Please see Important Safety Information on page 2.

Click for the full Prescribing Information or visit TalzennaHCP.com. TA LZ E N N Ai)

talazoparib capdutes


http://labeling.pfizer.com/ShowLabeling.aspx?id=11046
https://www.pfizerpro.com/product/talzenna/hcp
http://labeling.pfizer.com/ShowLabeling.aspx?id=11046
https://www.pfizerpro.com/product/talzenna/hcp

TALZENNA® (talazoparib) Indication and Important Safety Information'

INDICATION

TALZENNA is indicated for the treatment of adult patients with deleterious or suspected
deleterious germline breast cancer susceptibility gene (BRCA)-mutated (gBRCAm) human
epidermal growth factor receptor 2 (HER2)-negative locally advanced or metastatic breast

cancer. Select patients for therapy based on an FDA-approved companion diagnostic for
TALZENNA.

IMPORTANT SAFETY INFORMATION

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) have been reported

in patients who received TALZENNA. Overall, MDS/AML has been reported in 2 out of
584 (0.3%) solid tumor patients treated with TALZENNA in clinical studies. The duration of
TALZENNA treatment in these two patients prior to developing MDS/AML was 4 months
and 24 months, respectively. Both patients had received previous chemotherapy with
platinum agents and/or other DNA damaging agents including radiotherapy.

Myelosuppression consisting of anemia, leukopenia/neutropenia, and/or
thrombocytopenia have been reported in patients treated with TALZENNA. Grade =3
anemia, neutropenia, and thrombocytopenia were reported, respectively, in 39%, 21%, and
15% of patients receiving TALZENNA. Discontinuation due to anemia, neutropenia, and
thrombocytopenia occurred, respectively, in 0.7%, 0.3%, and 0.3% of patients.

Monitor complete blood counts for cytopenia at baseline and monthly thereafter. Do not
start TALZENNA until patients have adequately recovered from hematological toxicity
caused by previous therapy. If hematological toxicity occurs, dose modifications (dosing
interruption with or without dose reduction) are recommended. With respect to MDS/AML,
for prolonged hematological toxicities, interrupt TALZENNA and monitor blood counts
weekly until recovery. If the levels have not recovered after 4 weeks, refer the patient to a
hematologist for further investigations. It MDS/AML is confirmed, discontinue TALZENNA.

TALZENNA can cause fetal harm when administered to pregnant women. Advise women
of reproductive potential to use effective contraception during treatment and for at

least 7 months following the last dose. A pregnancy test is recommended for females

of reproductive potential prior to initiating TALZENNA treatment. Advise male patients
with female partners of reproductive potential or who are pregnant to use effective

contraception during treatment with TALZENNA and for at least 4 months after receiving the

last dose. Based on animal studies, TALZENNA may impair fertility in males of reproductive
potential. Advise women not to breastfeed while taking TALZENNA and for at least 1

month after receiving the last dose because of the potential for serious adverse reactions in
nursing infants.

Click for the full Prescribing Information or visit TalzennaHCP.com.

The most common adverse reactions (=20%) of any grade for TALZENNA vs chemotherapy
were fatigue (62% vs 50%), anemia (53% vs 18%), nausea (49% vs 47%), neutropenia (35%
vs 43%), headache (33% vs 22%), thrombocytopenia (27% vs 7%), vomiting (25% vs 23%),
alopecia (25% vs 28%), diarrhea (22% vs 26%), and decreased appetite (21% vs 22%).

The most frequently reported Grade =3 adverse reactions (210%) for TALZENNA vs

chemotherapy were anemia (39% vs 5%), neutropenia (21% vs 35%), and thrombocytopenia
(15% vs 2%).

The most common lab abnormalities (225%) for TALZENNA vs chemotherapy were
decreases in hemoglobin (0% vs 77%), leukocytes (84% vs 73%), lymphocytes (76% vs
53%), neutrophils (68% vs 70%), platelets (55% vs 29%), and calcium (28% vs 16%) and
increases in glucose (54% vs 51%), aspartate aminotransferase (37% vs 48%), alkaline
phosphatase (36% vs 34%), and alanine aminotransferase (33% vs 37%).

Coadministration with P-gp inhibitors or BCRP inhibitors may increase TALZENNA
exposure. If coadministering with the P-gp inhibitors amiodarone, carvedilol, clarithromycin,
itraconazole, or verapamil is unavoidable, reduce the TALZENNA dose to 0.75 mg once
daily. When the P-gp inhibitor is discontinued, increase the TALZENNA dose (after 3-5
half-lives of the P-gp inhibitor) to the dose used prior to the initiation of the P-gp inhibitor.
When coadministering TALZENNA with other known P-gp inhibitors or BCRP inhibitors,
monitor patients for potential increased adverse reactions.

For patients with moderate renal impairment, the recommended dose of TALZENNA is
0.75 mg once daily. For patients with severe renal impairment, the recommended dose
of TALZENNA is 0.5 mg once daily. No dose adjustment is required for patients with mild
renal impairment. TALZENNA has not been studied in patients requiring hemodialysis.

TALZENNA has not been studied in patients with moderate or severe hepatic impairment.
No dose adjustment is required for patients with mild hepatic impairment.

TALZENNA

talazoparib capues


http://labeling.pfizer.com/ShowLabeling.aspx?id=11046
https://www.pfizerpro.com/product/talzenna/hcp

National Comprehensive Cancer Network® (NCCN®)

Assess for gBRCA mutations to inform treatment planning.?3

According to the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®):

All patients with recurrent or metastatic breast cancer (mBC) should be assessed for gBRCA1/2 mutations to

identify candidates for PARP inhibitor therapy?

Testing is clinically indicated for patients with a personal history of certain cancers* to aid in systemic therapy
decision-making, such as for HER2- mBC?

*May include breast, ovarian, pancreatic, and prostate cancer. Please see detailed criteria for testing for high-penetrance

breast and/or ovarian cancer susceptibility genes (such as BRCA1/2) in the NCCN Guidelines® for Genetic/Familial High-Risk
Assessment: Breast, Ovarian, and Pancreatic.

Talazoparib (TALZENNA®) received a Category 1 recommendation from the NCCN.2

Category 1 definition: Based upon high-level evidence, there is uniform NCCN consensus that the intervention
Is appropriate.

NCCN Talazoparib (TALZENNA) is a preferred treatment option for recurrent or stage IV breast
Category cancer patients with a germline BRCA1/2 mutation.?

TAssess for germline BRCA1/2 mutations in all patients with recurrent or metastatic breast cancer to
identify candidates for PARP inhibitor therapy.

TALZENNA Indication’

TALZENNA is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated for the treatment of adult patients with
deleterious or suspected deleterious germline breast cancer susceptibility gene (BRCA)-mutated (gBRCAm)
human epidermal growth factor receptor 2 (HER2)-negative locally advanced or metastatic breast cancer. Select
patients for therapy based on an FDA-approved companion diagnostic for TALZENNA.

The appropriate use of TALZENNA should be based on risk/benefit assessment by the practitioner for an
individual patient.

NCCN
Category

2A

Category 2A definition: Based upon lower-level evidence, there is uniform NCCN consensus that the intervention
Is appropriate.

Capecitabine, gemcitabine, vinorelbine, and eribulin are some of the preferred
chemotherapy treatment options for recurrent or stage IV HER2-negative patients.

Please see Important Safety Information on page 2.
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MEET ADELA"

A Patient With Metastatic HR+/HER?2- Breast Cancer and a gBRCA Mutation*®

54-year-old college history professor How Does Adela* Compare With Patients in the

Postmenopausal 4:MBRACA Trié‘al]p

Single, with 2 adult children living out of town

Father died of prostate cancer EMBRACA TALZENNA ARM
Phase 3, open-label,
randomized clinical trial

p)
Adela’s* ITT Population HR+ Subgroup
s =287)* =157)*"
Initial e Age 50 at initial diagnosis Pr()ﬁ]@ (n ) (n )
HR+/HER2-  2.2-cm nodule in left breast with involvement of 2 axillary lymph nodes (stage 1IB)
i i i ' - iati 55% 100%
diagnosis and e Treatment mclyded neoadjuvant taxane-based chemotherapy, surgery, and radiation HR+/HER?2- disease ° °
treatment e Started on adjuvant anastrozole
2-year disease-free interval® 54% 81%

i BRCAZ2 mutation-positive
Recurred while on anastrozole treatment J P

Recurrence * Imaging revealed solitary lung metastasis Measurable diseaset /6% NR
and first-line * Was not offered genetic testing in the past
treatment e Started on CDK4/6 inhibitor + fulvestrant
for mBC e Comorbidities: self-limiting microscopic colitis Viscaral metactases 70% NR
2-year progression-free interval
Progressed while on CDK4/6 inhibitor + fulvestrant treatment ECOG PS—1 44% 45%
Today: | | | O O
Progression; e Started experiencing cough and shortness of breath Previous adjuvant or neoadjuvant 83% 84.1%
initiating second- | ¢ ECOG PS=1 therapy
line treatment * Imaging revealed 3 lung metastases (up to 2.7 cm) and pleural effusion
for gBRCAZ_ * Genetic testing performed, revealed gBRCA2 mutation ¢ | |
Assessed by investigator.
mutated mBC ITT=intent-to-treat; NR=not reported.

Adela and her care team are considering second-line treatment options for her

gBRCA2-positive HR+/HER2- mBC. She has a strong desire to continue working C@nsid@r TAT.7 QNNA@ to treat a palti@m: ]ik@ Ad@]a%

while on treatment. If possible, she wants to avoid time-consuming infusions.

*Hypothetical patient.
Defined as period of time from post-surgery to diagnosis of advanced breast cancer.
CDK4/6=cyclin-dependent kinase 4 and 6; ECOG PS=Eastern Cooperative Oncology Group performance status; HR=hormone receptor.

Please see Important Safety Information on page 2.
Click for the full Prescribing Information or visit TalzennaHCP.com. TA LZ E N N A®
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MEET KAYLA*

A Patient With Metastatic Triple-Negative Breast Cancer With a gBRCA Mutation®”!***

43-year-old engineer How Does Kayla* Compare With Patients in the

Premenopausal 4:MBRACA Trigﬂlp

Married, with 3 young children at home

No family history of breast, ovarian, pancreatic, or prostate cancer EMBRACA TALZENNA ARM

Phase 3, open-label,
randomized clinical trial

p)
Kayla S* ITT Population ~ TNBC Subgroup
* Age 40 at initial diagnosis Pr@ﬁ]@ (n=287)4"" (n=130)%10
i) ® 2.9-cm tumor without lymph node involvement in her left breast
d'."'t'a TNBC (stage 1| TNBC) 45% 100%
iagnosis and S o . TNBC
treatment » Refused genetic testing due to potential implications for her family
* Treatment included lumpectomy and whole-breast radiation;
completed adjuvant anthracycline/taxane chemotherapy gBRCA1 mutation-positive 46% 75%
2.5-year disease-free intervalt
. , . 63% 71%
* During one of her follow-up appointments, she complained about new-onset <50 years old
headache characterized as severe, with dizziness and nausea, and unintentional
. weight loss of 15 pounds
Today: - 44% 44%
Recurrence; * ECOG PS=1; no comorbidities ECOG PS=1
initiating * Physical exam: numbness in the right arm
first-line treatn?ent * Diagnosis of stage IV disease: Imaging revealed 4 CNS metastases . . . 39% 40%
fog;\letastatlc . (range: 0.1-1.6 cm) and multiple bone metastases No prior cytotoxic regimens for aBC
BRCA1-m
9 TNB&Jtate ®* CNS metastases were treated with whole-brain radiation, and local control
was achieved >12-month disease-free interval from initial 62% NR
* Genetic testing performed after consultation with genetic counselor, diagnosis to aBC
revealing a gBRCA1 mutation
15% NR

Kayla and her care team are considering first-line treatment options for her gBRCA1- History of CNS metastases
mutated metastatic TNBC. She wants to avoid time-consuming infusions and delay time to
chemotherapy as long as possible.

aBC=advanced breast cancer.

Consider TALZENNA® to treat a patient like Kayla*

*Hypothetical patient.
"Defined as period of time from post-surgery to diagnosis of advanced breast cancer.
CNS=central nervous system; TNBC=triple-negative breast cancer.

Please see Important Safety Information on page 2.
Click for the full Prescribing Information or visit TalzennaHCP.com. TA LZ E N N A®
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EMBRACA Clinical Trial: Study Design'*

Phase 3, open-label, randomized, multicenter study

ELIGIBILITY CRITERIA

gBRCA-mutated HER2- LABC or TALZENNA
mBC > / 1 mg once daily
<3 prior cytotoxic chemotherapy O (n=287) Treated until
regimens for LABC or mBC E disease
Prior anthracycline and/or a taxane* | N=431 [R= progression or
in the neoadjuvant, adjuvant, and/or O Physician’s Choice unaccgptable
metastatic setting? % of Chemotherapy ' toxicity
No disease progression during é (cape.gtala.bme,
platinum therapy in patients who 3 er,'t ij)m
received it for advanced disease gemcitabine, or
IV. | ' . | ~— vinorelbine)

!\Io.prlor treatment with a PARP (n=144)
inhibitor

Stratification factors Secondary endpoints

* Prior use of chemotherapy for metastatic disease (0 vs 1, 2, or 3) e Qverall survival (OS)

* Triple-negative disease status (TNBC vs non-TNBC) * Objective response rate (ORR)

* History of central nervous system metastases (yes vs no) » Safety

Primary endpoint Exploratory endpoint

* Progression-free survival (PFS) by RECIST version 1.1 as assessed by BICR * Duration of response (DoR) for objective responders

*Unless contraindicated.
'First-line treatment for advanced or metastatic disease with no prior adjuvant chemotherapy was allowed if the investigator determined that 1 of the 4 chemotherapy choices in the control arm would be an appropriate treatment option for the patient.
BICR=blinded independent central review; LABC=locally advanced breast cancer; PARP=poly (ADP-ribose) polymerase; RECIST=Response Evaluation Criteria in Solid Tumors.

Please see Important Safety Information on page 2.
Click for the full Prescribing Information or visit TalzennaHCP.com. TA LZ E N N A®
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EMBRACA Clinical Trial: Patient Baseline Characteristics®

EMBRACA Clinical Trial Included HR+/HER2- or TNBC Patients With gBRCA Mutations and Various Patient Characteristics

Baseline characteristics (ITT population)

Demographics

Age, median (years)

TALZENNA® (talazoparib)

(n=287)

45 (27.0-84.0)

Chemotherapy
(n=144)

50(24.0-88.0)

<50y, %

63.4

46.5

Female, %

Clinical status, %

98.6

97.9

Breast cancer stage

Locally advanced 5.2 6.2

Metastatic 94.4 93.8
ECOG PS 0/1/2 53.3/44.3/2.1 58.3/39.6/1.4
Measurable disease by investigator 76.3 79.2
History of CNS metastasis 15.0 13.9
Visceral disease 69.7 71.5
Disease-free interval (initial diagnosis to aBC), <12 months 37.6 29.2

Hormone receptor status, %

TNBC 45.3 41.7

HR+ 54.7 58.3
BRCA status, %*

BRCA1+ 46.3 43.8

BRCA2+ 53.7 56.2

Prior treatment

Prior adjuvant/neoadjuvant therapy, % 82.9 84.0
No. of previous hormone therapy-based regimens for HR+

breast cancer in TALZENNA group (n=157) and chemotherapy group (n=84), median (range) 2.0 (0-6) 2.0 (0-6)
Prior platinum therapy, % 16.0 20.8

Prior cytotoxic regimens for patients with aBC, %

0 38.7 37.5
1 37.3 37.5
2 19.9 19.4
3 4.2 5.6

*Only 10 patients (6 and 4 patients in the TALZENNA and standard-therapy groups, respectively) were identified as having a suspected deleterious mutation. The remainder who underwent central testing with BRACAnalysis CDx®

had a known pathogenic variant.

Please see Important Safety Information on page 2.
Click for the full Prescribing Information or visit TalzennaHCP.com.
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EMBRACA Clinical Trial: Summary of Efficacy and Safety

TALZENNA® is a proven alternative to chemotherapy*

1 1.
that provides patients with greater efficacy in a convenient, once-daily oral dose’ Secondary and exploratory endpoints’:

e Confirmed ORR™: 50.2% (95% Cl: 43.4-57.0) with TALZENNA vs 18.4% (95% CI:
11.8-26.8) with chemotherapy
EMBRACA: a Phase 3, open-label, 2:1 randomized study in patients with

® e [ : - o 4. . . (- 15
gBRCA-mutated HER2- locally advanced or metastatic breast cancer'# SERLER ORIl E!S el moit rezich o2 siical] signifiszimes

— Median OS: 19.3 months (95% Cl: 16.6-22.5) with TALZENNA vs 19.5 months
(95% Cl: 17.4-22.4) with chemotherapy (HR=0.85[95% CI: 0.67-1.07]; P=0.17)

e mDoR1™S: 6.4 months (95% ClI: 5.4-9.5) mDoR with TALZENNA vs 3.9 months

° ° . 1
Primary endpomt. PFS (95% Cl: 3.0-7.6) mDoR with chemotherapy

* TALZENNA reduced the risk of disease progression by 46% compared to chemotherapy

8.6 months (95% Cl: 7.2-9.3) mPFS | s 5.6 months (95% Cl: 4.2-6.7) mPFS Safety:
with TALZENNA with chemotherapy (n=144); » WARNINGS AND PRECAUTIONS: TALZENNA is associated with serious,
(n=287) HR=0.54 (0.41-0.71); P<0.0001 potentially fatal risks, including MDS/AML, myelosuppression, and embryo-fetal

toxicity. Please see Important Safety Information on page 2

* The most common adverse reactions (=20%) of any grade for TALZENNA vs
chemotherapy were fatigue (62% vs 50%), anemia (53% vs 18%), nausea (49% vs
47%), neutropenia (35% vs 43%), headache (33% vs 22%), thrombocytopenia (27%
vs 7%), vomiting (25% vs 23%), alopecia (25% vs 28%), diarrhea (22% vs 26%), and
decreased appetite (21% vs 22%)

*Capecitabine, eribulin, gemcitabine, vinorelbine.

'Response rate based on confirmed responses. Confirmed response: best overall response of partial response or complete response, confirmed by a subsequent tumor assessment (at least 4 weeks later) by investigator assessment.
*Conducted in the intent-to-treat (ITT) population with measurable disease at baseline.

SAnalyzed in the ITT patients who experienced an objective response assessed by investigator.

Cl=confidence interval; DoR=duration of response; HR=hazard ratio; MDS/AML=myelodysplastic syndrome/acute myeloid leukemia;

mPFS=median PFS; ORR=0bjective response rate; OS=overall survival.
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