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Introduction

® Sybal is an Al model that predicts future
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Conclusion

¢ Cancer-free individuals demonstrate stable Sybil

Results

Table 1. Baseline Characteristics by Cancer Category

Figure 2. Estimated longitudinal LDCT Sybil trajectories

lung cancer risk from low-dose chest Group 0 Group 1 Group 2 trajectores over time, whereas incident cancers show
Characteristic ¥ ol it i Ak accelerating risk beginning approximately 3 years
{:T“_I}:T:l SCATS. (N=3,677) No Cancer Cancer Diagnosed Later CancerBDia?nosed I] s 1 bef Madng n g appred Y=
at baseline ¥
. . —&®— No Cancer (Group 0 | etore dragnoss.
¢ Most prior Sybil studies evaluate cross- SyBll Yewr §iScafe (Group 0) | e . . | .
jonal 1-6-year rick at 3 single time Nondfissidg 3538 (96.2%) 3428 (96.2%) 38 (92.7%) 72 (100.0%) <0.001 [4] —— Cancer Diagnosed Later (Group 1) ! Predicted risk sgnal . Lﬂ’ﬂ"“dml change in 5]!"|:"'|""""'3Ilt Jjust a 5"'"9‘1‘1’ Cross-
; A Mean (SD) 0.0143 (0.0547)  0.0096 (0.0290) 0.0105 (0.0225)  0.2271 (0.2475) : rises before disgnosis sectional score—reveals a clinically actionable
P M sl Median 0.0020 0.0020 0.0040 0.1518 —@— Cancer Diagnosed at Baseline (Group 2) , prediagnostic signal
AT repeated SCNEENnG exXams. Missing 139 (3.8%) 136 (3.8%) 3 (7.3%) 0 (0.0%) _2 ! _ - :
_ [ i _ _ BMI closest to baseline scan I . ¢ D“"_"J‘d'efm:"d "Ii I'J'I'Hh-:}hﬂ'j [‘JE'EE' and EIE"EE'} '.':tl’ﬂtli'}'
¢ Longitudinal Al-derived risk trajectonies N non-missing 3565 (97.0%) 3452 (96.9%) 41 (100.0%) 72 (100.0%)  0.00201 [2] : clinically meaningful nsk, with Level 3 showing
rmay reveal achmically actonable Mean (SD) 28.82 (7.17) 28.90 (7.18) 27.04 (5.95) 25.92 (6.65) | markedly elevated cancer nisk.
: fie window for intensifiad Median 27.95 27.99 26.82 26.11 e | e _ i :
Fm:?m : : Missing 112 (3.0%) 112 (3.1%) 0 (0.0%) 0 (0.0%) —_ _jt | ¢ Sybil nsk -l::a'teg:}r:ei may identify elevated risk even
survesiiance or early intervention oM Catiaery e : when basefine Lung-RADS appears low.
. =
8 1oy . | 1 Underweight 132 (3.6%) 120 (3.4%) 4 (9.8%) 8 (11.1%) 0036331  ¢py | . Enk : s :
be -:':|‘.=a|ra-::!-|:=mf.' '.[-E-n']rpar.a Sybi Healthy Weight 997 (27.1%) 959 (26.9%) 14 (34.1%) 24 (33.3%) — ! These Imdm-g; MF'EGT mﬁﬁdf:ﬂ:ﬁm intlrmr'ung
risk T"':;'J“'Eﬂmr':'s and clincally Overweight 1094 (29.8%) 1066 (29.9%) 8 (19.5%) 20 (27.8%) o :3"5'“3'9"""5' and |:r|:m|::|-e a rationale for prospective trials
FI"I('i]"HIQTU' sk thresholds FIII'E'-I'_IEI:FI'IQ Obesity 1342 (36.5%) 1307 (36.7%) 15 (36.6%) 20 (27.8%) o _ﬁ . IFITE'-I_I'TEFL':'I‘IIQ '.'.zjl'bll tI'EJE'f.ZTI!HiE‘& with biomarker-based
lung cancer diagnosis. Missing 112 (3.0%) 112 (3.1%) 0 (0.0%) 0 (0.0%) — | early detection.
Family History of Lung Cancer i
No 2368 (64.4%) 2296 (64.4%) 21 (51.2%) 51 (70.8%) 0.00485 [1] , e e - .
Meth !.':I Yes 564 (15.3%) 531 (14.9%) 14 (34.1%) 19 (26.4%) | P T : Il:lll'ltl'.LEI] |I'.|‘IP|I!CE.|]-I:IFIE: 1'||||'I'.-'|-I.I!-EI| Overview
ethods Missing 745 (20.3%) 737 (20.7%) 6 (14.6%) 2 (2.8%) | % coeneration l:lﬂ.-gni
| -
® Rpal-wwarid !'l..-""lg CaneT ﬂfﬂ'[‘"-il'lg cohert L:HQ-RADS Category . ﬂ ] : G <0.001 [3] —E | .-._..3 TE'IHIEI E:EII:[E d-lﬂgfhﬂi o 9 9
(21.3%) 776 (21.8%) 8 (19.5%) 0 (0.0%) 3 = - :
wath repested LDCT scans ond 2 2035 (55.3%) 2004 (56.2%) 26 (63.4%) 5 (6.9%) I Reutine annual Rising Sykil trajectory Actionable
- . ' ' ' | ' : E theeshold crossed
langitunal Year 1 Sybi scores 3 416 (11.3%) 409 (11.5%) 2 (4.9%) 5 (6.9%) , LDCT screenng - next steps
o oo _ 4 27 (0.7%) 22 (0.6%) 0 (0.0%) 5 (6.9%) | =
& Putic :;-;rﬂ.imf- :La*;ﬁ'd ,_.,:,_.3"3 g'u”F_H' 4A 210 (5.7%) 197 (5.5%) 4 (9.8%) 9 (12.5%) | prediagnasis) . .
Group 0 = no "-'5""“"' TN TORCw=up., 4B 93 (2.5%) 61 (1.7%) 1 (2.4%) 31 (43.1%) _’m : : I I ] » .
Group 1 = cances ':"'"’5"'_":"5'9':' during 4X 40 (1.1%) 23 (0.6%) 0 (0.0%) 17 (23.6%) J ' | | Py *
follow-up after a negatve baseling Missing 46 (1.3%) 46 (1.3%) 0 (0.0%) 0 (0.0%) -4 - -4 -3 —E -1 ﬂ =
screen; Oroup 2 = cancer detected Group 0 = No Cancer Group 1 = Cancer Diagnosed Later Group 2 = Cancer Diagnosed at Baseline thEI’E [ ' ' - PSR
b-ﬂ"-:""-'.' 11;-"'"':1'""3 [1] Chi-square test; [2] ANOVA; [3] Fisher exact test; [4] Kruskal-Wallis rank-sum test. TEErS dmg“nﬂls IE&dlng tI:IIT ﬂ p
Group 0 and 2t diagnosss for Groups 1 Figure1. BaselineYear 1 logit (Sybil score) Table 2. Baseline Year 1 Sybil risk categories by relative nsk and baseline Lung-RADS (<0.005) annual screening =L
and 2: prioe scans were assigned distributionby diagnosis group _ g > e R o e e e R o ==
rllf'Ehﬂ;-'-"-"Lll'l'li'."l'-!I-I'-.-"li'L 2 N Syb“ Year'1 Cancer n RR 959, CI) BaSEhne Lung'RADS dIS‘tI‘IbUtIOI"I, n (A}) Level 2 Consider Shortened-interval P
* Mised-sfects models with Enear and o Predicted Risk A FoK _—_m 0.005-0.025) surveillance / doser F
quadratic trme termms estimated v e e follow up &
longrtudknal mik tassctonet; Wald tests 8 0 J ) S
ichersifed when Group 1 '!TE‘II}EH.:" - Level 1 2,522 37& 1.00 591 1,513 252 11? 42 Expedited WOTkUp,
became sigreficartly positive. 3 KD (<0.005) (1.5%) (Reference) (23.4%) (60.2%) (10.3%) (4.6%) (1.6%) Level 3 biomarker integration,
® Baseine characteristics and Sybil risk Y (>0.025) precision screening / :
cateqones were compansd with cancer revention trials
. A b Level 2 17 1.56 145 360 109 108 20 L P
incidence and Lung-RALS — 742
_ ® (0.005-0.025) (2.3%) (0.88-2.76) (19.5%) (48.5%) (14.7%) (14.6%) (2.7%)
& Model-derved thresholds of 0.5% and g ; . . :
2.5% in the Sybd Year 1 predicted risk Z ~b- % Many higher-risk patients stll had low Lung-RADS (1-2)
g = 68% of Level 2 and 38% of Level 3.
score were used to define clmscally o)) |
nterpretable baseline risk groups. O _8 | . Level 3 274 56 13.93 24 80 28 133 9 :
3 (>0.025) (20.4%) (9.37-20.70) (8.8%) (29.2%) (10.2%) (48.5%) (3.3%) FlgurE LE*QEHI:'S
_’IO — Fiqure 1. Bow-and-whveker plot of hasadne Year 1 ko] Sybed score by
Group 0 Group 1 Group 2 plete
2 rc‘;p e “:OsedL ; ;F’ g Tnd) — 110 B 760 1,957 396 356 69 dhagnoss groug
o Lancer  Cancer Diag ater anera;ae?i:e ' (3.1%) (21.5%) (55.3%) (11.2%) (10.1%) (2.0%) Figure 2. Longer cervisd panel showing estimated longituchinad LDCT 5361
. _ : _ : trapecTones for the Do groups. Group T demonairales aC0nkr2000 M ftk
Cancer Category We thank the Sybil Implementation Consortium for its collaborative contributions and gratefully Vi b i iaaseicus Disdates nubl snd Giiis 3

acknowledge funding support from El Lilly and Company and AstraZeneca.

bogrs of hugh risk near S Tod




	Slide Number 1

