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Approximately 50% of patients with advanced non-small cell lung @
cancer will develop disease progression within 8 to 9 months
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How do we risk stratify these patients? -
KEYNOTE-189 KEYNOTE-407 @
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Can ctDNA monitoring risk stratify advanced SCC prior to the start of maintenance q.',b
atezolizumab in patients receiving carboplatin + nab-paclitaxel + atezolizumab @

Tumor-informed assay
(FoundationOne
Tracker)

(IMpower 131)?

IMPower131
ChemolO (A+CnP): n = 343
Chemo (CnP): n = 340

Patients with available plasma
and baseline tissue
ChemolO Treated: n =133
Chemo Treated: n = 120

ChemolO Treated: n = 10
Chemo Treated: n=9

ChemolQ Treated: n =1
Chemo Treated: n = 1

Patients Eligible for F1Tracker Analysis
ChemolO Treated: n = 122

Chemo Treated: n =110

ChemolO Treated: n=5
Chemo Treated: n =6

Incl in ctDNA Outcomes Analysi

ChemolO Treated: n =117
Chemo Treated: n =104

Only 8% did not
have enough
m=) variants for the
development of
their unique
multiplex PCR

Only 1% did not
have enough
ctDNA for the

analysis

—
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ctDNA Monitoring on Atezolizumab + Carboplatin +
Nab-Paclitaxel (A +CnP) identifies patients with SCC with higher risk for poorer @
outcomes
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ctDNA detection at C4D1 on Atezolizumab + Carboplatin +
Nab-Paclitaxel (A +CnP) can risk stratify patients with SCC before maintenance @

therapy start
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Analysis in 96 patients with available samples at C4D1 regardless of

baseline sample availability
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Additional cycles of induction Atezolizumab + Carboplatin + @
Nab-Paclitaxel (A +CnP) are not associated with improved outcomes in
patients with ctDNA + at C4D1

A «4 Cycles -6 Cycles [ref] B + 4 Cycles -+ 6 Cycles [ref]
1.00; Log-rank 1.00 Log-rank
p=0.46 p=0.55
s HR: 0.76 [0.37-1.57] _ HR: 0.79 [0.36-1.72]
S 0.751 o
< & £ 0.75]
° 5 mOS=10.3 mo
= 8 7
B 0501 --- 3
£5 | mPFS=3.5 mo 2050 f-----omooqonoooo oot
= 0 ‘S 1
o v ©
5 0251 ! 8 : :
g = l & 0.25; ! .
a : ‘—|_\_ : ' mOS=5.3 mo
' mPFS=2.1 mo | |
4 Cycles 15 7 4 3 2
4 Cycles 15 14 12 8 3
6 Cycles 19 7 3 2 1
p . . i i 6 Cycles 19 17 7 6 4
0 3 6 9 12 - . . : :
0 3 6 9 12

Months from C6D1

Months from C6D1

Pellini B, et al. Clin Cancer Res.2023




Full clearance of ctDNA at C4D1 on chemolO identifies patients with poorer outcomem

on |0 maintenance, independent of PD-L1 status
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BR.36: A ctDNA-directed phase Il study of molecular response @
adaptive immunotherapy in NSCLC @
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Patterns of ctDNA kinetics ()
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BR.36 stage 1 met its primary endpoint.

The sensitivity of molecular response for RECIST best
overall response was 82%, (90% CI: 52% - 97%),
specificity was 75% (90% Cl: 56.5% - 88.5%).

RECIST response (BOR) Molecular response
mR mPD
CR/PR 9 (82%) 2(18%)
18 (75%)
iRECIST response
iCR/iPR 10 (83%) 2(17%)
No iRECIST response 5(22%) 18 (78%)

NCT04093167, Anagnostou et al., Nat Med, 2023
.




ctDNA molecular response risk stratifies patients with mNSCLC with @

PD-L1> 1%
b c
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Median time to ctDNA response was 2.1 months NCT04093167, Anagnostou et al., Nat Med, 2023
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@

BR.36 stage 2-A Biomarker-Directed, Open Label, Multi-Center Phase I/l

Study of Molecular Response Adaptive Immuno-Chemotherapy in Patients
with NSCLC

[ Eligibility \

* Metastatic NSCLC

[Primary Endpoints\

* Phase ll: PFS

ctDNA+and
* ICB, chemo naive * Phaselll: OS
RECIST nonPD or .
* EGFR, ALK o GE Secondary Endpoints
: clinically stable PD o
negative pr—l v eancontisoeon * Phase lI: feasibility,
* PD-L1250% @ safety

* Post 6 weeks on pembrolizumab

Qembrollzumab )

* Phaselll: BOR, DOR,

KPFS, safety /

. Pembro qiwk {® cua Liquid Biopsy
. Pembro-platinum douplet g3wk o Research Liquid Biopsy
u Maintenance tx o Imaging
Slide courtesy from Dr. Valsamo Anagnoustou NCT04093167, Anagnostou et al., Nat Med, 2023 13




Conclusions @

e CGP-informed ctDNA monitoring on chemolO in advanced NSCLC can inform
durability of treatment benefit

 CctDNA detection during induction chemolO may offer an opportunity to identify
patients at high-risk for disease progression and inform selection of novel
personalized maintenance treatment strategies

* Tumor-uninformed (agnostic) ctDNA molecular response at 6-8 weeks into 10
monotherapy in advanced PD-L1(+) NSCLC is can identify patients with
Improved clinical outcomes

« Treatment intensification with the addition of chemotherapy based on ctDNA
MR for patients mMNSCLC with PD-L1> 50% with is under investigation
(NCTO4093167)
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Questions? ™

@ Bruna.Pellini@moffitt.org

www.moffitt.org
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