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cancer receiving neoadjuvant
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Thermo Fisher Scientific and its affiliates are not endorsing, recommending or promoting
any use or application of Thermo.

Fisher Scientific products by third parties during this seminar.

Information and materials presented or provided by third parties as-is and without
warranty of any kind, including.

regarding intellectual property rights and reported results.
Parties presenting images, text and material represent they have the right to do so.

Speaker is provided travel and hotel support by Thermo Fisher Scientific for this
presentation.

Speaker is provided honorarium for this presentation.
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» High-grade serous ovarian carcinoma (HGSOC) is
the most frequent type of ovarian cancer and has
a poor outcome.

* The majority of HGSOC cases are usually treated
with a combination of chemotherapy and surgery,
targeting cancerous cells that make up the tumour.

FIGO stage IlI-IV
Up front surgery ?
Yes No
Debulking surgery + Platinum-based CHT x 3 +

Platinum-based CHT x6  Interval debulking surgery +
I Platinum-based CHT x 3
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Complete/near-complete response - (CRS3)
is significantly associated with improved PFS and OS

a) PFS adjusted Forest plot. b) OS adjusted Forest plot.
Disease Haz. Ratio No. Haz. Ratio

Counlry Recurrence (95% CI) Country Deaths (95% CI)
Australia and New Zealand 48/75 —_— 0.57 (0.27, 1.20) Australia and New Zealand 34775 4:#-0*7 0.83 (0.33, 2.12)
Canada 70/90 —+—-— 0.49 (0.23, 1.03) Canada 64/90 —f—%—— 051 (0.22, 1.16)
Germany 40/a2 * 0.55 (0.22, 1.39) Germany 39/42 —y—o— 1.00 (0.40, 2.46)
India 56/69 —_— 0.30 (0.13, 0.67) India 35/69 ¥ 0.27 (0.08, 0.80)
Italy 75/103 — 0.49 (0.30, 0.80) taly 28103 —0—‘—— 0.56 (0.24, 1.32)
Japan 38/44 — 1 0.77 (0.36, 1.63) Japan 24/44 —:‘—-0--— 0.86 (0.34, 2.17)
South Korea 80127 — 0.56 (0.34, 0.81) South Korea a7 ‘%—07 0.95 (0.47, 1.83)
The Netherlands 1731 . 0.47 (0.15, 1.50) The Netherlands 731 - ; 030 (0.03, 2.75)
United Kingdom 220/272 ——0—— 0.53 (0.37, 0.75) United Kingdom 116/272 —0—;— 0.52 (0.31, 0.86)
United States of America 49/54 —0— 1.04 (0.51, 2.13) United States of America 35/54 + 0.93 (0.37, 2.30)
Overall (I-squared = 0.0%) < 0.5 (0.45, 0.66) Overall (I-squared = 0.0%) <> 0.65 (0.50, 0.85)

T T T T T T T T T T

1 2 5 1 2 5 a 2 5 1 2 5

Favours CRS 3 Favours CRS 1and 2 Favours CRS 3 Favours CRS 1 and 2

Cohen et al. Gynecologic Oncology 2019
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Liquid Biopsy for OC
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Progression Free Survival Overall Survival

> ctDNA carries comprehensive information about i i .

tumour mutational profile ‘ conAZo

08 P=0.001 —— P=0.0194
> i

» Somatic mutations in TP53 have been found in Y % o

80-100% in HGSOCs using next NGS (TCGA, 2011) g 3. oA
» Screening for TP53 mutations allows ctDNA in 0 GONA>1  GIDNA=0 w0

most HGSOC patients (Pa rk et al. 2018) Months following treatment Months following treatment

Pereira et al. 2015. Plos One, 10(12): e0145754

» ctDNA has been shown to be an independent
predictor of survival in OC patients (Pereira et al. ) — o — o
2015, Parkinson et al. 2016) o

CT PET: Negative

<onl 4 MONTHS
» ctDNA v CT (false negative) [~~

» ctDNA have been shown to be a better
biomarker than CA-125 in OC patients (Pereira et
al. 2015, Parkinson et al. 2016)

7 MONTHS
ctDNA v surgery

(w/n) sz1-v0

6 MONTHS
ctDNA v CA-125

ctDNA (mutant copies per 1 mL serum)

Surgery: Tumor - Bowel Resection

B ORI S g

UNIVERSIT
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Epithelian ovarian cancer.

iPRIME : A Phase Il Study of Durvalumab and Tremelimumab in combination with Neoadjuvant
Carboplatin and Paclitaxel in newly diagnosed women with advanced high grade Serous Ovarian, Fallopian
Tube and Peritoneal Cancers (ACTRN12618000109202).

Assessment of - .
N=75 ctDNA changes during pathological response Mmln"fal residual
neoadjuvant therapy (CRS score) disease
FIGO stage IlIC , ﬁ
or IV disease A ~' l
ECOG 0-1 f \
J m Baseline c2 C3 (pre-surgery) 'Uﬁ! 1 3 weeks after C6
| L
I ] ( + I:D Clinical observation
6 and 12 month PFS

| ﬁﬁiﬁ \.)(ﬁﬁiﬁ‘
( Neoadjuvant therapy M Adjuvant therapy

| (3 cycles) (3 cycles)

Hypothesis:
Decreasing ctDNA concentrations during NACT is predictive of complete response (CRS 3)

Maintenance and Follow-up
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NACT
s Parameter No. of patients
Excluded: (%)
-No baseline plasmasample n=1 [ o] -
-Baseline without C2and C3 n=4 Number of patients 58
S Median age (years) 64
-Baseline, C2 and 3 n=43
-Baseline and C2 n=13 Age range (years) 36-78
L) Histological subtype
High grade serous 58 (100)
NGS analysis n=58 o -
-Detectable ctDNA = 37 (64%) FIGO classification (stage)
-Undetectable = 21 (36%) c 27 (46.6)
51.(53.4)
---------------------------- baseline and C2 only
n=13 CRS grouping
| | CRS1 14 (24.1)
ddPCR Analysis Evaluation of Pre- and Post-NACT (n= 45) CRS2 14 (24.1)
-Orth Ivalidation of mutantallele n=12 -Baseline,C2and C3 n=43
-Analy:if:?i:o:agilluaclil::lfDoIrI:uwir; saa:l:Ie: n=6 -B:::I;::anda:s n=; CRS3 5 (87)
| L 25 (43.1)
--------------- Nom::f—f = BRCA status

BRCA 1/2 mutation 4 (6.9)
33 were analysed for CRS BRCA wild type 41 (70.7)
D TSR (224)




ctDNA analysis

Plasma

ddPCR

DNA Isolation

Isolation of cfDNA
from blood or
DNA from tumar

Oncomine™ Breast cfDNA Assay
80% TP53 exonic regions

Library Template Next-generation
preparation preparation seqguencing
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Post-sequencing
analysis
cfDNA TVC plugin

lon Reporter™
Software

ctDNA (Copies/mL)
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Comparison to
clinical outcomes
(CRS)

O

-o- TP53pR273H
Neoadjuvant chematherapy
Adjuvant chemotherapy

-~
2
oY [

T

T T 1 L] L] T T L] 1
3 6 9 12 15 18 21 24 27 30
Weeks
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39 (65%) of patients had detectable somatic alterations

Genes Percentage
(%) Frequency
= = ¥ ¥ 35

TP53 60

KRAS 9

SF3B1 2

PIK3CA 2

CCND1

ERBB2

Non-synonymous mutation [ll Chromosomal gain [JJj Chromosomal loss

Orthogonal validation

o
b
4 .
@ 6 ® Missense 10 e
kG 2 = ® Truncating ) 103 R =0.9235 .
£ g Splice £ p < 0.0001 »
;2 2 @
2 “ = 1024 ™ '_.-‘
1 8 "o
¢ = 14 i
10 -
o
| | T | | | | | 1 B 10 -
0 100 200 300 393 aa 3 3-"
[ . . o i - 0 '1 ff T * T T T 1
transactivation BN sequence-specific DNA binding 0 100 101 102 103 104

proline rich B tetramerization NGS (copies/mL)
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A. Complete ctDNA response (ctCR)

P1-004 P3-010 P1-017 P3-003
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Cases with no ctDNA response

C. No ctDNA response (ctNR)

ctDNA (mol copies)

ctDNA (mol copies)
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ctDNA (mol copies)

ctDNA (mol copies)
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Cases with mixed or partial ctDNA response

B. Partial ctDNA response (ctPR)
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All cases with CRS3 were ctDNA negative at last time point prior surgery (CRS3)
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»88% of patients with positive ctDNA harbored TP53 mutations

»NGS enabled detection of evolving genomic alterations

» ctDNA clearance may be a predictor of response to NACT, defined as CRS3
»ctDNA increase preceded CA-125 and predicted disease progression

» Personalized monitoring of ctDNA in HGSOC may aid real-time assessment
of treatment response.

ECU

UNIVERSITY
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