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Figure 1. Key advances in the history of cancer chemotherapy
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Key advances in the history of cancer chemotherapy.
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2000FASCO in NO

EFFICACY AND SAFETY OF A SPECIFIC INHIBITOR OF THE BCR-ABL TYROSINE
KINASE IN CHRONIC MYELOID LEUKEMIA
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2000FASCO in NO

Efficacy and Safety of Trastuzumab as a Single Agent in
First-Line Treatment of HER2-Overexpressing Metastatic

Breast Cancer
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Vogel C et al, Proceedings of ASCO 2000;19:71A and J Clin Oncol 2002;20:719-726



Cancer Cell

Ligand-Independent HER2/HER3/PI3SK Complex
Is Disrupted by Trastuzumab and Is Effectively
Inhibited by the PI3K Inhibitor GDC-0941
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T-DM1: Mechanism of Action
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Survival (24)
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High Frequency of Mutations of the
PIK3CA Gene in Human Cancers

Tumor Fraction mutated

Colon 74/234 (32%)
Brain 4/15 (27%)
Gastric 312 (25%)
Breast 112 (8%)
Lung 1124 (4%)
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SOLAR-1: A Phase lll randomized, controlled trial (NCT02437318)

ALP 300 mg QD PO

Men or postmenopausal
women, with HR+,
HER2- ABC

» Recurrence/progression
on/after prior Al

» |dentified PIK3CA status (in

archival or fresh tumor tissue)
» Measurable disease or
=1 predominantly lytic
bone lesion
« ECOG performance status <1
(N=572)

PIK3CA-
- mutant cohort
(n=341)

1:1, stratified by presence of

liver/lung metastases and prior
CDK4/6 inhibitor treatment

PIK3CA-non-

- mutant cohort
(n=231)

+ FUL 500 mg IM*
n=169
PBO

+ FUL 500 mg IM*
=172

ALP 300 mg QD PO
+ FUL 500 mg IM*
n=115
=10

+ FUL 500 mg IM*
n=116

Primary endpoint
* PFS in PIK3CA-mutant cohort
(locally assessed)

Secondary endpoints include:
 OS (PIK3CA-mutant cohort)

» PFS (PIK3CA-non-mutant cohort)
» PFS (PIK3CA mutation in ctDNA)
* OS (PIK3CA-non-mutant cohort)
* ORR/CBR

« Safety

Andre F et al, ESMO 2018



PISKBEE &

Proof of Concept: PFS in the PIK3CA-non-mutant cohort

Proof of concept criteria were not met in the PIK3CA-non-mutant cohort

1004 Median PFS, months: -
i m——— Alpelisib + fulvestrant (n=115) 7.4 (95% Cl: 5.4-9.3) :jlﬁ :I:::n: f::i::tbr(;:t
E Placebo + fulvestrant (n=116) 5.6 (95% CI: 3.9-9.1) Dec 23, 2016 (N=1 1 5) (N=116)
5 Number of PFS events, n (%) 49 (42.6) 57 (49.1)
g Progression 47 (40.9) 57 (49.1)
3 Death 2(1.7) 0
. Censored 66(574)  59(509)
07 Median PFS 74 56
(95% CI) (5.4-9.3) (3.9-9.1)
o . . . . T T r T r r r T T ~ HR(95%Cl) 0.85 (0.58-1.25)
0 1 2 3 4 S 6 7 8 9 10 11 12 13 Posterior probablhty 79 4
Time (Months) HR<1, % :

Number of subjects still at risk
Alpelisib + Fulv 115 110 86 76 48 48 31 29 14 12 T 5 3 0

“ulv 116 110 79 72 43 42 31 30 20 20 8 5 1 0

Andre F et al, ESMO 2018
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Primary endpoint:
Locally assessed PFS in the PIK3CA-mutant cohort

100 <
Median PFS, months: Alpelisib + Placebo +
80 Alpelisib+ fulvestrant (n=168) 1.0 (95% CI: 7.5-145)  |iekallidlE fulvestrant | fulvestrant
o ' R Jun 12, 2018 (N=169) (N=172)
o ———— Placebo + fulvestrant (n=172) 5.7 (95% CI: 3.7-7.4)
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Overall response rate in the PIK3CA-mutant cohort

Patients with measurable disease All patients
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80 5 80 il
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2000FASCO in NO

Efficacy and Safety of Trastuzumab as a Single Agent in
First-Line Treatment of HER2-Overexpressing Metastatic
Breast Cancer

2+ or 3+ (n=111)
«  FISH+ (n=79)

FISH- (n=29)
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Vogel C et al, Proceedings of ASCO 2000;19:71A and J Clin Oncol 2002;20:719-726
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Op-Ed Contributor

My Medical Choice

By ANGELINA JOLIE
Published: May 14, 2013

MY MOTHER fought cancer for almost a decade and died
at 56. She held out long enough to meet the first of her
grandchildren and to hold them in her arms. But my other
children will never have the chance to know her and
experience how loving and gracious she was.

We often speak of “Mommy’s mommy,” and I find myself
trying to explain the illness that took her away from us.
They have asked if the same could happen to me. I have

always told them not to worry, but the truth is | carry
a “faulty” gene, BRCA1, which

| sharply increases my risk of

" developing breast cancer and
ovarian cancer.
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ARTICLE
Germline pathogenic variants of 11 breast cancer
genes in 7,051 Japanese patients and 11,241 m NBN
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