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Results

e MRD positivity rates and ctDNA gquantification (mean tumor molecules/mL) for patients with

Background

e Colorectal cancer (CRC) cancer is the second leading cause of cancer-related mortality in

the United States MRD rates across early-stage and oligometastatic CRC patients reflect

— A great amount of variability exists in the 5-year relative survival when stratitied by stage
t di IS with 90% ival for localized - decliningto 71% f jional 1 tDNA detecti ignificantl lated with st f di 0.0001; Chi )
S e e e T o expected relapse rates and demonstrate treatment response dynamics |l

a significant covariate associated with the ctDNA-positivity (Table 4)

i n a Cl i n i Ca/ /y u S ef u I Wa}/- * In patients with radiologically measurable active metastatic disease as demonstrated

in Table 2, ctDNA detection rate was 100%. On the contrary, patients with advanced/
metastatic disease who had partial response to treatment or no evidence of disease (NED)
showed 60% and 33% of ctDNA-positivity, respectively

- The clinical utility of ctDNA as a non-invasive biomarker has been well established in ;I'ablf 1.'MnRII:I) ra’;es i"g dC:SI:,::I;IAquUI?I;‘t(I)“F,{g‘ |(onat|e3r;c§)wﬂh :'9:”';9 2-i npgggp:a%igﬂ Malzl[\:aic:::gvaenzlajl?sovn?e iglr;i’i;rggc * In neoadjuvant (presurgical/pretreatment setting), ctDNA detection was 100% in
iterature for MRD detection and for stratifying patients based on their risk of developing ocoregionaily advanc 9 - urgery 9 y 9 oligometastatic CRC patients, compared to patients with any definitive therapy; MRD

relapses _ o o | Quantity of GIDNA (MTM/m) patients postsurgical timepoint (49%), during adjuvant treatment (33%) and surveillance (46%)
dles
Table 3
— Prospective evaluation of ctDNA-based testing in clinical practice has been limited to ) mm (A) Stage I-lll CRC Patients (B) ( )

ocal and regionally advanced (stage |-lll) CRC, metastatic CRC and oligometastatic CRC
are presented in Table 1, 2, and 3, respectively

— Although surgery is considered the preferred curative treatment for local or regionally
advanced CRC, approximately 30-40% of CRC patients relapse after resection with
~80% of relapses occurring in the first two years®*

e Circulating tumor DNA (CtDNA) testing can be used for the assessment of minimal
residual disease (MRD) in patients with early-stage or advanced CRC

Oligometastatic Patients

date Neoadjuvant setting 4/5 (80% 21.04 11.69 0.24-60.55 MRD timepoint) (MRD timepoin) * |n patients with locoregionally advanced CRC, MRD detection rates were observed to be
Post-surgery MRD (Stage |) 2/15 (13%) 2.65 2.65 0.13-5.18 low within 2 weeks post-surgery, whereas the background cfDNA levels were found to be
MethOdS Post-surgery MRD (Stage ll) 7/68 (10%) 78.5 1.33  0.31-543.77 @ 100- "o NT9 NTES L4 , 100 D T 12 elevated. This may suggest that this timepoint is suboptimal for MRD detection due to the
o Atotal of /15 plasma samples were analyzed from 939 unique CRC patients who Post-surgery MRD (Stage Il, T3NO) 3/53 (5.6%) 1.63 1.74 1.33-1.84 _‘§ = ‘q:'; e 3 increased cfDNA load from surgery. In contrast, the timepoint 6 weeks after surgery would
underwent ctDNA MRD testing as part of an early adopter prograinmn across the Post-surgery MRD (Stage I, T4NO) 4/14 (28.6%) 136.24 0.44 0.31-543.77 iy 25 - 8 g E 75 8 g be appropriate for MRD detection, when the cfDNA levels have normalized close to the
spectrum of CRC management Post-surgery MRD (Stage 11l ( 21 6539/77; ) 48.81 1 03 0.13.870.2 ;..% 6.0 5 § _g i pbaseline. A similar trend was observed Iin the oligometastatic setting post-surgery as well
— This cohort included 432 patients with colon cancer, 77 with rectal cancer, 27 with 2 § 50 55 'g" g 50 = (Figure 2).
lower gastrointestinal cancers (anal, appendiceal, small bowel). Majority of patients Post-surgery MRD (Stage lll, low-risk: T1-3N1) (9.3%) 243 0.40 0.23-6.67 < 4 Zg < 4 ? Pof
were male (57%, n=304) with an average age of 61 years Post-surgery MRD (Stage IlII, high-risk: T4, N1-2, T 15/38 o o s % 25 c_% % 25 , % ererences
o A persgnalized and tumor-informed mu|tip|ex PCR assay Any, N2) (39.4%) | | | | > r S r 1. NCI - Surveillance E, and End Results Program. Cancer Stat Facts: Colorectal Cancer. https://seer.
(Signatera™ bespoke, mPCR NGS assay) was used for the detection and guantification During-j ldvant Therapy o (5.220) - - e > ) 5 o 3 ’ o o o ¥ 2. éecl)rl]greerlcgtj;)l\/é)sat\ii?ls:gzgl/a%c;llolzriegcjllrzts.n;b1 7-2019. Atlanta: American Cancer Society. 2017 .
of ctDNA for MRD assessment (Figure 1) Surveillance 4/103 (3.8%)  36.65 4.76 2.29-134.8 4@& 4&&* & o&(\ 06& 0(59 3. Purandare NC, Dua SG, Arora A, et al. The Indian journal of radiology & imaging. 2010;20(4):284-288.
* The study evaluated the relationship between ctDNA status and clinical outcomes Table 2. MRD rates and ctDNA quantitv in metastatic CRC v ,\5»& QI\(Q ,\ﬂr& ‘V‘b& 4. Colorectal Gancer Monitoring. Laboratory, Elite Healthcare. 2016,25(9):14.
iINncluding radiologic imaging and multivariable analysis was performed with all clinical - ) ay qu ty . _ > R.emert 1, Henriksen TV, Christensen &, et al. JAMA Oncology. 2019;5(8):1124-1131.
patients on treatment monitoring (n = 41) Time From Surgery Time From Surgery 6. Tie J, Cohen JD, Wang Y, et al. JAMA Oncology. 2019;5(12):1710-1717.
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Mean Tumor Molecules/mL

E’ Neoadjuvant (presu rgical) 9/9 (100%) 3045.04 30.53 0.49-27,077.71 High-risk vs Low-risk 1.90 0.60 4.21 0.35 gpaShtOOﬂkaSi Copies of this poster obtained through Quick Response (QR) Code are for personal use only

§ - . . teraoncology and may not be reproduced without permission from ASCO® and the author of this poster.
no| 8 ) . 5 ) ctDNA as dependent variable and covariates as independent. e

Days after surgery MRD (post-surgical) 26/53 (4976) 494.15 >0 0.11-13274.05 *High-risk: obstruction, perforation, LVI/PNI, undifferentiated/high grade histology, insufficient LN sampling, positive

During Adjuvant Treatment 5/15 (33%) 4.54 2.21 0.48-17.75 margins American Society of Clinical Oncologist | Chicago, IL | May 31 - June 4, 2020



