3). Median PFS was 7.4 months (95% ClI
5.4 months-NR) and 6.8 months (95% Cl 5.3-9.2 months)
per ICR and investigator, respectively.

ORRs and DCRs were generally comparable between
patients with high versus intermediate c-Met protein
overexpression, and for patients whose tumors harbored
EGFR L858R or del19 (Supplementary Table S4, available at
https://doi.org/10.1016/j.annonc.2025.01.001). ORRs and
DCRs were also generally similar in patients who had
received one, two, or more than two lines of prior anti-
cancer therapy, and in patients who had received prior
platinum therapy in the metastatic setting versus platinum-

naive patients (Supplementary Table S5, available at
https://doi.org/10.1016/j.annonc.2025.01.001). ORR and
DCR were generally similar between groups of patients
whose first prior regimen containing osimertinib lasted 0-6
months, 6-12 months, or >12 months (Supplementary
Table S5, available at https://doi.org/10.1016/j.annonc.
2025.01.001). Some patients entered the study and star-
ted receiving Teliso-V plus osimertinib at the time of pro-
gression on their prior osimertinib treatment, while others
had an osimertinib treatment interruption, often while
receiving a different therapy such as platinum-based
chemotherapy. The ORR/DCR per ICR reported for patients
who entered the study <1 month after their prior

-25

50 A ,' —— 1.6 mg/kg Q2W + osimertinib (n = 20) Il Confirmed PR
/) - — - 1.9 mg/kg Q2W + osimertinib (n = 18) H sD
/
254 7/ ,i H PD
7

I Not evaluable

=50 4

Percentage change from baseline

=75 4
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0 80 160 240 320 400 480 560

Days from first dose
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Figure 2. Change in target lesion size over time per ICR.”

ICR, independent central review; PD, progressive disease; PR, partial response; Q2W, every 2 weeks; SD, stable disease.
?Data missing for four patients: one patient without post-baseline tumor assessment, and ICR did not confirm the presence of target lesion at baseline for three

patients.
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Table 4. Efficacy by end of osimertinib treatment

ICR Inv

Time since end of
last prior osimertinib
treatment to first dose

Time since end of
last prior osimertinib
treatment to first dose

<1 month >1 month <1 month >1 month

(n = 19) (n = 16) (n =19) (n = 16)
ORR, n (%) 9 (47.4) 9 (56.3) 7 (36.8) 12 (75)
(95% CI) (24.4-71.1) (29.9-80.2) (16.3-61.6) (47.6-92.7)
DCR, n (%) 14 (73.7) 14 (87.5) 12 (63.2) 14 (87.5)
(95% Cl) (48.8-90.9) (61.7-98.4) (38.4-83.7) (61.7-98.4)

Cl, confidence interval; DCR, disease control rate; ICR, independent central review;
Iny, investigator assessment; ORR, objective response rate.

osimertinib treatment was 47.4%/73.7% and 56.3%/87.5%
for patients with an osimertinib treatment interruption
(time since end of last osimertinib treatment to first dose of
study drugs >1 month) (Table 4). When the investigator
assessed, the ORR/DCR values were 36.8%/63.2% for those
who entered the study <1 month after their prior osi-
mertinib treatment and 75.0%/87.5% for patients with an
osimertinib treatment interruption.

In patients with no brain metastases at baseline, the ORR
was 61.3% (ICR and investigator); in the seven patients with
baseline brain metastases, the ORR was 0% per ICR or
14.3% per investigator (Supplementary Table S6, available
at https://doi.org/10.1016/j.annonc.2025.01.001). The DCR
was 83.9% (ICR) and 74.2% (investigator) for patients
without baseline brain metastases and 42.9% (ICR)
and 57.1% (investigator) for those with baseline brain
metastases.

DISCUSSION

Osimertinib is the first-line standard of care for patients
with identified L858R or dell9 EGFR-mutated non-
squamous advanced NSCLC.**® It has demonstrated good
efficacy with high intracranial activity,"®*” and is well
tolerated. However, tumors invariably progress due to the
emergence of EGFR-dependent or -independent resistance
mechanisms.™® Therapeutic options post-osimertinib pro-
gression are currently mostly limited to chemotherapy, with
a platinum-based doublet in the second line and docetaxel
in the third line. Recently reported trials suggest a potential
role for amivantamab®® and for ADCs such as patritumab.?®
c-Met protein overexpression (>25% of tumor cells with 3+
c-Met staining) is found in ~50% of patients whose disease
progresses on EGFR TKIs. In this phase Ib study, we evalu-
ated the dual targeting of c-Met and EGFR in patients
whose tumors have EGFR mutations and c-Met protein
overexpression after progression on osimertinib, using
Teliso-V combined with osimertinib. The targeted dose of
Teliso-V was 1.9 mg/kg Q2W, in line with the recommended
phase Il monotherapy dose. An additional expansion at 1.6
mg/kg was later added for dose optimization exploration.
As previously reported, Teliso-V monotherapy in the EGFR-
mutation-positive population demonstrated an ORR of
11.6%.”" The heterogeneous nature of progressive disease
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suggests that osimertinib-sensitive clones may remain; thus,
continuing osimertinib beyond progression may provide
benefit. Furthermore, mutated EGFR signaling results in the
disruption of cellular microtubule networks and lysosomal
trafficking, which were restored by EGFR TKI.>*%* Teliso-V’s
cytotoxic activity depends on functional microtubule net-
works to internalize and traffic the ADC to the lysosomes
and release the microtubule inhibitor payload. Further
preclinical research is ongoing to help elucidate the mech-
anism of action of the combination.

The tolerability of the combination was acceptable, with
no new safety concerns compared with Teliso-V or osi-
mertinib monotherapy, and patients received a median of
six 28-day treatment cycles (maximum of 30 cycles at the
time of the database lock). AEs were typically associated
with the MMAE payload, such as peripheral neuropathy or
ocular symptoms [particularly blurred vision (18%) or dry
eye (11%)], or associated with c-Met targeting, such as pe-
ripheral edema or hypoalbuminemia. Notably, the median
time to onset of peripheral neuropathy was 99 days, longer
than that reported for chemotherapy-associated peripheral
neuropathy.”* AEs were primarily managed through in-
terruptions and dose reductions and led to Teliso-V
discontinuation in nine (24%) patients [Teliso-V-related AE
in six (16%) patients], and osimertinib discontinuation in
16% of the patients. Two patients reported cases of pneu-
monitis possibly related to Teliso-V and one patient reported
a case of radiation pneumonitis not related to study drug.
These events were low grade and non-serious. Overall, the
safety profile of the combination was comparable for Teliso-
V at 1.6 and 1.9 mg/kg Q2W.

The pharmacokinetic profile of Teliso-V in the combina-
tion was similar to that of Teliso-V monotherapy for both
the 1.6-mg/kg and 1.9-mg/kg doses.

Teliso-V plus osimertinib showed promising efficacy with
a robust response rate that was sustained over time in most
patients. Compared with responses using standard-of-care
platinum-based chemotherapy in this setting, Teliso-V plus
osimertinib elicited an ORR of 50% (by ICR) or 52.6% (by
investigator), whereas a platinum-based doublet demon-
strated ORR between 31%° and 25%.%° The median DOR of
8 months per investigator (NR per ICR) and the median PFS
of 7.4 months per ICR and 6.8 months per investigator are
also very encouraging, especially compared with the
standard-of-care platinum-based chemotherapy in this
setting.”® Efficacy was comparable between the two doses
of Teliso-V. Recent reports of second-line amivantamab and
chemotherapy demonstrated a response rate of 64% and a
median PFS of 6.3 months, suggesting there may be a future
role for both amivantamab and Teliso-V in refractory EGFR-
mutated NSCLC."”

These data suggest that an osimertinib rechallenge effect
is unlikely to be the sole explanation for the efficacy of the
combination. Indeed, patients who entered this combina-
tion trial <1 month after the end of their prior osimertinib
treatment had a similar response to patients who entered
the trial >1 month after the end of their prior osimertinib
(47.4% versus 56.3%). Responses were also comparable
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between patients who received prior osimertinib treatment
that lasted >12 months (47.6%), 6-12 months (66.7%), or
<6 months (50%), indicating the combination is effective
even in patients whose disease could be considered re-
fractory to first-line osimertinib treatment. Altogether,
these results suggest that Teliso-V and osimertinib therapy
may result in more than additive activity.

The efficacy of Teliso-V plus osimertinib was similar
across EGFR mutations, levels of c-Met protein over-
expression, number of prior lines of therapy, or use of prior
systemic platinum-based chemotherapy, suggesting that
this regimen could be utilized in a wide range of patients
across different line settings after progression on osimerti-
nib. Among a small study population, patients with baseline
brain metastases who were eligible after definitive therapy
did not respond as well as patients with no CNS disease.
There was no discernible pattern in the site of progression,
whether in the CNS or other sites. This lack of observed
response may indicate that these patients have different,
more aggressive disease; alternatively, this may simply
reflect the small sample size.

Other strategies targeting the MET pathway in EGFR-
mutated NSCLC after progression on osimertinib are being
explored.?” Recent results from the phase Ib TATTON trial
(NCT02143466) studying the combination of the MET TKI
savolitinib in combination with osimertinib showed
encouraging results.’® The phase Il Lung-MAP trial
(NCT05642572) is studying the activity of osimertinib with
the MET TKI capmatinib. Unlike Teliso-V, which shows ac-
tivity in c-Met-protein-overexpressing tumors regardless of
underlying MET gene alterations,”® MET TKIs' antitumor
activity is mainly restricted to tumors with MET gene al-
terations, particularly METex14 or MET gene amplifica-
tion.>>*" In the EGFR-mutated NSCLC population
experiencing progression on osimertinib, c-Met protein
overexpression is seen in 50%, compared with MET ampli-
fication seen in 15%-20% of patients,®” suggesting that
Teliso-V plus osimertinib could be an option for a larger
number of patients.

In conclusion, Teliso-V and osimertinib therapy demon-
strated response rates, DOR, and median PFS exceeding
those observed with current standard-of-care therapies. The
combination has the potential to address an unmet medical
need for patients with advanced or metastatic c-Met
protein-overexpressing, = EGFR-mutated  non-squamous
NSCLC after progression on osimertinib.
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