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Y ICON7/AGO-OVAR 11

( n=1528 \ BEBBRE caboplatinAuc 5 or 6

FIGO stage I-IIA 11 BRBRRN Feciitaxel 175 mgim?
(clear cell or grade 3)

or FIGO stage lIB-IvV | R

« Surgically debulked :
histglogiglally III... Carboplatin AUC 5or 6

\ confirmed OC / BRRRRN Paciitaxel 175 mg/m?
n

Bevacizumab 7.5 mg/kg q3w
18 cycles (12 months)
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PFS and OS
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G Molecular Classification of
HGS Ovarian Cancer

TCGA Tothill, et al
@480 tUMOUIS mep = 245 TUMOUIS el

The Cancer Genome Atlas Research Network, Nature. 2011 Jun 29;474(7353):609-15
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o) OS for TCGA subtypes in
Separate Mayo Cohort (n=173)
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with bevacizumab.
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A Objectives

» Reproduce TCGA molecular subtypes in AGO-OVAR
11/ICON7 FFPE samples using DASL whole
genome array

» Determine if response to bevacizumab, as measured
by PFS and OS, differs by TCGA molecular
subgroup

» Hypothesis: Subtypes with proangiogenic sighatures
might derive more benefit from treatment with
bevacizumab.
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Patients enrolled in AGO-OVAR11 (German ICON7 Cohort)

Paraffin samples (FFPE) available

RNAisolated from FFPE macrodissected samples with >70%

tumor nuclei

Whole genome DASL gene expression array data

Gene expression array data
passing quality control

Cases of OV, PP or FT cancer confirmed
by Centralized Pathology Review

Presented by: Boris Winterhoff PRESENTED AT:

Presented By Boris Winterhoff at 2014 ASCO Annual Meeting



MAYO
CLINIC

‘¥ TCGA Supervised Clustering

K=4

Genes

Samples
Cophenetic coef.=0.9934
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Molecular Subgroup

Stage
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Debulking status
OPTIMAL
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missing

High-risk of progression
(sub. stagelll + stage V)
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Differentiated

Baseline Characteristics

Immunoreactive Mesenchymal Proliferative

N=73 N=122 N=68 N=96
18 (24.6%) 16 (13.1%) 4(5.9%)  11(11.5%)
44 (60.3%) 91 (74.6%) 50(73.5%) 66 (68.8%)
11 (15.1%) 15 (12.3%) 14 (20.6%) 19(19.8%)
59 (80.8%) 99 (81.1%) 48(70.6%) 68(70.8%)
13 (17.8%) 22 (18.0%) 20 (29.4%)  28(29.2%)
1(1.4%) 1(0.8%) 0(0.0%) 0 (0.0%)
55 (75.3%) 90 (73.8%) 39(57.4%) 56 (58.3%)
18 (24.7%) 32 (26.2%) 29 (42.6%) 40 (41.7%)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
High risk for progression (n=119)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
Proliferative Subtype (n=96)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
Mesenchymal Subtype (n=68)
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DASL Study Cohort
Differentiated Subtype (n=73)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
Immunoreactive Subtype (n=122)
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@ PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
High Grade Serous (HGS) (n=212)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
Proliferative Subtype HGS (n=63)
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wp PFS and OS AGO OVAR 11/ICON7
DASL Study Cohort
Mesenchymal Subtype HGS (n=43)
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@ Summary
~ Group  MedianAPFSmonths  OSHR

Overall 6.5. p=0.004 0.68 (0.45-1.03), p=0.067
High risk for 6.7, p=0.006 0.52(0.29-0.94). p=0.031
progression
Proliferative HGS 12.8. p=0.032 0.51(0.2-1.26), p=0.136
Proliferative 10.1, p=0.015 0.52(0.25-1.08), p=0.074
Mesenchymal HGS 7.2.p=0.096 0.27 (0.08-0.96). p=0.030
Mesenchymal 8.2, p=0.405 0.56 (0.23-1.34). p=0.187
Differentiated 3.7. p=0.610 1.41(0.53-3.71). p=0.486
Immunoreactive 3.8, p=0.080 0.76 (0.33-1.76), p=0.518
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A Conclusion

» Molecular TCGA subclasses are reproducible in
FFPE samples from a randomized phase lll frontline
trial of ovarian cancer.

» Benefit from the addition of Bevacizumab to
platinum-based chemotherapy appears to be
dependent on molecular subtype.

» In the future, molecular classifications may
potentially help to guide personalized treatment.

» These findings require additional validation.
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@ Summary

Overall 6.5, p=0.004 0.68 (0.45-1.03), p=0.067
Proliferative HGS 12.8. p=0.032 7.6 0.51(0.2-1.26), p=0.136 .
Proliferative 10.1. p=0.015 6.6 0.52(0.25-1.08). p=0.074
Mesenchymal HGS 7.2, p=0.096 5.4 0.27 (0.08-0.96), p=0.030
Mesenchymal 8.2, p=0.405 3 0.56 (0.23-1.34), p=0.187
Differentiated 3.7, p=0.610 1.7 1.41(0.53-3.71), p=0.486
Immunoreactive 3.8. p=0.080 4.3 0.76 (0.33-1.76)., p=0.518
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