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Do changes in ctDNA levels accurately reflect the therapeutic effect of cancer therapies?

2019 2020

2021 2022 2023 2024 and beyond

ctMoniTR Step 1

5 clinical trials

ctMoniTR Step 2
22 clinical trials

200 patients

Pilot project in NSCLC + anti-
PDLI

Goals:
* Assess feasibility
* Align on methodology
- Characterize associations
between changes in ctDNA
levels and long-term
outcomes

3,000 patients

Larger project with 3 modules: 1) NSCLC + TKI, 2)
NSCLC + anti-PDL1 vs. chemo, 3) multiple cancer
types and treatments

Goals:

 Expand to more patients, cancer types, and
treatments

*Inform ongoing development in the field
including outstanding questions for using
ctDNA as an intermediate endpoint

* Assess repeat on-treatment measurement of
ctDNA where feasible
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Approach to Heterogeneous Data

b\ 4 A

Heterogeneity of Varying Levels of
Patient Clinical Detail
Populations Provided

) @
Different Assays

Used to Measure
ctDNA

Challenge

Create derived
Use stratified variables by
statistical models collapsing data
with a different into binary and
baseline categorical
hazard/risk variables to
for each cohort maximize
inclusion

Calculate

changein
ctDNA levels to
compare ctDNA
metrics across
assays
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1. Investigate the feasibility of harmonizing ctDNA

2. Align on a methodology to combine clinical
data from multiple trials oo

3. Characterize associations between ctDNA 1N\ e

80% | Ny

values and tumor response e " Y

60% - L,
Key Findings il oy

Strength of association remains after accounting for

clinical covariates, demographics & smoking status

Overall Survival by %change in ctDNA Levels in
Patients with Anti-PD(L)1treated aNSCLC

1. Reductions in ctDNA are strongly associated 2::_— ecymarsoo Wil ey
with better clinical outcomes across multiple il , 1 .
measures including OS and PFS e ? : . j
2. Baseline ctDNA levels alone were not predictive Years from 70 Days from Stert of Therepy
of clinical outcomes -
3. Disparate datasets can be harmonized through T T . P g
statistical methods and other approaches R D sp i e tel = 1 R

Vega et al. 2022 JCO Precis Oncol.
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Objectives:

- Determine how long after treatment initiation an association between changes
in ctDNA and clinical response can be detected

« Explore the extent to which ctDNA can complement RECIST

- Characterize whether changes in ctDNA are a prognostic indicator

- Examine ctDNA as a potential drug development tool or intermediate endpoint

ctMoniTR Step 2
22 clinical trials

3,000 patients

8 tumor types
16 different therapies

Module 1 Module 2 Module 3

Lung Cancer Lung Cancer Solid Tumors
TKI PD(L)1 PD(L)1 or TKI

Provides an opportunity for generalizability but also
represents a challenge in terms of complexity
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