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FIGURE 2: Screenshots of the ONCOPRE application as seen on a desktop PC (accessible at http://www.oncopre.com/) FIGURE 4: Key assumptions and linear regression models that form the basis of ONCOPRE predictions
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OS (months) 1-year OS High risk features Multiplier HR (OS) High risk features Multiplier HR (OS) Cytogenetic attribute Multiplier HR (OS)

Stage 1 97.2% 94.2% Pre-first line 30 0.85 No high risk features 1.04 0.56] Right-sided tumor 0.85 1.83 MSI positive, no chemo 0.65 -

Chemotherapy benefit prediction model for colon cancer Chemotherapy benefit prediction model for colon cancer Chemotherapy benefit prediction model for colon cancer Stage 2a 85.4% 78.4%|  |Pre-second line 2 08| |One high-risk feature 0.93 167)  |ECOG 2+ 0.33 4.80|  |BRAF +ve effect on stage 2 OS 0.58 3.83

Stage 2b 68.1% 55.1% Multiple or refractory 13 0.54] Two+ high-risk features 0.63 4.78] Poor histology 0.56 3.50 BRAF +ve effect on stage 2 DFS 0.58 1.93

. 1 a.c L] 1 2 a L] 3 . . 3 L] 3 L] 2 3 4 a Stage 2c 19.8% 3.1%| Peritoneal metastases 0.81 2.10 BRAF +ve effect on stage 3 OS 0.71 1.67
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Calculator CALCULATOR ABOUT TERMS Calculator CALCULATOR ABOUT TERMS Calculator CALCULATOR ABOUT TERMS Stage 3b 56.9% 40.0%|  Loupakis et al 2014, and other publications Popat et al 2005, and Roth et al 2010 First-line PFS < 6 months 0386 1.80
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Patient's sex
Dynamic hazard ratio function for the benefit of 5-FU/LV on OS
The hazard ratio improves with worsening baseline survival

Dynamic hazard ratio function for the benefit of 5-FU/LV on DFS
The hazard ratio improves with worsening baseline survival

Dynamic HR function for the benefit of FOLFOX/CAPOX on OS
The hazard ratio improves with worsening baseline survival

Dynamic HR function for the benefit of FOLFOX/CAPOX on DFS
The hazard ratio improves with worsening baseline survival

Dynamic hazard ratio function for the effect of BRAF mutation
On OS and DFS based on baseline survival (stages Il and Ill)

TNM staging TNM staging TNM staging 1.00 y = 0.4031x + 0.4466 1.00 y = 0.5409x + 0.4425 1.00 y = 0.3369x + 0.2636 1.00 y =0.3176x + 0.3615 5.0 y = 12.603x - 7.0993
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T, depth of invasion N, nodal invasion T, depth of invasion

T3 (tumor is in the outermost layers of the colon) NO (no tumor is found in lymph nodes) T3 (tumor is in the outermost layers of the colon) NO (no tumor is found in lymph nodes) T4a (tumor has breached the visceral peritoneum)

M, metastatic disease M, metastatic disease M, metastatic disease

MO (there are no distant metastases) MO (there are no distant metastases) M1a (tumor has spread to a distant organ or lymph node) 4 0.60 0.60 0.60 0.60
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the presence of HRF, BRAF mutations, and MSI. Our

predictions compare favorably with the outcomes of

landmark trials and historical data. They are precise,

generally more optimistic than historical data, and are

able to handle a wider set of circumstances than

have become indispensable tools for helping
physicians make correct treatment decisions and inform
care. For colon cancer specifically, CDSTs such as
Adjuvant! Online and Numeracy are frequently used by
clinicians to estimate the benefits of adjuvant
treatment. Existing CDSTs, however, have not been
able to keep abreast of advancements in our

. High-risk features in stage Il colon cancer include: S e ) . High-risk features in stage Il colon cancer include: Prior systemic treatment for metastatic disease PFS of 1st line palliative chemo < 6 months
* Bowel obstruction or perforation
* Pre-operative CEA over 5 ng/ml

* Indeterminate or positive margins
* Specimen has < 13 lymph nodes

¢ Lymphovascular or PN invasion

* Bowel obstruction or perforation
* Pre-operative CEA over 5 ng/ml

* Indeterminate or positive margins
* Specimen has < 13 lymph nodes
* Lymphovascular or PN invasion

Progressed on 1st line systemic treatment Not applicable

Each dot represents a hazard ratio extrapolated from a clinical trial

Metastatic prognostic markers

Right-sided tumor ECOG =2

Yes (worse prognosis) No (better prognosis)

FIGURE 5: ONCOPRE algorithm pipeline in detail
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cancer outcomes based on epidemiological data and affect outcomes. The ONCOPRE platform serves as a T R S s G pepin s e s )

the results of landmark trials. To validate ONCOPRE's potential model on which to develop prediction tools
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Adjuvant capecitabine (CAPE) or 5-FU with leucovorin (5-FU/LV) is predicted to improve 5-year OS by 3% and 5-year DFS by 3%. 56 /Q il 1
Studies have demonstrated that capecitabine is non-inferior to 5-FU with leucovorin and offer similar outcomes. However, please Adjuvant capecitabine (CAPE) or 5-FU with leucovorin (5-FU/LV) is predicted to improve 5-year OS by 15% and 5-year DFS by 22%. zo
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