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Conclusions

* This is an updated analysis of the first real-world study
characterizing IB6 expression in mNSCLC

* In this diverse US population, 93.0% of patients with known IB6
IHC status had IB6 expression (=1% positivity of tumor cells at any
staining intensity)

 Consistent with the prior results, IB6-high expression (=50%
positivity of tumor cells at 22+ intensity) was common (76.7%) in
this larger cohort of MNSCLC samples

* No difference by histology was observed between the less stringent
IB6-expressing and -nonexpressing subgroups, but significant
variation was observed between the more stringent IB6-high
and -low subgroups

— Prevalence of IB6-high expression was higher in nonsquamous
vs squamous histology (81.3% vs 57.1%)

» Clinical and biopsy characteristics were generally consistent
across IB6-high vs -low subgroups, except for smoking history
and histology

* No trends were observed between IB6-high expression status and
PD-L1 expression levels or ALK status, but potential trends
between IB6-high expression status and KRAS status and EGFR
status may merit future investigation

« Although the clinical implications of IB6 expression levels remain
under investigation, these data suggest that IB6 may be a widely
applicable therapeutic target, which warrants further exploration
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Background

* Integrin beta-6 (1B6), a member of the integrin superfamily of transmembrane adhesion proteins, is
overexpressed in several solid tumors, including non-small cell lung cancer (NSCLC)'2
- As IB6 is a novel potential target in oncology, several clinical trials of IB6-directed agents are ongoing3-8
- Sigvotatug vedotin, an investigational IB6-directed antibody-drug conjugate, has shown encouraging
activity in a first-in-human phase 1 study and is the subject of 2 ongoing phase 3 NSCLC studies?®
» Concurrent studies are being conducted to characterize IB6 expression levels and patterns in patients
with NSCLC. Initial findings using commercially sourced samples estimated a high prevalence of
patients with IB6-high status (79%)°
» However, there is an unmet need to better understand patient demographics and clinical characteristics
associated with different levels of IB6 expression
* The retrospective real-world BEACON (IB6 Expression and Clinical Outcomes in NSCLC) study
characterized the expression of IB6 in real-world NSCLC tissue samples and described
characteristics associated with IB6 status. Preliminary real-world IB6-high and -low expression data
were previously presented!%-1
- Demographics, clinical characteristics, and biopsy characteristics were generally consistent across
IB6-high vs -low subpopulations, except for histology0:1
* Here, we present an updated analysis of BEACON in a larger cohort with (1) initial data assessing IB6-
expressing and -nonexpressing status and (2) updated data for IB6-high and -low expressors

Results

» After screening records for patients with NSCLC, 253 met eligibility criteria and were included in this study.
IB6 expression status could not be determined in 26 patients due to insufficient or ineligible tumor samples

* Overall, the median age was 67 years; 50.6% were male, 55.7% were White, and 69.2% had a
nonsquamous cell carcinoma. Of the tissue samples, 36.8% were obtained from primary tumors, and
83.4% of biopsies were collected on or after metastatic diagnosis (Table 1)

Table 1. Demographics, clinical, and biopsy characteristics of the overall population

Overall (N=253)
Median (range) age at metastatic diagnosis, years 67.0 (37.0-85.0)
Sex, n (%)
Male 128 (50.6)
Female 116 (45.8)
Not documented 9 (3.6)
Race, n (%)
White 141 (55.7)
Black or African American 65 (25.7)
Asian 9 (3.6)
Other 17 (6.7)
Not documented 21 (8.3)
Ethnicity, n (%)
Not Hispanic or Latino 196 (77.5)
Hispanic or Latino 13 (5.1)
Not documented 44 (17.4)
Institution type, n (%)
Academic 203 (80.2)
Nonacademic 50 (19.8)
Primary tumor histology, n (%)32
Nonsquamousb 175 (69.2)
Squamous 43 (17.0)
Not otherwise specifiedc 13 (5.1)
Unknownd 22 (8.7)
ECOG PS at metastatic diagnosis, n (%)¢
0 41 (16.2)
1 90 (35.6)
2+ 36 (14.2)
Not documented 86 (34.0)
Smoking history, n (%)
Former 140 (55.3)
Current 64 (25.3)
Never 41 (16.2)
Not documented 8 (3.2)
Number of metastatic sites at metastatic diagnosis, n (%)¢
1 139 (54.9)
2 59 (23.3)
3+ 47 (18.6)
Not documented? 8(3.2)
Biopsy type, n (%)
Primary 93 (36.8)
Metastatic 160 (63.2)
Biopsy collection date
Prior to metastatic diagnosis 34 (13.4)
On or after metastatic diagnosis 211 (83.4)
Not documentedf 8 (3.2)
ECOG PS, Eastern Cooperative Oncology Group performance status. 2Recorded any time before or <30 days after metastatic diagnosis. ®In this study, all patients with nonsquamous NSCLC had
tumors classified as adenocarcinoma. cIncludes the following histologies: adenosquamous carcinoma, non-small cell carcinoma, epithelioid hemangioendothelioma, carcinoma, no subtype, and
bronchiolo-alveolar carcinoma, mixed mucinous and nonmucinous. dIncludes patients with a primary tumor histology recorded >30 days after metastatic diagnosis (n=14) and patients with unknown
metastatic diagnosis date (n=8). eWithin 60 days before or after metastatic diagnosis. fIncludes patients with unknown metastatic diagnosis date.

+ Of the 227 patients with known IB6 IHC expression status, 93.0% had IB6 expression at any staining
intensity on 21% of tumor cells, and 76.7% had I1B6-high expression with 250% positivity of tumor cells at
=2+ intensity (Figure 3)

Limitations

» This real-world retrospective dataset may be subject to unmeasured bias not controlled for in the
analyses

« Patient records were primarily obtained from three US medical centers and may not be generalizable
to a broad NSCLC population

« Tumor sample acquisition was heterogenous with respect to a NSCLC patient’s journey and may not
reflect natural changes to IB6 expression as the disease evolves

Methods

» This is a retrospective, observational study that used de-identified
real-world clinical and molecular data from patients in the Tempus
Database in the US

* Patients with metastatic NSCLC (mMNSCLC) included in this study had
to meet patient- and sample-level eligibility criteria (Figure 1)

» Patient demographics and clinical characteristics were obtained via
electronic health record integration and clinical record abstraction

» These data were matched with tissue samples from primary or
metastatic lesions collected on or after May 1, 2019, that subsequently
underwent IB6 immunohistochemistry (IHC) and were manually scored
by a pathologist to characterize IB6 expression at a central laboratory
— IB6-expressing tumors had =21% of tumor cells with any staining

intensity
- IB6-high and -low expression were defined as 250% and
<50% positivity of tumor cells, respectively, at 22+ intensity® (Figure 2)

» Data cutoff was February 10, 2026, and data are presented

descriptively for cohorts

Figure 1. Study design schematic

Patient cohort

Patient-level criteria
» Diagnosed with mNSCLC
» Had sequencing by Tempus or another
laboratory for any purpose at any time
during patient journey
» Sequencing done at another laboratory
was redone by Tempus

Sample-level criteria
» Sample collected on or after May 1, 2019

» Primary or metastatic biopsy taken at any time
» <2 sections between section used for RNAseq

and section sent for IHC staining

» No bone biopsies, macrodissection, or fine-
needle aspirates

* 220% tumor content

Figure 2. Examples of IB6-high and -low status in
metastatic NSCLC
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Study Objectives:

» To characterize real-world IB6 expressors and nonexpressors in mNSCLC overall and by histology
» To characterize real-world IB6-high expression in mNSCLC overall and by histology
» To describe patient demographics and clinical, biopsy, and molecular characteristics associated with

IB6 status

Figure 3. Classification of IB6 expression status
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IB6-expressing®
211 (93.0%)

IB6-highd IB6-low®
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<50% positivity of tumor cells at 22+ intensity, including IB6-nonexpressing tumors.

aExcludes patients without determinable IB6 expression due to insufficient or ineligible tumor samples (n=26). *IB6-expressing tumors had 21% of tumor cells with any staining intensity.
°IB6-nonexpressing tumors had <1% of tumor cells with any staining intensity. 4IB6-high—expressing tumors had 250% positivity of tumor cells at 22+ intensity. ¢IB6-low—expressing tumors had

* Prevalence of IB6-expressing vs -nonexpressing status showed no difference by histology or by time from biopsy

collection date to IB6 IHC staining date (<5 vs 25 years) (Figure 4)

Figure 4. Prevalence of IB6-expressing status by IHC in overall population by histology? and by

time between biopsy collection and staining
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otherwise specified (n=11) or unknown (n=19) histology were not included in this analysis.

aPrimary tumor histology, any time before or <30 days after metastatic diagnosis. The denominator includes only evaluable patients with a known IB6 IHC status. Histology is assessed from clinical data
from unstructured curated notes, when available. Otherwise, histology is assessed from pathology of the qualifying sample. ®IB6-expressing tumors had 21% of tumor cells with any staining intensity.
¢IB6-nonexpressing tumors had <1% of tumor cells with any staining intensity. ¢Calculated using Fisher exact tests for categorical variables and Kruskal-Wallis rank-sum tests for continuous variables.
Only includes patients with known and documented values having N>10. ¢IB6 expression status could not be determined in 26 patients due to insufficient or ineligible tumor samples. 'Patients with not

* Prevalence of IB6-high vs -low expression varied significantly by histology but not by time from biopsy collection

date to IB6 IHC staining date (Figure 5)

- IB6-high expression was observed in 81.3% of nonsquamous samples and 57.1% of squamous samples

Figure 5. Prevalence of IB6-high status by IHC in overall population by histology? and by time

between biopsy collection and staining
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aPrimary tumor histology, any time before or <30 days after metastatic diagnosis. The denominator includes only evaluable patients with a known IB6 IHC status. Histology is assessed from clinical data
from unstructured curated notes, when available. Otherwise, histology is assessed from pathology of the qualifying sample. °IB6-high was defined as 250% positivity of tumor cells at 22+ intensity.
¢IB6-low was defined as <50% positivity of tumor cells at 22+ intensity. ¢Calculated using Fisher exact tests for categorical variables and Kruskal-Wallis rank-sum tests for continuous variables. Only
includes patients with known and documented values having N>10.¢IB6 expression status could not be determined in 26 patients due to insufficient or ineligible tumor samples. fPatients with not
otherwise specified (n=11) or unknown (n=19) histology were not included in this analysis.

* IB6-high and -low subgroups were further characterized by clinical and biopsy characteristics (Figure 6)
- Characteristics were generally consistent between the 1B6-high vs -low subgroups, except for smoking history

Figure 6. Clinical and biopsy characteristics by IB6 IHC status
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aB6-high was defined as 250% positivity of tumor cells at 22+ intensity. *IB6-low was defined as <50% positivity of tumor cells at 22+ intensity. *Comparisons were not made for characteristics with >20%
missing data. P values were calculated using Fisher exact test. Only includes stratification levels with known and documented values having N>10. dIncludes only evaluable patients with a known 1B6 IHC
status. IB6 expression status could not be determined in 26 patients due to insufficient or ineligible tumor samples. Within 60 days before or after metastatic diagnosis. fIncludes patients awaiting
abstraction. 9Percentage was calculated with “total n” as denominator for each row.

Figure 7. Molecular characteristics of the overall population and by IB6 IHC status

« PD-L1 expression was generally consistent across 1B6-high and -low subgroups (Figure 7)
- Prevalence of KRAS G12C mutation and EGFR mutations was slightly higher in the IB6-high vs the IB6-low
subgroup
- Prevalence of ALK fusion was similar in the IB6-high and -low subgroups
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PD-L1, programmed cell death ligand 1; TPS, tumor proportion score. 2IB6-high was defined as 250% positivity of tumor cells at 22+ intensity. ?IB6-low was defined as <50% positivity of tumor cells at
22+ intensity. °Comparisons were not made for characteristics with >20% missing data. P values were calculated using Fisher exact test. Only includes stratification levels with known and documented
values having N>10. dIncludes only evaluable patients with a known IB6 IHC status. IB6 expression status could not be determined in 26 patients due to insufficient or ineligible tumor samples. ¢Includes
the following EGFR mutations: classic exon 19 deletion, L858R, exon 20 insertion, exon 19 in-frame deletion, exon 19 deletion-insertion, exon 19 in-frame insertion, exon 20 substitution, and exon 4
mutation. ALK fusions were determined using DNA, a combination of DNA and RNA if DNA evidence was insufficient, or RNA only calls. 9Percentage was calculated with “total n” as denominator for
each row.
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