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Triple Negative 1 A clinically convenient term
that puts patients in a singular basket of hopelessness

In fact basket contains +ve subtypes with targetable biology

Identification of human triple-negative
breast cancer subtypes and preclinical

models for selection of targeted therapies
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PI3K / AKT and EGFR pathways
frequently upregulated in TNBC

a PlH3)K/AKLE - signalling (7 7%6, 357 samples) :
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Targeting the PI3K pathway through Akt

PI3Ki, e.g. alpelisib, PI3K/ Akt pathway activation

Akti, e.g AZD5363,
ipatasertib

receptors A Slectively binds all three

taselisib frequently occursin TNBC<3

A Targetsthe ATP-binding Growh factor

pocket in the p110h . Mﬁﬁﬁﬁﬁﬁﬁﬁmﬁﬁﬁm isoforms of Akt®
subunit of PI3K* ; Wﬁdﬁﬁ A Inhibits signalling via

A Uniquely induces _,, 2’ mTORand promotes
degradation of the

mutant p110h subunit®

A Maintains PI3K pathway
suppression

”Q A FOXO-dependent
ggggj f Fox 4 apoptosis’
* \ %0 A Blocksthe pathway even
R i when activated

downstream of PI3K

Degradation of Cell proliferation,

mutant p110n cell survival, etc.
subunit

ﬁ
Inhibition by either mechanism prevents downstream events, including tumour cell

proliferation, and sensitises cells to apoptosis

1. Koboldt DC, et al. Nature 2012; 2. Miller TW, et al. Breast Cancer Res 2011; 3. Cossu-Rocca P, et al. PLOS One 2015;
4. Biooncology. https://www.biooncology.com/pipeline-molecules/taselisib.html; 5. Freidman LS, et al. SABCS 2016;
6. Nitulescu GM, et al. Int J Oncol. 2016; 7. Lin J, et al. Clin Cancer Res 2013.
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Akt inhibitors iIn TNBC dinical trials

Taaeree | Phase Il ipatasertib  + paclitaxel in 1L mTNBC
Genentech-sponsored; reported at ASCO 2017

[Phase Il ipatasertib + paclitaxel in neoadjuvant TNBC
Genentech-sponsored; ongoing

[Phase Il AZD5363 + paclitaxel in 1L MTNBC
AstraZeneca/CRUKsponsored; ongoing

NCT02162719 https://clinicaltrials.gov/ct2/show/ NCT02162719
Kim S-B, et al. Lancet Oncol2017,

NCT02301988 https://clinicaltrials.gov/ct2/show/NCT02301988 ;
NCT02423603 https://clinicaltrials.gov/ct2/show/NCT02423603.



https://clinicaltrials.gov/ct2/show/NCT02162719
https://clinicaltrials.gov/ct2/show/NCT02301988

LOTUS:

Phase Il study of ipatasertib +

paclitaxel in metastatic TNBC?!?2

A Locally adv or mTNBC

A No prior systemic therapy
for adv/mBC

A Available tumour tissue
A ECOGPSO0il

Paclitaxel 80 mg/m? days 1, 8, 15
+

Ipatasertib 400 mg qd days 1¢21 g28d

A Chemo-free G6 months blind Paclitaxel 80 mg/m? days 1, 8, 15
+
N =124 Placebo days 1¢21 g28d
Sratification factors Primary endpoints Additional endpoints
A (Neo)adjuvant chemotherapy A PFS(ITT population) A Preplanned analyses in patients with
A Chemotherapy-free window A PFSin predefined PTEN-low subgroup PIK3CA/AKT1/PTEN-altered tumours

A Tumour PTEN status

Ga FOUNDATION
MEDICINE mut

Pre-treatment plasma and tumour samples were evaluated for PIK3CA/ AKT1
ationsusing FoundationACTE and FoundationOneE NGS assays, respectively?

1. NCT02162719. https://clinicaltrials.gov/ct2/show/NCT02162719;
2. Dent R ASCO 2017; 3. Wongchenko M, et al. ESMO 2017.



PFS (%)

Overview of LOTUS PFS

ITT population (n=124)

PTEN-low population (IHC)
(n=48)
Stratified HR 0.59
(90% Cl 0.30-1.16)
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PIK3CA/AKT1/PTEN-altered tumor
population (NGS) (n=42)
Unstratified HR 0.44
(90% Cl 0.20-0.87)
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LOTUS: biomarkers

ESMO 2017
Cell-free DNA analysis identifies PIK3CA/AKT1 mutations associated with greater PFS improvement from the addition U K PI asm aMATC H
of ipatasertib to paclitaxel in triple-negative breast cancer .
M Wongchenko', R Dent?, 5-B Kin?, C Saura®, M Oliveira®, J Baselga®, AV Kapp', WY Chan', SM Singel', DJ Maslyar', $ Gendreau® #122P Tr I al
h San Francica, CA, Singapare. Singapare: Unversity of Medicine. Scaul, South Korca: Vall d'H niversty Hosptial, L Vall dHebron Insttute of Oncology, Barcciona, Spain : "Memartal Stoan Ks etiening Cancer Cens cr, New York, . NY, USA

ctDNA AKT mutations

AZD5363
AKT inhibitor

Prof N Turner
Dr A Ring

Wongchenko M, et a. ESMO 2017.



