ctDNA Dynamics in Early Stage Node Negative Non-small Cell Lung Cancers
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Abstract #3387
_ Results : : :
Introduction As of Feb 17, 2023, 70 patients have results (Fig. 3). Median age is 71 years (51-85). Median pathologic Discussion/Conclusions
Patients with early-sta_ge non small cell lung cancers (I\!SCLC)_ have a high risk of relapse _and death tumor size is 20.5mm (2-60); a total of 12 patients had primaries >40mm. Tumor sizes for ctDNA positive . To our knowledge, this study will be one of the largest cohorts of stage | resected NSCLC
even after curative intent surgeryl. Detection of circulating tumour DNA (ctDNA) in plasma was 26mm (13-60) vs ctDNA negative 19mm (2-47), p = 0.006. Patient and cancer details are in Fig 4. patients with ctDNA profiling. Using the tumor informed RaDaR™ assay, we report
. . . . . . . 2.4 . : . - . ’
perioperatively is associated with shorter recurrence free survival (RFS) and overall survival (0S)<4. QQ(LQQQZS?( preoperative ctDNA detection in 24.6% of cases, a similar rate to other series.
Patients _ _ _ A A _ _ _ _
ctDNA Lung consented r )\ p=022  p<00001L p=048  p=0048 7 7 p=004 « Tissue requirements for pathology constrain tumor-based panel development in small
Escalated Detect (F|g 1, n =107 Excluded patients 100% - 0 : F A : ;
admvant phase || NCTO5254782) nsufficient fiecue n = 23 1 101 0 Bl E 1 N B cancers. Approximately 21% of cases had insufficient tissue for personalized assay
assessment ° e IS an | Non lung pathology n = 1¢ ! S : : : :
(Inivata RaDaR™ ctDNA investigator- Tissue r;gofconectge);m 1 5% * Integration into real world diagnostic pathways will be important as technology develops
| == Observation initiated Patients on Other (transplant) n = 1 to allow personalized assays to be constructed from biopsy specimens.
n=360 patients Complete (RO) (Standard) ) follow up \ P Yy D 2 t d t = d f | d | t ” = 2 t t = t
Operable (T1-4NO) Resection prospective 1 =79 50% ec_reasw)g_ urn around time required for panel development will improve integration into
NSCLC study of ctDNA 1 routine clinical care.
Figure 1. ctDNA Lung Detect :
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l l l blood draw perioperatively association Positive n = 17 (24.6%) o 5 ctDNA was detected in those with:
and at 12 months or relapse ~ With RFS in Preop (I:ttDl\lA ' - - . 4 « Larger tumors «  Pleural invasion Surgery
_ _ _ (whichever comes first). MRD  natjents with resuits _ 0% *  Higher TNM stage « Lymphovascular invasion —
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i ) : . i ) ) ) ) Postop ctDNA Positive n = 1 (1.4%) 5 % % a o Q c:G Figure 6. ctDNA detection and clearance in the perioperative setting.
The objective is to identify node negative lung cancer patients at high risk of relapse after surgery results z < 8 L _ o _ - _ _
using CtDNA. Patients with detectable ctDNA are enrolled into ctDNA Lung RCT (NCT04966663) n =70 Negative n = 69 (98.6%) g *  The postoperative positivity rate is 1.4%, which is lower than expected. Only one patient (Fig 5
randomizing patients to adjuvant chemoimmunotherapy vs observation. The primary study endpoint 5= 0,01 5= 0.10 5= 0.02 patient D) was positive postoperatively. This patient was upstaged with T3N2 disease treated
for ctDNA Lung Detect is determining rate of detection of ctDNA in perioperative samples in patients ‘ 100% with adjuvant chemotherapy and is now on adjuvant targeted therapy. ctDNA positivity
with T1-2 and multifocal T3-4 (<4 cm) NO NSCLC patients. Secondary endpoints include exploring postop 4 yoar Positive n = 3 (15.8%) ¢ 2| 9 20 6 & & 2 & & g8 & S (20 4 10 2 4 5 persists at 1 year without radiographic or clinical evidence of recurrence.
associations between ctDNA kinetics/status with RFS and OS. ' : : : : - : :
/ CtDNA fi;“'ts 75% « 2 patients have recurred, 1 each in preoperative ctDNA negative and positive (Fig 5 patient B
Methods n- Negative n = 16 (84.2%) , and C, respectively).
Patients with clinically staged T<4cm NO NSCLC planned for surgical resection at the Princess Figure 3, Patient flow diagram (above). 50 1 : *  Detecting micrometastatic disease with a reliable assay to select patients for adjuvant Er;erapy
Margaret/University Health Network (Toronto ON, Canada) underwent ctDNA assessment before and aftersu?gical t was p periop Y, : . . remains challenging. Standard of care for T <4cm is observation but recurrence is high*~.
after surgery ("'1 month, and 1 year). ctDNA minimal residual disease was detected USing the hlghly * One patient did not have preoperative blood work S50 3 . 3 o Our results support Ongoing testing beyond the initial MRD landmark in patients with
sensitive and specific tumor-informed Residual Disease and Recurrence (RaDaR™, NeoGenomics ONA - VA - O 13 3 surgically resected disease, thus we are adding a 6 month collection time point for later
- - - . e e ct negative (n ct positive (n _ T _ o _ _
Ltd, Cambridge, UK) assay (Fig. 2). This assay can track up to 48 cancer-tissue specific specific 3 3 analysis. Assessment of the impact on RFS in clinical stage | NSCLC post resection is
variants in plasma samples with a limit of detection of 0.0011% variant allele frequency (VAF)2. ] ] _ 0% ONnsoin
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