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Alpelisib : PIQRAY (alpelisib) . VIJOICE (alpelisib)

« VIJOICE is indicated for the treatment of adult and pediatric patients 2 years of age and
older with severe manifestations of PIK3CA-Related Overgrowth Spectrum (PROS) who

require systemic therapy.

« This indication is approved under accelerated approval based on response rate and
duration of response. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in a confirmatory trial(s).

« PIQRAY is indicated in combination with fulvestrant for the treatment of postmenopausal
women, and men, with hormone receptor (HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative, PIK3CA-mutated, advanced or metastatic breast cancer as
detected by an FDA-approved test following progression on or after an endocrine-based

regimen.

https://dailymed.nlm.nih.gov/dailymed/



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Alpelisib for PIK3CA-Mutated, Hormone
Receptor—Positive Advanced Breast Cancer

A Cohort with PIK3CA-Mutated Cancer

1.0-#
0.9+
0.8+
0.7+
0.6+
0.5
0.4+
0.3+

0.2+

Probability of Progression-free Survival

P<0.001
0.0 :

Alpelisib+fulvestrant

0.1-| Hazard ratio for progression or death, 0.65 (95% Cl, 0.50-0.85)

I_I

Placebo+fulvestrant

0 2 4 6

No. at Risk

Alpelisib+fulvestrant 169 145 123 97
Placebo+fulvestrant 172 120 89 80
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Alpelisib for PIK3CA-mutant Breast Cancer

This is a brief overview of information related to FDA's approval to market this product.
See the links below to the Summary of Safety and Effectiveness Data (SSED) and product
labeling for more complete information on this product, its indications for use, and the
basis for FDA's approval.

Product Name: The therascreen PIK3CA RGQ PCR Kit
PMA Applicant: QIAGEN GmbH

Address: QIAGEN Strasse 1, 40724 Hilden, Germany
Approval Date: May 24, 2019

André F, et al. N Engl J Med

. 2019 May 16;380(20):1929-1940.
https://www.fda.gov/medical-devices/recently-approved-devices/therascreen-pik3ca-rgq-pcr-kit-p190001-and-p190004

B Cohort without PIK3CA-Mutated Cancer
1.0+

0.94
0.8+
0.7+
0.6+

0.5+

Probability of Progression-free Survival

0.4+ Alpelisib+fulvestrant

0.3+

0.2+ Placebo+fulvestrant

0.1 Hazard ratio for progression or death, 0.85 (95% Cl, 0.58-1.25)

' Posterior probability of hazard ratio <1.00, 79.4%
0.0 T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Month

No. at Risk
Alpelisib+fulvestrant 115 110 26 76 48 48 3l 29 14 12 7 5 3 0
Placebo+fulvestrant 116 110 79 72 43 42 31 30 20 20 3 5 0
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Capivasertib : TRUQAP
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« TRUQAP, in combination with fulvestrant, is indicated for the treatment of adult patients
with hormone receptor (HR)-positive, human epidermal growth factor receptor 2 (HER2)-
negative, locally advanced or metastatic breast cancer with one or more
PIK3CA/AKT1/PTEN-alteration as detected by an FDA-approved test following progression
on at least one endocrine-based regimen in the metastatic setting or recurrence on or
within 12 months of completing adjuvant therapy.

https://dailymed.nlm.nih.gov/dailymed/



CAPltello-291: Study overview

Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496)

Patients with HR+/HER2- ABC

Men and pre-/post-menopausal women
Recurrence while on or <12 manths from
end of adjuvant Al, or progression while on
prior Al for ABG

=2 lines of prior endocrine therapy for ABC
=1 line of chemotherapy for ABC

Prior COK4/8 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

HbA1c <8.0% (83.9 mmol/mol) and diabetes
not requiring insulin allowed

FFPE tumor sample from the

primary/recurrent cancer available for
retrospective central molecular testing

otaly ady

Bnperabie] o metastatic
a3l women akao raceived 3
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Capivasertib

Fulvestrant

400 mg twice daily,
4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Capivasertib

Dual primary endpoints

PFS by investigator assessment

* Overall

* AKT pathway-altered tumors
(21 qualifying PIK3CA, AKT1, or
PTEN alteration)

Stratification factors:
R1:1 + Liver metastases (yes/no)
(LR« Prior CDK4/6 inhibitor (yes/no)

* Region’

Placebo

HER7-was defined as IHG 0 or 1+, of IHC 2+ASH- "Region 1: Unged Stales, Canada, Weslern Furcpe, Australla, and lsrael, Reglon 2: Latin Amenca, Eastern Fumps and Russia va Region 3: Asia

keasing hormone ageaist for the duration of the study reatmant
he intellecteal property of the sulhorpeesentar. Contact them al pick henedhic ac,uk for permission lo reprinl andior distibute

Twice daily,
4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Key secondary endpoints

Overall survival

* Overall

+ AKT pathway-altered fi
Objective response rate

* Overall

* AKT pathway-altered tumors

Dual-primary endpoint: Investigator-assessed PFS in the
AKT pathway-altered population

100
90
80

Progression-free survival (%)
(4]
(=]
1

g+

Number of patients at risk

Capivasertib + fulvestrant IRECEERETV N RS 3 - B TR V]
Placebo + fulvestrant [l SN PSS - SN - B V- )

=+ indialus a cns rvafion. HRL was estimald wsing
This presentation ks e intedectual propesty of the aethonpeese

Capivase Placebo +
fulvestrant (N=155) fulvestrant (N=134)
PFS events 121 115
L IR 7.3 (55-9.0) 3.1(20-3.7)

(95% CI); months
Adjusted HR (95% ClI):

0.50 (0.38, 0.65); two-sided p-value <0.001

5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
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Figure S2. Investigator-assessed progression-free survival in A) patients with AKT
pathway non-altered tumors including unknown NGS result (per protocol) and B) patients
with AKT pathway non-altered tumors excluding unknown NGS result (exploratory
analysis), and C) only patients with unknown NGS result (post-hoc exploratory analysis).

Capivasertib- Placebo-
B 100+ fulvestrant fulvestrant
904 (n=142) (n=171)
,\E 804 PFS events | 71 471
= Median PFS
> -
s 70 (95% Cl); months 53(3.6107.3) 3.7 (3.5105.1)
3 . 1 s -
§ 60 Adjusted hazard ratio (95% Cl): 0.79 (0.61 to 1.02)
& 504
s
2 40
w
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2 Capivasertib-fulvestrant
a 204
104 Placebo-fulvestrant
0 T T T T T T T T T T T T
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Months
No. at risk
Coplvamectib: i52° 98 72 58 47 8 28 18 15 4 3 1 o
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Patients with ER+/HER2— MBC

If imminent organ failure

ET-CDK4/6 inhibitor [I, A 4
%

At PD

Somatic mutation testing
(tissue or liquid)
Germline BRCAT/2 testing + PALBZ

!

!

W

No risk of organ failure

3

h '
Imminent organ failure

Fulvestrant®
(+ CDK4/6 inhibitor if not
used previously)

Everolimus—fulvestant2®
[lI, B]

If PIKSCAm+:
fulvestrant—alpelisib
[I, B; MCBS 2; ESCAT I-A]=¢

If germline BRCA/PALBZ2m+:
PARP inhibitor
[I, A; MCBS 4; ESCAT I-A]=4

+

hd

PD after several lines of ET = targeted therapies

¥
ChT

Figure 2. Treatment of ER-positive/HER2-negative MBC.

Ann Oncol. 2021 Dec;32(12):1475-1495.
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Use of Archived Specimens in Evaluation of Prognostic and
Predictive Biomarkers
Richard M. Sirmon, Soonmyung Paik, Daniel F. Hayas

The development of tumor biomarkers ready for clinical use is complex. We propose a refined system for biomarker study
design, conduct, analysis, and evaluation that incorporates a hierarchal level of evidence scale for tumor marker studies, in-
cluding those using archived specimens. Although fully prospective randomized clinical trials to evaluate the medical utility of a
prognostic or predictive biomarker are the gold standard, such trials are costly, so we discuss more efficient indirect “prospective
retrospective” designs using archived specimens. In particular, we propose new guidelines that stipulate that 1) adequate
amounts of archived tissue must be available from enough patients from a prospective trial (which for predictive factors should
generally be a randomized design) for analyses to have adequate statistical power and for the patients included in the evalua-
tion to be clearly representative of the patients in the trial; 2) the test should be analytically and preanalytically validated for use
with archived tissue; 3) the plan for biomarker evaluation should be completely specified in writing before the performance of
biomarker assays on archived tissue and should be focused on evaluation of a single completely defined classifier; and 4) the
results from archived specimens should be validated using specimens from one or more similar, but separate, studies.

J Natl Cancer Inst 2009;101:1446-1452
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FoundationOne@ CDx
AT/ L7074

asouy Tve 1T FoundationCne®Clx is the first and oaly FOW-Approved
compeehemsive companion diagnostic for all solid temors:

Interpretive content on this page and subsequent
pages is provided as a professional service, and is
mot reviewed or approved by the FDA.

PATIENT

BiTERLR—b

[MSEASE Breast invasiwe ductal carcenoma (IDC)
MAME -2012-02500040, 04

DATE OF BIRTH 15 October 1560

SEX Female
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PHYSICIAN

0 MITEREBOBICITIBW -2\
EAMTEREBICSVTR, FROBWMOSETXBETHIBLEZ L.,

THERAPIES WITH CLINICAL BENEFIT

GENOMIC FINDINGS (IN PATIENT"S TUMOR TYPE)

PIK3CA - H1047R Alpe:llsib
mtm Everpllmus

Due to the low tumor purity sensitivity for the detection of copy number alterations including ERBB2 is reduced due to
sample quality. Refer to appendix for limitations statement. See Appendix: About FoundationOne CDx for details.
Sensitivity for the detection of other alterations and genomic signatures may also be reduced.

it Microsatellite status - Mm5-stable

Semsitivity for the detection of alterations Is reduced.

Biomarker Findings
Microsatellite status - MS-Stable
Tumor Mutatlonal Burden - TME-Low (3 Muts,/Mb)

Genomic Findings
For a complete fist of the gemes assdyed, pledse refer fo the Appendiz.
PIKICAHI047R - :

3 Disease relevant genes with no reportable alterations: ERBB2, BRCAJ,

THERAPIES WITH CLINICAL BENEFIT
(IN OTHER TUMOR T‘I"PE}

Temsiroli mus

BIOMARKER FINDINGS ACTIONABILITY

Mo therapies or clinical trials. see Elomarker Findings saction

Sensitivity for the detection of alterations and genomic signatures is reduced due to sample quality. See Appendix:
About FoundationOne CDx for details.

728, [CannotBe Determined) & Z‘EREN/IEICIRN S lPatients with Microsatellite
status of Cannot Be Determined should be re-tested with an orthogonal (alternative)
method.] & DEFERMMTYT.

Tumeor Mutational Burden - TMB-Low (2
Muts/Mb)

PIK3CA -H1047R

10 Trials s=ep. 7

Mo therapies or clinical trials. see Blomarker Findings saction

.
THERAPIES WITH CLINICAL BENEFIT THERAPIES WITH CLINICAL BENEFIT
GENOMICHINGINGS {IN BATIENT"S TUMOR TYPE) (IN OTHER TUMOR TYPE)

Alpelisib Temsirolimus

Everolimus
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