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BLOOD TEST DETECTS 78% OF COLORECTAL CANCERS AND
59% OF ADVANCED ADENOMAS AT 90% SPECIFICITY

INTRODUCTION COMBINED PATHWAY COULD INCREASE CRC AND AA SENSITIVITIES

91% =~ 72% = 15%
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* Detecting colorectal cancer * CRC diagnosis relies on confirmation by colonoscopy. The Dxcover Liguid Biopsy may be utilized in different
(CRC) in early stages of the SEe S " * The CRC+A v NC model represents the most applicable classifier for a screening test to identify both { i J @t (Golonosoony ) ways in the preceding diagnostic pathway. It could be placed as an additional gate-keeping test, reducing the
disease reduces mortality by oo Negienel RSHa CRC and adenoma patients for rapid referral to colonoscopy; with an area under the curve (AUC) of l Negative nuMber of patients going to colonoscopy; alternatively, it can be applied as an add-on test, improving
enabling the removal of pre- 0.88, the Dxcover Liquid Biopsy is an excellent candidate for a CRC screening tool (Figure 4, left). sensitivity of early detection efforts and directing more patients to colonoscopy (Figure 5).
cancerous lesions and earlier ~ F8Ure 1'.01R C5-vear Survival Post * From the CRC+A v NC model, at 90% specificity, the overall CRC sensitivity was 78%. The test DXCQZER Fositve (Ookoroocons) -, If the Dxcover Liquid Biopsy is used as an add-on to FIT testing, patients would be referred for rapid
treatments (Figure ). P1agnosis. successfully detected 83% of stage |, 73% of stage Il, 769 of stage Il and 879 of stage IV CRC. ! Nz colonoscopy if either test has a positive result. When the tests are maximally concordant, the combined

* Screening for CRC is recommended for average-risk adults Furthermore, 599 of AA patients were predicted correctly (Figure 4, right). RO@ sensitivity is simply the maximum of the two tests; all cases that would be detected by the less sensitive test
aged 50-75 to detect CRC before it progresses.2® * The CRC v NC model had an AUC of 0.93 (Figure 4, left). At 909 specificity, the overall CRC sensitivity ol are also detected by the more sensitive. When the tests are fully independent, the results are concordant only

* Most CRCs develop from adenomas, among which advanced was 8096, and by CRC stage: 83% (1), 73% (ll), 769 (lIl), and 1009 (IV). Fieure 5. Combination of Dxcover 89 often as we would expect due to chance alone (Figure G, left).
adenomas (AA) are considered to be the Clinioally relevant 100 test withFT. Combining Dxcover and FIT Combining Dxcover and FIT (with Adherence)
precursors of CRC.4 . | T o . .

* Although, current screening methodologies cannot reliably R " When considering aolhe_renoe, only 43% of av?rage |I g/r:c 86% - \I g/;o
identify AAs, highlighting the need for alternative strategies. o § > risk adults com!oly W'th_ §tool-based sc_:reenlng.5f6 . 7% o s | . 75% o

*g 20 Hence, the ‘effective sensitivity’ of FIT alone is only 32% 645% =g ”

* Tumor derived signals 59% 589%

56 %

53 %

for CRC and 109 for AA (Figure 6, right).
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the non-tumor derived m o | ——— oo 7995 ) 83% 73% 76% 87% (5909% ) adherence.° Therefore, there is an even greater p5 | 24% 25 -
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. Adenoma St ll sensitivity does not consider 'non-advanced’ adenomas (n = 7 of 99); Overall adenoma sensitivity is 58%.* . I (FIT) Concordance | Concordance (FIT) Concordance | Concordance
stages of the disease stagoll o Specifity ARy coes e o chanoect cnomas (7 of 6 vl sersky 2 * FIT testing has addressable shortcomings, and the j j j j
(Figure 2) N emergence of new technologies is essential to _ . | o | _
= ' o GIDNA o ort GRC screehin Figure 6. CRC and AA sensitivities (left) and effective sensitivities (right) of FIT combined with
* For reliable detection of 'rwnomg Figure 4. ROC curves (left) and sensitivity values at 90% specificity (right) from the CRC+A v NC model. oy &- Dxcover® Colorectal Cancer Liquid Biopsy.

pre-cancer and early-

stage cancer, screening  Figure 2. Availability of tumor derived
tests must also be information isdirectly related to disease
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t . : : i - i i The authors would like to thank the staff at NHS Tayside, and Ninewells Hospital and
NON-tUMOF SOUFCES. This ollscovery cohort was COI’T\|OI’ISGO| of 296 patlents’ IﬂC|UO|Iﬂg 100 Orohn's oF GySpiasE (;;) Medical School (Dundee, UK) for their contributions to patient recruitment. The authors
* The Dxcover® Colorectal Cancer Liquid Biopsy is a colorectal cancer, 99 adenoma, and 97 non-cancer samples (Figure 7). would also like to thank the patients for their involvement in this study; as well as their
. : . _ _ _ _ Lipoma Sverticuods ™ families and caregivers.
spectroscopic test that interrogates a blood sample with B8 ¢ All cancer samples were collected from patients with a histopathological | DROP DRY.DETECT.

Infrared light, initiating molecular vibrations, and generates a [ confirmed CRC diagnosis. Non-cancer samples comprised a variety of non- o Poys
distinctive signature that represents the whole biomolecular *', malignant conditions (Figure 7). Vosa _ @ * We DROP 3pL of hum?n blood serun@';
- - ket . . Profapse Towy . NS onto three wells of a Dxcover
profile of the sample (Figure 3). | * The adenoma samples were categorized as ‘advanced’ (n = 92) if they were o — | _ REFERENCES
a Bk . . . . . - Sample Slide, leaving well O blank for
e classed as: (i) carcinoma in situ/high-grade dysplasia/villous growth pattern Cancers (n =100) _ 1. Siegel R.L. et al, C.A.Cancer J.Clin, 2022. DOI: 10.3322/caac.21708
] _ _ | fits _ y . o background collection.
= PROTEIN (e.g, Globulin, Albumnin) R (any s|ze),' or (||) adenomas/serrated lesions > 10 mm in size. Adenomas were Fisure 7. Full patient cohort (n = 296) o 2. NICE Bowel Screening. Available from: https://cks.nice.org.uk/topics/bowel-
LIPID (e.g, Fatty Acids, Cholesterol) o L | / _ - - - 7 ' ' o After that, we DRY the slide inless than screening [Accessed March 2023]
classed as ‘'non-advanced' (n = 7) if they were <10 mm in size.
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] CARBOHYDRATE  (e.g, Glycogen, Glucose) : : ®1 imu i : 3. USPSTF Screening for Colorectal Cancer. Available from: https://mwww.us
L Patient blO(_)d serum san_n_ples _Were analyzeol using the DXC(?VGI‘ L.IO|LIIO| BIOPS)/ DXCOVGI’® Liquiol Biopsy Platform for preventiveservicestaskforce.org/uspstf/recommendation/colorectal-cancer-
L Platform (Figure 8); it utilizes infrared spectroscopy combined with machine _ screening [Accessed March 2023]
REd _ _ . . o spectral collection.
; learning algorithms to predict the presence of disease. 4. Brenner H. et al, Gut, 2007. DOI: 10.1136/gut.2007.122739

* We then DETECT the presence of
cancer; the spectra are fed into a

* A nested cross-validation (CV) strategy was used to develop the machine 5. Fendrick AM. et al, Cancer Prev. Res. (Phila.), 2021. DOI: 10.1158/1940-6207
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i learning models. Patients were randomly split into training and test sets with a | SRl | 6. Guardant Health presentation at the annual JP Morgan conference (Jan 2023).
J_} ii:; . _ - _ _ trained classification algorithm for Available from: https://investors.guardanthealth.com/events-and-
— . . = . . e 70:30 split; this was repeated 51 times and results were then averaged. _ L oresentations/presentations/default.aspxn [Accessed March 2023]
(cm™) 3500 3000 2500 2000 1500 1000 o C e . . disease prediction.
Gl Spectra from individual patients were not allowed to be present in both the 7.Imperiale TF. et al, N. Engl. ). Med., 2014. DOL: 10.1056/NEJMo0al311194
iy . . )
Figure 3. Infrared spectrum detailing the main blood serum components. AT training and test sets for a given resample. Figure 8. Dxcover® Sample Slide (left) and Dxcover® Platform (right). 8. Cameron JM. et al, Neuro-oncol. Adv,, 2022. DOI: 10.1093/noajnl/vdac024
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