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NOVEL PLASMA BIOMARKER (SENTINEL 10™) CAN DETECT SMALL HCC WITH ALL OTHER MARKERS
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INTRODUCTION

Hepatooallular carcinama (HCC) is the 59 most camman cancer and
I leading cause af cancer death worldwide, with significant health
deparities. Cirhosis & a ‘pre-malignant” disease, and even with poor
guality screaning lools, sereening for HCC is standard-of-cars.
Expecied rates of HCC in cirrhasis is 2-8%/year. Discavery of a cost-
eflective biomarker with high specificity and sensitivity far early
detection af HOC and minimally invasive confirmatary diagnosis could
markedly imprave culcames Tor this deadly diseass,

AIM

We have develeped a liquid bicpsy for early cancer detection called
Sentinel 10™. Our bicindormatics analysie sugpest that Sentinel-10
could detect HOC with high sensitivity and specificty (Figures 1 and
2] I this pilot shady we investigate if Sentinel 10 liguid bicpsy assay
could defect HOC in the satting of cirhosis and ather chronic liver
diseasas (CLD)
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Flgure 1. Bignfomealic anadysks of Senlingd <10
™ ninmarkers for HCC detecton using TOGA
dala bases.

Figurs 2 'n Slco valdafon of Senfing 50 ™
biomariars for HOC deteclion using  Banooiona
GEQ HOC fssue, and Mew York GED HCC
tssue data hases.
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Figure 2. The Senfing=10 DMA mefhyfabion bomarker sel
diferentiales betaean healthy volnlzers (heakhy), palienis with cheonic
Iuer diseases without advanced fiorosis (CLDY), patients with cmhosis
(Corhotc), and patenis wih HCC (CrnHCCL A) Mean mefhglaion
sgnal per marker for heakhy group, EU0 " Ermosis cases, and HGO
cases. Tre y-asis is loa 2 scae. B} Recefoer operating characierislic
(ROC) analysks of thotomarer seb signal fom condrals, drhosis
cases, and HCGC cases

Reculs Bummary

The mothylation signal was markedy higher in subjects with HOC
compared ¥ heany wolumeers (Figune 34 & Figume 4

Cirhote and non-grhoiio Subects with HOC had AFP [and AFP-L3
and DCF , and GALAD soores) levwels less than 20 ngiml [2-<20); <10%
AFFL3, In T ol B cases and all B were slaged as HOC by Baroelona O-
B, PE<D and wiltin Milan crileria.

We aiso otsensed @ signifcant diffrence beteeen HOC and subjects
wilh cimhasis or chronic fver disease {Figure 34)

Figure 4 . Rainbow ool of i meiyaion signal from ihe hiomarker sef on the diferent shady cohors — Healing volumesrs,
chronic fver disease withoul crrhosls (CLD), cirhosks withoul HCC (Cimhotic)l, hepalocelular  cancinoma with

S'I'LJDY DE SIGN crmﬂﬁ:ﬁy&gl The threshald for the ol off value is represented by the dashed horzonal line. The i ads & the loge
soale a Neaks s ihe degree of meethylalion for each indvidual DA medhyialion marker and each subjec in the: siody
T MOW:-MB-231 DMA was used &5 positve conined since al the marers ae metyiabed in this ol line.

Subjecls wih cirhosis and chronic Iver discase has @ higher signal
than heakhy volunbenrs [Figune 34

Tne performance characlenstics of the Senling-10 assay for delecing
HCC i the sefing of oirhosis was senglifvity 585%. specihcly 100%,
and accuracy 57% (Figure 38)
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Liver disease patents undengoing screening dynami MR where defined
ars withoutt HICC by messting LWRADS 1 oriteria, and wih HEEry meeling
LILRADE 5 orieria.

HCC patenis detemined by imaging criteria as abowe.

Tirhasis of non-cimos's was determined by imaging, endoscopy, labs,
WTCE andior biopsy

Senting - 10" lquid biomsy assay s desorbed in delall in Vrba el al 2020

+ AMhough The AFF valses wer not suggesthe of HGC, the increased DMA melhydaton signa
[Sentinel 10} denlifies those cmolic subjects wha had HCC by Dynamic MR| imaging oritera.

+  Expanson ol this pikot siudy 1o a langer blomarker phase 2 and phase 3 shudy are warmanied.
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