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Abstract Patient Sample Cohorts Used for Development and Testing Predictive Capability of Xerna TME Panel for Anti-Angiogenic Therapy Predictive Capability of Xerna TME Panel for Immune Checkpoint Therapy
. . . . . . . Tumor Type Independent Cohorts Xerna TME Panel Successfully Predicted Outcomes
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Suppressed T cell Inactive T cel 18 M1 macrophage y phag PMN 5 -1 A B 5 -1 + 5 5 -1 " X Q . and tumor response based on RECIST criteria, Shown aCCOI'ding to the legend. Xel’na TME Panel ( 085 ) 0 54 (7/_] 3) 0 92 (55/60) 0 58 (7/_] 2) 0 90 (55/6‘])
0.00 s 2 = 2 z 2 ili 62/73 ’ ’ ’ ’
. . . . . . : : : i iatics — i 1 IA >90% Probabilit
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) ) i ) ) A. Immune biomarker scores from a subset of the cohorts (N=1729 samples) were graphed according to their distribution. Scores range from -1.0 Angio Biomarker- PD-L1 CPS =1 0.59 1.00(12/12) 0.51 (29/57) 0.30 (12/40) 1.00 (29/29)
blOIOgyz and the machine lealjn‘lng neural network that comprises the Xerna TME Panel ?lgorlthn} has learned to 1.0 with negative scores represented in the A and ID groups and positive scores represented in the IA and IS groups. B. Violin plots for both the positive (A + IS (209?28) 0.58 (11/19) 0.62 (18/29) 0.50 (11/22)  0.69 (18/26) (41/69)
interactions between these critical processes. The Xerna TME Panel can be used to classify a patient’s tumor Angio and Immune Biomarker scores across multiple combined cohorts (N=1729) demonstrate the binary-like distribution of biomarker subtypes) 0.85
microenvironment along an immune and angiogenic axis, resulting in one of four TME phenotypes—Angiogenic (A), designations. C. Schematic of the output distribution of the Xerna TME panel contrasts with most current biomarker assay outcomes that are near- (62/73) 0.38 (5/13) 0.95 (57/60) 0.63 (5/8) 0.88 (57/65)
; at normal in their distributions and often cannot define clear thresholds for positive and negative populations. D. Activation scores (y-axis) were Random 0.53 £ 0.064 0.40 £ 0.081 0.61+0.053 0.40 £ 0.081 0.61+0.053
Immune Active (IA), Immune Desert (ID), and Immune Suppressed (IS) (figure above). Each class, or combinations of d dont o from the ACRG. S: Cohort, and TCGA-STAD (stomach ad : ) datasets f . p
e : : g ] : o . computed on patient samples from the » Singapore Cohort, an - stomach adenocarcinoma) datasets for gene sets representing . L L ACC (accuracy): number of correct predictions /total number of predictions
classes, gan.be .pr.edlctlve of treatment outcome Wl‘[.h Varlogs target§d therapies, 1.ncluc.11ng anti-angiogenics and angiogenesis and mesenchymal biology, inflammatory response and immune suppression. The gene sets were manually derived subsets of the ACC. (-a?curacy). .number of correct predictions /total number of predictions Sensitivity: true biomarker responses / total actual responses
CheCprIHt lnhlbltors’ as Well as nOVel drugs targetlng the Intersection Of these blOIOgles' GSEA MSIgDB Hallmark collections and are listed above each plOt In each plOt, the datasets are colored aCCOfding to the legend and grouped by Sensl‘th{tyi true b%omarker responses / total actual responses Specificity: true biomarker non-responses / total actual non-responses
TME subtypes A, IA, ID and IS. All pairwise comparisons between TME subgroups were analyzed for statistical differences in mean activation f’ll)’e\fl{lmti.' true blg'mte{rker nlon-)responljfas / tolt(al actual non-/resp(insesd. b . PPV (positive predictive value): true biomarker responses / total predicted biomarker responses
score with (*) indicating p-value < 0.05, (***) indicating p-value < 0.0005, and “NS” indicating no significant difference. positive predictive value): true biomarker responses / total predicted biomarker responses PV ti icti Tue): t ; Kk - total ict i k -
Xerna TME P an61 WOI’kﬂOW P ) P ¢ s NPV (negative predictive value): true biomarker non-responses/ total predicted biomarker non-responses NPV (negative predictive value): true biomarker non-responses/ total predicted biomarker non-responses
\ Xerna TME Panel TME Calls are Prognostic Across Multiple Tumor Types and Patient Cohorts Summary and Conclusions
O | prob=3% . A *  The Xerna TME Panel is a machine-learning based, artificial neural net model using RNA-Seq technology for RNA
" ACRG Gastric, N=298 B. 1c6A Melanoma, N=472 C. cr colorectal, N=557 D. i1 colorectal, N=264 A. Kaplan-Meier (KM) plot of overall survival in the ACRG gastric derived from FFPE tumor tissue.
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g “, 0 N oS DFS 0S grouped by TME subtype. *  Identifies the dominant biology of the tumor microenvironment and assigns into therapeutically actionable tumor
— - "3 0s o subtypes defined by angiogenesis and immune gene expression.
o prob = 2% ‘ % o . ' B. KM plot of overall survival in the TCGA melanoma cohort (N=472;
@ 2 07 @ . . . . . .
2 g 3 8 g tastatic patients with temic th . . . . . . . L
g oo ; 06 5 T o :i gﬂ;ﬁ;?é %rynTli/[a]; :Jgtsgéen s with no prior systemic therapy) *  Model was trained on biology, validated on multiple clinical cohorts, and tested for prediction to drug response
orob = 2% j H 3 5 ‘; across hundreds of samples from multiple different tumor types.
a—— oo E Z: B~ 8 £ C. KM plot of disease-free survival in the CIT colorectal cohort
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ode 2 (Immune) 0 > . (N=557; Stage 0-4 patients who had curative surgery) grouped by *  ANN algorithm outputs have robust and binary-like distributions, allowing for high confidence biomarker calls.
: 02 02 : TME subtype.
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o — , ————————— . : : : ‘ : : : —_— ————————————————— D. KM plot of overall survival in the CIT colorectal cohort (N=264: *  TME subtypes have varying prevalence across tumor types, have prognostic value for determining survival and
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Gene expression data (SAMPLE) is analyzed through a machine learning-based artificial neural net algorithm (MODEL) Months Months Months Months Stage 3-4 patients who had curative surgery) grouped by TME disease recurrence risk, and are predictive for response to anti-angiogenic and immune targeting therapies.
which provides a single subtype designation (OUTPUT) that is based on probabilized scores of the TME subtypes TN T TS T s [ A J [ s | I T s | subtype.
(CONFIDENCE). Shown here is a representation of a single tissue sample analyzed by the model with its subtype mdan 80 medamad  medam 18 e T WeGAN  whisith sl vl e R e R M. «  Xerna TME Panel has been validated as a CTA for the upcoming REVELARE trial (Ph3 Ovarian for Navicixizumab)
’ : : 95% Cl: 43-147 mth 95% Cl: 59-135 mth  95% Cl: 42-106 mth . .
designation “ID” and visualization on a latent space plot highlighted as a green circle. and is in development as an RUO and CDx .




