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INTRODUCTION SUMMARY

Clinical validation studies have shown that early dynamic
changes in circulating tumor DNA (ctDNA) tumor fraction

e Quantitative longitudinal changes in ctDNA tumor fraction (TF) stratified patient outcomes in a real-world advanced

(TF) can predict clinical outcomes. Yet few studies have pan-cancer cohort treated with ICIs as early as 6 weeks after starting treatment
explored the clinical value of longitudinal monitoring , , : . . : : :
throughout the course of treatment. Here we evaluate e A longitudinal ctDNA TF molecular biomarker may be a usetul clinical decision-making tool for monitoring treatment

assoclations between longitudinal changes in ctDNA TF
and clinical outcomes in an advanced real-world
pan-cancer cohort of patients treated with immune

checkpoint inhibitors (ICIs). RESULTS

response to ICIs

METHODS Table 1. Demographics Figure 2. In the early on-treatment subcohort Figure 4. Changes in ctDNA TF over time in the longitudinal
cohort definitions: va— ol conort Early onreatment Lomartudina (<6 weeks), MRs have longer rwPFS and rwOS than nMRs subcohort
e The full cohort comprises patients with advanced stage cancer from ohorizziae N % 22 - [ 3 . FIT
the Tempus de-idenl’?iﬁed cl?inicogenomic database Wi%h a pre-ICI AgeatlClstant  Nedian (Range) 63 {40-87) 61 (40-87) % {4a-81) a +—[1 T Motcoulr Ezpeszode Do | 4 :T Longitudinal Molecular Responders
baseline liquid biopsy up to 40 days prior to therapy start and Race Asian 2 (2%) 2 (9%) 1(3%) - | - | | 752/0 i
on-treatment liquid biopsy 15-180 days after therapy start Black or African American 14 (15%) 5 (23%) 3 (9%) , o | ggoﬁ ] :
e The early on-treatment subcohort includes patients with an White 50 (53%) 9 (41%) 9 (54%) (L;L’ e, 1 il S e | 0% —a— | P NPV i WO N————
on-treatment liquid biopsy within 6 weeks of ICI therapy start; four Other Race 5 (5%) 1 (5%) 3 (9%) s | ‘ z ; 75%
patients with ctDNA not detected were excluded Uirawh 24 (25%) 5 (23%) 9 (26%) - - | ll.l__ ggz;o ]
e The longitudinal subcohort included patients with >2 on-treatment Sex Fermale 48 (51%) 7 (329%) 15 (43%) — < (g P NS | D U " P I S—
timepoints Indication NSCLC 30 (31.6%) 1(50%) 11 (31.4%) o . < 75% ] ;
Tumor fraction quantiﬁcation: Sl 1ot &Be) 4i0%) 2i158ue) : Months jfter on-treallfnent samplﬁ3 : Months sfter on-treallfnent samp:(;8 6 ggzjo :
e CtDNA TF was quantified for each sample via an ensemble algorithm, Breast 12 (12.6%) 1 (4.5%) 1(2.9%) Molecular Responder Molecular Responder 00/2 L PP —— J-=-=.— L.—.—
xM for Treatment Response Monitoring, that uses pathogenic variant Prostate 8 (8.4%) 6 (27.3%) 7 (20%) Ao i o : X ; ki 5 o s . ; 750, -
a..le.le frequencies, copy number mfor.matlon, anp! germlme qur mation Other (30 59%) 4 (18.2%) 1 (31.4%) . M;)Iecular Non-;esponder O O o Mgolecular Non-;esponder 2 | ggz;o d
o Limitof blank (LO B) s 0.09% and limit of quantlﬁcatlon (LOQ) s 0.5% Treatment |ICIl monotherapy 0 (42.1%) 12 (54.5%) 9 (54.3%) Cumulative IIESve(nts) 0 3 5 5 Cumulative IIESve(nts) 0 3 4 4 00/2 _ﬁ% _h._l__# —.ﬁ# ;9—?
Molecular response was determined at each on-treatment timepoint: ICI + chemotherapy (57 9%) 10 (45.5%) 16 (45.7%) 1218 24 1218 24 1218 24 12 18 24
e Molecular Responder (MR) if any: Line of Therapy 1L 8 (50.5%) 6 (27.3%) 5 (42.9%) Figure 2. Kaplan Meier curves showing (a) rwPFS (N = 21) and (b) rwOS (N = 22) MOchS after |C| start
0 - ' : _ for the subset of patients with on-treatment samples < 6 weeks of ICI start.
° 2207 decrease In CtDIEIA T 11 basefine and on-treatment = LOQ o 40 (547 15 (06:270) 19 (54.5%) a) MR vs. nMR HRp= 0.34 (95% CI 0.10 - 1.25)a PE%S.OAS- rﬁgdisa?} MCI:? :Sfl.s mo. Longitudinal Molecular Non-responders
- Sage{!ne . tgg a"‘j ?[‘Ogeatmetnt St LOBt L00) SnKnown LT 1E5%) 1% (95% CI 5.2 mo. - NA), nMR = 5.7 mo. (95% CI 3.3 mo. - NA) ] - -
o Baseline > an < on-treatment < ‘ ' ’ ' | ' ' | 75%
_ : . b) MR vs. nMR HR = 0.31 (95% CI 0.08 - 1.25), P =0.050; median MR =17.9 (95% 50% -
” o £50% tocrense i CtDNA TF if baseline and on-treatment > L0 Figure 1. In the full cohort, MRs have longer rwPFS and CLL7.0 mo. - NA), MR =7.5 mo. (95% C13.3 mo. - NA) 25% 1] 2
o Baseline < LQB and on-treatment > LOB rwOS than nMRs . . . 750/2 ] .
o (LOB < baseline < LOQ) and on-treatment = LOO Figure 3. Longitudinal MRs have longer rwOS than 509 - F
¢ Not evaluable if: 1 10047 PSR S H oo longitudinal nMRs 25% - _
O (LOB < baseline < LOQ) and (LOB < on-treatment < LOQ) —= Molecular Responder | 1.00- E LL 0% e
e ctDNA TF not detected if: . - Molecular Non-responder 0.75- | "Lr — 75%7 | ' 3
. <L 50% - - :
o Baseline and on-treatment < LOB . . —+— [ L % 250, _ : :
Longitudinal molecular response was determined for each patient: %’ 0.50- T 9 b | 1 Uefsa ! e R e— e T —
e Longitudinal Molecular Responder if there were no on-treatment = et e | = H—HH i L | ESZ" v f f
samples classified as nMR 0.25- = 0.25- & . T ] D50 - f 3 v
e Longitudinal Molecular Non-responder if one or more on-treatment | S z 0% ettt e
sample was classified as nMR 0.00- | 0.00- 75% : : : : 6 12 18 24
0 6 12 18 0 6 12 18 50% - : '
Outcomes analyses. Months after on-treatment sample Months after on-treatment sample Ly 25% :
e Real-world progression-free survival (rwPFS) was defined as the time e A1t3R'S" ) 6 1 1 T A1t5RiSk (N) : : : R L T — 0% M—— bﬁ—
from the first on-treatment timepoint to progression or death, with olscular Respondar 155 17 9 3 Molecular Responder 44 ™ " ] . 2Tl Ml NoRReRRoHREH 12 18 24 12 18 24 6 12 18 24
event-free patients censored at ICI therapy end or last known clinical ~ Meecwerrommeseenser 20 > ' Melsearon-respondier o000 2 0400 | | | Months after ICI start
record. P.atlents with progrgssmn gvents between ICI therapy start ctDNA not detected 0 4 6 6 ctDNA not detected 0 1 3 3 ’ Months Zﬁer first on-tre;%ment sample ' ® Baseline Molecular Responder Molecular Non-responder O  ctDNA not detected
and the first on-treatment timepoint were excluded Mon;ﬂZfﬂiﬁiigﬁggi 8 12 1579 ?? Mme“fj',‘;fi',iﬁiigﬁﬂﬂg 8 ? 11 12 Longitudinal Molecular Non-responder
e Real-world overall survival (rwOS) was defined as the time from the . | | AtRisk (N) 19 11 - 5 Figure 4. ctDNA TF values (circles) for patients in the longitudinal
first on-treatment timepoint to death or last known clinical recorc Figure 1. Kaplan Meier curves showing (a) rwPFS (N=79) and (b) rwOS (N=92) of Cumulative Events 0 3 5 6 subcohort, colored by Molecular Response status at baseline and each
e Cox proportional hazards models were used to estimate the hazard ‘l\‘/INO(fCI:EL\J/l:lILIzﬁfel?f)g:’[ei;?‘]’t?\?vleefeuII‘ZLWNO(\)/Z;:Ir?I’S(IJDr?]nadne;lS,sir;dg:][e)NAt:]-I;rc]jloeta(’:[lﬁteecetﬁ’?.fl_zh ree Longitudinal Molecular Responder on-treatment time point. Grey vertical lines are ICI start date; red dotted
| . | ival ti yses. One wi v AtRisk (N) 16 12 6 5 il i | : id i : :
J i) or MR it (MR v V) and median sl imes @ rsaman: I apy and i Gorsrs . ar 0 ——F 2 vrialnes e progrssionevris; e solid nes ao desth ovnts
significance level of 5% a) MR vs. nMR rwPFS HR = O..43 (95% CI 0.23 - 0.80), P=0.004; median nMR = 4.0 mo. . | | o . aty - 0 ’ , grey
(95% CI 2.8 - 7.6 mo.), median MR = 8.5 mo. (95% CI 3.6 mo. - NA). Figure 3. Kaplan Meier curves showing the rwOS of longitudinal MRs and shaded boxes are where patient data is censored or truncated at 20 mo.
b) MR vs. nMR rwOS HR = 0.53 (95% CI 0.25 - 1.10), P=0.04; median nMR = 11.3 mo. longitudinal nMRs. HR = 0.16 (95% CI 0.02 - 1.37), P = 0.047. after ICI start.

(95% CI 6.9 mo. - NA), MR =17.0 mo. (95% CI 13.1 mo. - NA).
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