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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TALZENNA safely and effectively. See full prescribing information for
TALZENNA.

TALZENNA® (talazoparib) capsules, for oral use
Initial U.S. Approval: 2018

--------------------------- RECENT MAJOR CHANGES ------rernnememememencaee

Indications and Usage (1) 6/2023
Dosage and Administration (2) 6/2023
Warnings and Precautions (5) 6/2023

--------------------------- INDICATIONS AND USAGE

TALZENNA is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated

for:

Breast Cancer

e As asingle agent, for the treatment of adult patients with deleterious or
suspected deleterious germline BRCA-mutated (JBRCAm) HER2-negative
locally advanced or metastatic breast cancer. Select patients for therapy
based on an FDA-approved companion diagnostic for TALZENNA. (1.1)

HRR Gene-mutated mCRPC

¢ In combination with enzalutamide for the treatment of adult patients with
HRR gene-mutated metastatic castration-resistant prostate cancer
(mCRPC). (1.2)

---------------------- DOSAGE AND ADMINISTRATION- --------mmmmmmemeeeee

o Take TALZENNA with or without food. (2.4)

Breast Cancer

e The recommended dosage of TALZENNA is 1 mg taken orally once daily
until disease progression or unacceptable toxicity. (2.2)

o For adverse reactions, consider dosing interruption or dose reduction. (2.5)

HRR Gene-Mutated mCRPC

o The recommended dosage of TALZENNA is 0.5 mg taken orally once
daily in combination with enzalutamide until disease progression or
unacceptable toxicity. (2.3)

o Patients should also receive a gonadotropic-releasing hormone (GnRH)
analog concurrently or should have had bilateral orchiectomy. (2.3)

————————————————————— DOSAGE FORMS AND STRENGTHS-----------=----------
Capsules: 0.1 mg, 0.25 mg, 0.35 mg, 0.5 mg, 0.75 mg, and 1 mg (3)

CONTRAINDICATIONS
None. (4)

----------------------- WARNINGS AND PRECAUTIONS -----------mmmmmmemeee

o Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML):
MDS/AML occurred in patients exposed to TALZENNA, and some cases
were fatal. Monitor patients for hematological toxicity and discontinue if
MDS/AML is confirmed. (5.1)

o Myelosuppression: TALZENNA may affect hematopoiesis and can cause
anemia, neutropenia, and/or thrombocytopenia. (5.2)

o Embryo-Fetal Toxicity: TALZENNA can cause fetal harm. Advise of the
potential risk to the fetus and to use effective contraception. (5.3, 8.1, 8.3)

ADVERSE REACTIONS
Most common adverse reactions (>20%) as a single agent, including
laboratory abnormalities, are:

o Hemoglobin decreased, neutrophils decreased, lymphocytes decreased,
platelets decreased, fatigue, glucose increased, aspartate aminotransferase
increased, alkaline phosphatase increased, alanine aminotransferase
increased, calcium decreased, nausea, headache, vomiting, alopecia,
diarrhea, and decreased appetite. (6.1)

Most common adverse reactions (>10%) in combination with enzalutamide,

including laboratory abnormalities, are:

o Hemoglobin decreased, neutrophils decreased, lymphocytes decreased,
fatigue, platelets decreased, calcium decreased, nausea, decreased appetite,
sodium decreased, phosphate decreased, fractures, magnesium decreased,
dizziness, bilirubin increased, potassium decreased, and dysgeusia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e P-gp Inhibitors: Reduce the dose when coadministered with certain P-gp
inhibitors. Monitor for increased adverse reactions. (2.7, 7.1)

e BCRP Inhibitors: Monitor for potential increased adverse reactions. (7.1)

——————————————————————— USE IN SPECIFIC POPULATIONS -------------mnmneeeo-

o | actation: Advise women not to breastfeed. (8.2)

e Renal Impairment: Reduce the dose and monitor for increased adverse
reactions for patients with moderate or severe renal impairment. (2.6, 8.7)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 6/2023
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 BRCA-mutated (gBRCAmM) HER2-negative Locally Advanced or Metastatic Breast Cancer

TALZENNA is indicated as a single agent for the treatment of adult patients with deleterious or suspected
deleterious germline breast cancer susceptibility gene (BRCA)-mutated (gBRCAmM) 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 [see Dosage and Administration (2.1)].

1.2 HRR Gene-mutated mCRPC

TALZENNA is indicated in combination with enzalutamide for the treatment of adult patients with homologous
recombination repair (HRR) gene-mutated metastatic castration-resistant prostate cancer (NCRPC) [see Dosage
and Administration (2.3)].

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Information on the FDA-approved tests for the detection of genetic mutations is available at
http://www.fda.gov/companiondiagnostics.

gBRCAmM HER?2-negative Locally Advanced or Metastatic Breast Cancer
Select patients for the treatment of advanced breast cancer with TALZENNA based on the presence of germline
BRCA mutations [see Indications and Usage (1.1), Clinical Studies (14.1)].

HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer

Select patients for the treatment of HRR gene-mutated mCRPC with TALZENNA based on the presence of
HRR gene mutations (ATM, ATR, BRCAL, BRCA2, CDK12, CHEK2, FANCA, MLH1, MRE11A, NBN, PALB2,
or RAD51C) [see Indications and Usage (1.2), Clinical Studies (14.2)].

An FDA-approved test for the detection of HRR gene mutations for use with TALZENNA is not currently
available.

2.2 Recommended Dosage for gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer

The recommended dosage of TALZENNA is 1 mg taken orally once daily, until disease progression or
unacceptable toxicity.

2.3 Recommended Dosage for HRR Gene-mutated mCRPC

The recommended dosage of TALZENNA is 0.5 mg taken orally once daily in combination with enzalutamide
until disease progression or unacceptable toxicity.

Refer to the enzalutamide prescribing information for recommended enzalutamide dosing information.

Patients receiving TALZENNA and enzalutamide should also receive a gonadotropin-releasing hormone

(GnRH) analog concurrently or should have had bilateral orchiectomy.
3



2.4 Administration
Take TALZENNA with or without food.
Swallow TALZENNA capsules whole. Do not open or dissolve.

If a patient vomits or misses a dose of TALZENNA, instruct them to take the next prescribed dose at the usual
time.

2.5 Dosage Modifications for Adverse Reactions

To manage adverse reactions, consider interruption of treatment with or without dose reduction based on
severity and clinical presentation. Recommended dose reductions are indicated in Table 1 and Table 2.
Treatment with TALZENNA should be discontinued if more than three dose reductions are required.

| gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer

Table 1. Dose Reduction Levels for Adverse Reactions—Breast Cancer

Dose Reductions Dose Level
Recommended starting dose | 1 mg once daily
First dose reduction 0.75 mg once daily
Second dose reduction 0.5 mg once daily
Third dose reduction 0.25 mg once daily

| HRR Gene-mutated mCRPC

Table 2. Dose Reduction Levels for Adverse Reactions—mCRPC

Dose Reductions Dose Level
Recommended starting dose | 0.5 mg once daily
First dose reduction 0.35 mg once daily
Second dose reduction 0.25 mg once daily
Third dose reduction 0.1 mg once daily

Refer to the enzalutamide prescribing information for dose modifications for adverse reactions associated with
enzalutamide.




| gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer and HRR Gene-mutated mCRPC
Monitor complete blood counts monthly and as clinically indicated [see Warnings and Precautions (5.2)].

Table 3. Dose Modification and Management for Adverse Reactions

Adverse Reactions Withhold TALZENNA Resume TALZENNA
Until Levels Resolve To
Hemoglobin <8 g/dL >9 g/dL
Platelet count <50,000/uL >75,000/uL Resume TALZENNA at a reduced dose

Neutrophil count <1,000/uL >1500/uL

Non-hematologic Grade 3 or <G Consider resuming TALZENNA at a
<Grade 1 : )
Grade 4 reduced dose or discontinue

2.6 Recommended Dosage in Patients with Renal Impairment

gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer
The recommended dosage of TALZENNA for patients with moderate renal impairment (CLcr 30 - 59 mL/min)
is 0.75 mg taken orally once daily [see Use in Specific Populations (8.7)].

The recommended dosage of TALZENNA for patients with severe renal impairment (CLcr 15 - 29 mL/min) is
0.5 mg taken orally once daily [see Use in Specific Populations (8.7)].

HRR Gene-mutated mCRPC
The recommended dosage of TALZENNA for patients with moderate renal impairment (CLcr 30 - 59 mL/min)
is 0.35 mg taken orally once daily in combination with enzalutamide [see Use in Specific Populations (8.7)].

The recommended dosage of TALZENNA for patients with severe renal impairment (CLcr 15 - 29 mL/min) is
0.25 mg taken orally once daily in combination with enzalutamide [see Use in Specific Populations (8.7)].

2.7 Dosage Modifications for P-glycoprotein Inhibitors

gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer

Avoid coadministration of TALZENNA with the following P-glycoprotein (P-gp) inhibitors: itraconazole,
amiodarone, carvedilol, clarithromycin, itraconazole, and verapamil. If coadministration of TALZENNA with
these P-gp inhibitors cannot be avoided, reduce the dose of TALZENNA to 0.75 mg taken orally once daily.
When the P-gp inhibitor is discontinued, increase the dose of TALZENNA (after 3 — 5 half-lives of the P-gp
inhibitor) to the dose of TALZENNA that was used before starting the P-gp inhibitor [see Drug Interactions

(7.1)].

Monitor for increased adverse reactions and modify the dosage as recommended for adverse reactions when
TALZENNA is coadministered with other P-gp inhibitors [see Dosage and Administration (2.5)].




3 DOSAGE FORMS AND STRENGTHS

Table 4. Dosage Forms and Strengths

Capsule Strength Description

01m White cap (printed with “Pfizer” in black) and a white body
-+ My (printed with “TLZ 0.1” in black)

0.25m Ivory cap (printed with “Pfizer” in black) and a white body
2 Mg (printed with “TLZ 0.25” in black)

0.35m Ivory cap (printed with “Pfizer” in black) and an ivory body
22 Mg (printed with “TLZ 0.35” in black)

05m Light pink cap (printed with “Pfizer” in black) and a white body
> Mg (printed with “TLZ 0.5” in black)

0.75m Light orange cap (printed with “Pfizer” in black) and a white
> Mg body (printed with “TLZ 0.75” in black)
1m Light red cap (printed with “Pfizer” in black) and a white body

g (printed with “TLZ 1” in black)

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Myelodysplastic Syndrome/Acute Myeloid Leukemia

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML), including cases with a fatal outcome, has
been reported in patients who received TALZENNA.

Overall, MDS/AML has been reported in 0.4% (3 out of 788) of solid tumor patients treated with TALZENNA
as a single agent in clinical studies. In TALAPRO-2, MDS/AML occurred in 2 out of 511 (0.4%) patients
treated with TALZENNA and enzalutamide and in 0 out of 517 (0%) patients treated with placebo and
enzalutamide [see Adverse Reactions (6.1)]. The durations of TALZENNA treatment in these five patients prior
to developing MDS/AML were 0.3, 1, 2, 3, and 5 years, respectively. Most of these patients had received
previous chemotherapy with platinum agents and/or other DNA damaging agents including radiotherapy.

Do not start TALZENNA until patients have adequately recovered from hematological toxicity caused by
previous chemotherapy. Monitor blood counts monthly during treatment with TALZENNA. For prolonged
hematological toxicities, interrupt TALZENNA and monitor blood counts weekly until recovery. If counts do
not recover within 4 weeks, refer the patient to a hematologist for further investigations including bone marrow
analysis and blood sample for cytogenetics. If MDS/AML is confirmed, discontinue TALZENNA.

5.2 Myelosuppression

Myelosuppression consisting of anemia, neutropenia, and/or thrombocytopenia, have been reported in patients
treated with TALZENNA [see Adverse Reactions (6.1)].



Grade >3 anemia, neutropenia, and thrombocytopenia were reported, respectively, in 39%, 21%, and 15% of
patients receiving TALZENNA as a single agent. Discontinuation due to anemia, neutropenia, and
thrombocytopenia occurred, respectively, in 0.7%, 0.3%, and 0.3% of patients.

In TALAPRO-2, Grade >3 anemia, neutropenia, and thrombocytopenia were reported, respectively, in 45%,
18%, and 8% of patients receiving TALZENNA and enzalutamide. Overall, 39% of patients (199/511) required
a red blood cell transfusion, including 22% (111/511) who required multiple transfusions. Discontinuation due
to anemia, neutropenia, and thrombocytopenia occurred, respectively, in 7%, 3%, and 0.4% of patients.

Withhold TALZENNA until patients have adequately recovered from hematological toxicity caused by
previous therapy. Monitor blood counts monthly during treatment with TALZENNA. If hematological toxicities
do not resolve within 28 days, discontinue TALZENNA and refer the patient to a hematologist for further
investigations including bone marrow analysis and blood sample for cytogenetics [see Dosage and
Administration (2.5)].

5.3 Embryo-Fetal Toxicity

Based on its mechanism of action and findings from animal data, TALZENNA can cause fetal harm when
administered to a pregnant woman. In an animal reproduction study, administration of talazoparib to pregnant
rats during the period of organogenesis caused fetal malformations and structural skeletal variations, and
embryo-fetal death at exposures that were 0.24 times the area under the concentration-time curve (AUC) in
patients receiving the recommended human dose of 1 mg daily. Apprise pregnant women and females of
reproductive potential of the potential risk to a fetus. Advise females of reproductive potential to use effective
contraception during treatment and for 7 months following the last dose of TALZENNA [see Use in Specific
Populations (8.1, 8.3), Clinical Pharmacology (12.1)].

Based on findings from genetic toxicity and animal reproduction studies, advise male patients with female
partners of reproductive potential or who are pregnant to use effective contraception during treatment and for
4 months following the last dose of TALZENNA [see Use in Specific Populations (8.1, 8.3), Nonclinical
Toxicology (13.1)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:

e Myelodysplastic Syndrome/Acute Myeloid Leukemia [see Warnings and Precautions (5.1)]
e Myelosuppression [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS section reflect exposure to single agent
TALZENNA in solid tumor clinical studies, including 286 patients enrolled in EMBRACA trial and to
TALZENNA 0.5 mg daily in combination with enzalutamide in 511 patients enrolled in the TALAPRO-2 trial
that included 197 patients with HRR gene-mutated mCRPC.



gBRCAmM HER2-negative Locally Advanced or Metastatic Breast Cancer

EMBRACA

The safety of TALZENNA as a single agent was evaluated in gBRCAmM patients with HER2-negative locally
advanced or metastatic breast cancer who had previously received no more than 3 lines of chemotherapy for the
treatment of locally advanced/metastatic disease [see Clinical Studies (14.1)]. EMBRACA was a randomized,
open-label, multi-center study in which 412 patients received either TALZENNA 1 mg once daily (N=286) or a
chemotherapy agent (capecitabine, eribulin, gemcitabine, or vinorelbine) of the healthcare provider’s choice
(N=126) until disease progression or unacceptable toxicity. The median duration of study treatment was

6.1 months in patients who received TALZENNA and 3.9 months in patients who received chemotherapy.

Serious adverse reactions of TALZENNA occurred in 32% of patients. Serious adverse reactions reported in
>2% of patients included anemia (6%) and pyrexia (2%). Fatal adverse reactions occurred in 1% of patients,
including cerebral hemorrhage, liver disorder, veno-occlusive liver disease, and worsening neurological
symptoms (1 patient each).

Permanent discontinuation due to adverse reactions occurred in 5% of TALZENNA patients. Dosing
interruptions due to an adverse reaction of any grade occurred in 65% of patients receiving TALZENNA; dose
reductions due to any cause occurred in 53% of TALZENNA patients.

The most common (>20%) adverse reactions, including laboratory abnormalities, were hemoglobin decreased,
neutrophils decreased, lymphocytes decreased, platelets decreased, fatigue, glucose increased, aspartate
aminotransferase increased, alkaline phosphatase increased, alanine aminotransferase increased, calcium
decreased, nausea, headache, vomiting, alopecia, diarrhea, and decreased appetite.

Table 5 and Table 6 summarize the most common adverse reactions and laboratory abnormalities, respectively,
in patients treated with TALZENNA or chemotherapy in the EMBRACA study.

Table 5. Adverse Reactions® (>20%) in Patients Receiving TALZENNA in EMBRACA

TALZENNA Chemotherapy
N=286 (%0) N=126 (%0)

Adverse Reactions Grades 1-4 | Grade 3 Grade4 | Grades1-4| Grade3 Grade 4
General disorders and administration site conditions
Fatigue® \ 62 | 3 \ 0 | 50 \ 5 | 0
Gastrointestinal disorders
Nausea 49 0.3 0 47 2 0
\Vomiting 25 2 0 23 2 0
Diarrhea 22 1 0 26 6 0
Nervous system disorders
Headache \ 33 | 2 \ 0 | 22 \ 1 | 0
Skin and subcutaneous tissue disorders
Alopecia \ 25 | 0 \ 0 | 28 \ 0 | 0
Metabolism and nutrition disorders
Decreased appetite | 21 | 03 | 0 | 22 | 1 | 0

Abbreviation: N=number of patients.
& Graded according to NCI CTCAE 4.03.
b Includes fatigue and asthenia.

Clinically relevant adverse reactions in <20% of patients who received TALZENNA included abdominal pain
(19%), dizziness (17%), dysgeusia (10%), dyspepsia (10%), stomatitis (8%), and febrile neutropenia (0.3%).
8



Table 6. Select Laboratory Abnormalities (>25%) of Patients in EMBRACA

TALZENNA Chemotherapy
Na=286 (%) Na=126 (%)
Parameter Grades 1-4 Grade 3 Grade 4 Grades 1-4 Grade 3 Grade 4
Hemoglobin 90 39 0 77 6 0
decreased
Neutrophils 68 17 3 70 21 17
decreased
Lymphocytes 76 17 0.7 53 8 0.8
decreased
Platelets 55 11 4 29 2 0
decreased
Glucose 54 2 0 51 2 0
increased®
Aspartate 37 2 0 48 3 0
aminotransferase
Increased
Alkaline 36 2 0 34 2 0
phosphatase
increased
Alanine 33 1 0 37 2 0
aminotransferase
increased
Calcium 28 1 0 16 0 0
decreased

Abbreviation: N=number of patients.

& This number represents the safety population. The derived values in the table are based on the total number of evaluable
patients for each laboratory parameter.

b This number represents non-fasting glucose.

HRR Gene-mutated mCRPC

The safety of TALZENNA in combination with enzalutamide was evaluated in patients with HRR
gene-mutated MCRPC enrolled in TALAPRO-2 [see Clinical Studies (14.2)]. Patients were randomized to
receive either TALZENNA 0.5 mg in combination with enzalutamide 160 mg once daily (n=197), or placebo in
enzalutamide 160 mg once daily (n=199) until disease progression or unacceptable toxicity. Among patients
receiving TALZENNA, 86% were exposed for 6 months or longer, 60% were exposed for greater than one year,
and 18% were exposed for greater than two years.

Serious adverse reactions of TALZENNA in combination with enzalutamide occurred in 30% of patients.
Serious adverse reactions reported in >2% of patients included anemia (9%) and fracture (3%). Fatal adverse
reactions occurred in 1.5% of patients, including pneumonia, COVID infection, and sepsis (1 patient each).

Permanent discontinuation of TALZENNA due to adverse reactions occurred in 10% of patients treated in the
TALZENNA with enzalutamide arm. The most common adverse reactions which resulted in permanent
discontinuation of TALZENNA were anemia (4%), fatigue, bone fracture, ischemic heart disease, and spinal
cord compression (1% each).



Dosage interruption of TALZENNA due to adverse reactions occurred in 58% of patients treated in the
TALZENNA with enzalutamide arm. The most common adverse reactions which resulted in dose interruption
of TALZENNA were anemia (42%), neutropenia (15%), and platelet count decreased (9%) and fatigue (5%).

Dose reduction of TALZENNA due to adverse reactions occurred in 52% of patients treated in the TALZENNA
with enzalutamide arm. The most common adverse reactions which resulted in dose reduction of TALZENNA
were anemia (43%), neutrophil count decreased (15%), platelet count decreased (6%), and fatigue (4%).

The most common adverse reactions (>=10%), including laboratory abnormalities, in patients who received
TALZENNA with enzalutamide were hemoglobin decreased, neutrophils decreased, lymphocytes decreased,
fatigue, platelets decreased, calcium decreased, nausea, decreased appetite, sodium decreased, phosphate
decreased, fractures, magnesium decreased, dizziness, bilirubin increased, potassium decreased, and dysgeusia.

Table 7 and Table 8 summarize the most common adverse reactions and laboratory abnormalities, respectively,
in the TALAPRO-2 study.

Table 7. Adverse Reactions? (>10%0) in Patients Receiving TALZENNA [with a Difference Between
Arms of >2%] in TALAPRO-2
TALZENNA with Enzalutamide Placebo with Enzalutamide
N=197 N=199
Grades 1-4 | Grade 3 Grade4 |Grades1-4| Grade3 Grade 4

% % % % % %

Fatigue® 49 4 0 40 1 0

Nausea 21 2 0 17 1 0.5
Decreased appetite 20 1 0 14 1 1
Fractures® 14 3 0 10 1.5 0
Dizziness* 13 1.5 0 9 1.5 0
Dysgeusia® 10 0 0 4.5 0 0

Abbreviation: N=number of patients.

Includes fatigue and asthenia.

® 2 o T »

Graded according to NCI CTCAE 4.03.

Fractures include multiple similar terms.
Includes dizziness, dizziness postural, vertigo.
Includes ageusia, anosmia, dysgeusia.

Clinically relevant adverse reactions in <10% of patients who received TALZENNA with enzalutamide
included abdominal pain (9%), vomiting (9%), alopecia (7%), dyspepsia (4%), venous thromboembolism (3%)

and stomatitis (2%).

10




Table 8. Select Laboratory Abnormalities (>10%) That Worsened from Baseline in Patients Who
Received TALZENNA in TALAPRO-2

TALZENNA with Enzalutamide Placebo with Enzalutamide
N=1972 N=1992

Laboratory Grades 1-4 Grade 3 Grade 4 Grades 1-4 Grade 3 Grade 4
Abnormality % % % % % %
Hemoglobin 79 41 0 34 6 0
decreased
Neutrophils 60 18 1 18 0 1
decreased
Lymphocytes 58 13 0 36 7 0
decreased
Platelets 45 6 3 8 05 0
decreased
Calcium 25 0 1 11 0 1
decreased
Sodium 22 3 0 20 1.5 0
decreased
Phosphate 17 3 1 13 2 0
decreased
Magnesium 14 0 1 12 0 0.5
decreased
Bilirubin 11 0.5 0 7 0 0
increased
Potassium 11 0 1 7 1 05
decreased

Abbreviation: N=number of patients.
& The denominator used to calculate the rate varied from 198 to 199 in the placebo with enzalutamide arm based on the number of
patients with a baseline value and at least one post-treatment value.

7 DRUG INTERACTIONS
7.1 Effect of Other Drugs on TALZENNA

Effect of P-gp Inhibitors

Breast Cancer

Avoid coadministration of TALZENNA with the following P-gp inhibitors: itraconazole, amiodarone,
carvedilol, clarithromycin, itraconazole, and verapamil. If coadministration of TALZENNA with these P-gp
inhibitors cannot be avoided, reduce the dose of TALZENNA [see Dosage and Administration (2.7)]. When the
P-gp inhibitor is discontinued, increase the dose of TALZENNA [see Dosage and Administration (2.7)].

Coadministration of TALZENNA with these P-gp inhibitors increased talazoparib concentrations [see Clinical
Pharmacology (12.3)], which may increase the risk of adverse reactions.

Monitor for increased adverse reactions and modify the dosage as recommended for adverse reactions when
TALZENNA is coadministered with other P-gp inhibitors [see Dosage and Administration (2.5)].

HRR Gene-mutated mCRPC
The effect of coadministration of P-gp inhibitors on talazoparib exposure when TALZENNA is taken in

combination with enzalutamide has not been studied. Monitor patients for increased adverse reactions and
11



modify the dosage as recommended for adverse reactions when TALZENNA is coadministered with a P-gp
inhibitor [see Dosage and Administration (2.5)].

Effect of BCRP Inhibitors
Monitor patients for increased adverse reactions and modify the dosage as recommended for adverse reactions
when TALZENNA is coadministered with a BCRP inhibitor [see Dosage and Administration (2.5)].

Coadministration of TALZENNA with BCRP inhibitors may increase talazoparib exposure [see Clinical
Pharmacology (12.3)], which may increase the risk of adverse reactions.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Based on findings from animal studies and its mechanism of action [see Clinical Pharmacology (12.1)],

TALZENNA can cause embryo-fetal harm when administered to a pregnant woman. There are no available data
on TALZENNA use in pregnant women to inform a drug-associated risk. In an animal reproduction study, the
administration of talazoparib to pregnant rats during the period of organogenesis caused fetal malformations and
structural skeletal variations and embryo-fetal death at maternal exposures that were 0.24 times the AUC in
patients receiving the recommended dose of 1 mg daily (see Data). Apprise pregnant women and females of
reproductive potential of the potential risk to a fetus.

The background risk of major birth defects and miscarriage for the indicated population is unknown. In the
general U.S. population, the estimated background risks of major birth defects and miscarriage in clinically
recognized pregnancies are 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

In an embryo-fetal development toxicity study, pregnant rats received oral doses of 0.015, 0.05, and

0.15 mg/kg/day talazoparib during the period of organogenesis. Talazoparib caused embryo-fetal death at doses
>0.015 mg/kg/day (approximately 0.24 times the AUC in patients at the recommended dose of 1 mg daily). A
dose of 0.015 mg/kg/day caused decreased fetal body weights and an increased incidence of fetal malformations
(depressed eye bulge, small eye, split sternebra, and fused cervical vertebral arch) and structural variations
including misshapen or incomplete ossification of the sternebra, skull, rib, and vertebra.

8.2 Lactation

Risk Summary
There are no data on the presence of talazoparib in human milk, the effects of the drug on milk production, or

the effects of the drug on the breastfed child. Because of the potential for serious adverse reactions in a
breastfed child from talazoparib, advise lactating women not to breastfeed during treatment with TALZENNA
and for 1 month after the final dose.

8.3 Females and Males of Reproductive Potential

TALZENNA can cause fetal harm when administered to pregnant women [see Use in Specific Populations

8.1)].
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Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating TALZENNA treatment.

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment and for 7 months
following the last dose of TALZENNA.

Males

Based on genotoxicity and animal reproduction studies, advise male patients with female partners of
reproductive potential and pregnant partners to use effective contraception during treatment with TALZENNA
and for 4 months following the last dose [see Use in Specific Populations (8.1), Nonclinical Toxicology (13.1)].

Infertility
Males

Based on animal studies, TALZENNA may impair fertility in males of reproductive potential [see Nonclinical
Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of TALZENNA have not been established in pediatric patients.

8.5 Geriatric Use

In clinical trials of TALZENNA enrolling 494 patients with advanced solid tumors who received TALZENNA
1 mg daily as a single agent, 85 (17%) patients were >65 years of age, and this included 19 (4%) patients who
were >75 years old. There were 5 patients >85 years old. In the TALAPRO-2 trial, of 197 patients who received

TALZENNA, 77% were >65 years of age, while 30% were >75 years of age. No overall differences in safety or
effectiveness of TALZENNA were observed between these patients and younger patients.

8.6 Hepatic Impairment

No dosage modification is recommended for patients with hepatic impairment [see Clinical Pharmacology
(12.3)].

8.7 Renal Impairment

Reduce the recommended dosage of TALZENNA in patients with moderate (CLcr 30 — 59 mL/min) and severe
(CLcr 15 — 29 mL/min) renal impairment [see Dosage and Administration (2.7)]. Monitor patients with severe

renal impairment for increased adverse reactions and modify the dosage as recommended for adverse reactions

[see Dosage and Administration (2.5)].

No dose adjustment is recommended for patients with mild renal impairment (CLcr 60 — 89 mL/min).
TALZENNA has not been studied in patients requiring hemodialysis.
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10 OVERDOSAGE

There is no specific treatment in the event of TALZENNA overdose, and symptoms of overdose have not been
established. In the event of overdose, discontinue treatment with TALZENNA, consider gastric
decontamination, follow general supportive measures, and treat symptomatically.

11 DESCRIPTION

Talazoparib is an inhibitor of mammalian polyadenosine 5’-diphosphoribose polymerase (PARP) enzyme. The
chemical name of talazoparib tosylate is (8S,9R)-5-Fluoro-8-(4-fluorophenyl)-9-(1-methyl-1H-1,2,4-triazol-
5-yl)-2,7,8,9-tetrahydro-3H-pyrido[4,3,2-de]phthalazin-3-one 4-methylbenzenesulfonate (1:1). The chemical
formula of talazoparib tosylate is C26H22F2NeO4S, and the relative molecular mass is 552.56 Daltons. The
chemical structure of talazoparib tosylate is shown below:

CHs,

Talazoparib tosylate is a white to yellow solid. TALZENNA capsules for oral use are available as:

0.1 mg hard hypromellose (HPMC) capsule that contains 0.145 mg talazoparib tosylate equivalent to
0.1 mg talazoparib free base, or

0.25 mg HPMC capsule that contains 0.363 mg talazoparib tosylate equivalent to 0.25 mg talazoparib
free base, or

0.35 mg HPMC capsule that contains 0.509 mg talazoparib tosylate equivalent to 0.35 mg talazoparib
free base, or

0.5 mg HPMC capsule that contains 0.727 mg talazoparib tosylate equivalent to 0.5 mg talazoparib free
base, or

0.75 mg HPMC capsule that contains 1.09 mg talazoparib tosylate equivalent to 0.75 mg talazoparib free
base, or

1 mg HPMC capsule that contains 1.453 mg talazoparib tosylate equivalent to 1 mg talazoparib free
base.

Inactive ingredients: silicified microcrystalline cellulose (SMCC). The capsule shells contain hypromellose
(HPMC), yellow iron oxide, red iron oxide and titanium dioxide; and the printing ink contains shellac, black
iron oxide, potassium hydroxide, ammonium hydroxide, and propylene glycol.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Talazoparib is an inhibitor of poly (ADP-ribose) polymerase (PARP) enzymes, including PARP1 and PARP2,
which play a role in DNA repair. In vitro studies with cancer cell lines that harbored defects in DNA repair
genes, including BRCAL and BRCAZ2, have shown that talazoparib-induced cytotoxicity may involve inhibition
of PARP enzymatic activity and increased formation of PARP-DNA complexes resulting in DNA damage,
decreased cell proliferation, and apoptosis. Talazoparib anti-tumor activity was observed in patient-derived
xenograft breast cancer models bearing mutated BRCAL or mutated BRCA2 or wild type BRCAL and BRCAZ2.

12.2 Pharmacodynamics

The exposure-response relationship and time course of pharmacodynamic response for the safety and
effectiveness of TALZENNA have not been fully characterized.

Cardiac Electrophysiology
At a dose of 1 mg (the recommended dosage for treatment of breast cancer), TALZENNA had no large QTc
prolongation (i.e., >20 ms).

12.3 Pharmacokinetics

After administration of TALZENNA 1 mg orally once daily as a single agent (the recommended dosage for
breast cancer), the mean [% coefficient of variation (CV%)] AUC and maximum observed plasma
concentration (Cmax) Of talazoparib at steady-state was 208 (37%) ng.hr/mL and 16.4 (32%) ng/mL,
respectively. The mean (CV%) steady-state Cirough Was 3.53 (61%) ng/mL.

After administration of TALZENNA 0.5 mg orally once daily (the recommended dosage for prostate cancer) in
combination with enzalutamide, the mean (CV%) steady-state Ceough ranged from 3.29 to 3.68 ng/mL (45% to
48%).

The pharmacokinetics (PK) of talazoparib is linear from 0.025 mg to 2 mg (2 times the recommended dose for
breast cancer). The median accumulation ratio of talazoparib following 1 mg orally once daily is 2.3 to 5.2.
Talazoparib plasma concentrations reached steady-state within 2 to 3 weeks when administered as a single
agent and within 9 weeks when coadministered with enzalutamide.

Absorption
The median time to Cmax (Tmax) Was generally between 1 to 2 hours after dosing.

Food Effect

Following a single TALZENNA 0.5 mg dose with high-fat, high-calorie food (approximately 800 to

1000 calories with 150, 250, and 500 to 600 calories from protein, carbohydrate, and fat, respectively), the
mean Cmax Was decreased by 46%, the median Tmax was delayed from 1 to 4 hours, and AUC was not affected.

Distribution

The mean apparent volume of distribution of talazoparib is 420 L. In vitro, protein binding of talazoparib is
74% and is independent of talazoparib concentration.
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Elimination
The mean terminal plasma half-life (xstandard deviation) is 90 (x58) hours and the mean apparent oral
clearance (inter-subject variability) is 6.45 L/h (31%).

Metabolism

Talazoparib undergoes minimal hepatic metabolism. The identified metabolic pathways include
mono-oxidation, dehydrogenation, cysteine conjugation of mono-desfluoro-talazoparib, and glucuronide
conjugation.

Excretion

Excretion of talazoparib in urine was the major route of elimination. Approximately 68.7% (54.6% unchanged)
of the total administered radiolabeled dose of talazoparib was recovered in urine, and 19.7% (13.6% unchanged)
was recovered in feces.

Specific Populations

Age (18 to 88 years), sex, race (361 White, 41 Asian, 16 Black, 9 Others, and 63 Not Reported), body weight
(36 to 162 kg), and mild to severe hepatic impairment had no clinically significant effect on the PK of
talazoparib.

Patients with Renal Impairment

Mild (eGFR 60 — 89 mL/min/1.73 m?) renal impairment had no clinically significant effect on talazoparib
pharmacokinetics. Talazoparib steady-state total exposure (AUC) increased by 43% in subjects with moderate
(eGFR 30 — 59 mL/min/1.73 m?) renal impairment and 163% in patients with severe

(eGFR 15 — 29 mL/min/1.73 m?) renal impairment relative to subjects with normal renal function

(eGFR > 90 mL/min/1.73 m?). Talazoparib steady-state peak concentration (Cmax) increased by 32% in subjects
with moderate renal impairment and 89% in subjects with severe renal impairment, relative to subjects with
normal renal function. Similar increases in AUC were observed with talazoparib when given in combination
with enzalutamide for patients with moderate and severe renal impairment. The PK of talazoparib has not been
studied in patients requiring hemodialysis. There was no evidence of a relationship between the protein binding
of talazoparib and renal function.

Drug Interaction Studies

Clinical Studies

Effect of P-gp Inhibitors: Coadministration of a P-gp inhibitor (itraconazole) with a single 0.5 mg dose of
TALZENNA increased talazoparib AUC and Cmax by approximately 56% and 40%, respectively.
Coadministration with the following other P-gp inhibitors: amiodarone, carvedilol, clarithromycin, itraconazole,
and verapamil increased talazoparib exposure by 45%.

Coadministration with other P-gp inhibitors (including azithromycin, atorvastatin, diltiazem, felodipine,
fluvoxamine, and quercetin) had no clinically significant effect on talazoparib pharmacokinetics.

Effect of P-gp Inducers: Coadministration of a P-gp inducer (rifampin) with a single 1 mg dose of TALZENNA
increased talazoparib Cmax by 37% with no effect on talazoparib AUC.

Effect of Acid-Reducing Agents: Coadministration of acid-reducing agents including proton pump inhibitors

(PPI), histamine receptor 2 antagonists (H2RA), or other acid reducing agents has no effect on the absorption of
talazoparib.
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Enzalutamide: Coadministration of enzalutamide with TALZENNA increased talazoparib exposure
approximately 2-fold.

In Vitro Studies
Transporters: Talazoparib is a substrate of P-gp and BCRP transporters, but not a substrate of OATP1B1,
OATP1B3, OCT1, OCT2, OAT1, OATS3, BSEP, MATEL, or MATE2-K.

Talazoparib is not an inhibitor of P-gp, BCRP, OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, BSEP,
MATEL, or MATE2-K.

CYP Enzymes: Talazoparib is not an inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2DS6,
or CYP3A4/5.

Talazoparib is not an inducer of CYP1A2, CYP2B6, or CYP3AA4.

UGT: Talazoparib is not an inhibitor of UGT isoforms (1A1, 1A4, 1A6, 1A9, 2B7, and 2B15).
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with talazoparib.

Talazoparib was clastogenic in an in vitro chromosomal aberration assay in human peripheral blood
lymphocytes and in an in vivo bone marrow micronucleus assay in rats. This clastogenicity is consistent with
genomic instability resulting from the primary pharmacology of talazoparib, indicating the potential for
genotoxicity in humans. Talazoparib was not mutagenic in a bacterial reverse mutation (Ames) test.

Fertility studies in animals have not been conducted with talazoparib. In repeat-dose toxicity studies up to
3-months duration, talazoparib-related findings in the testis and epididymis at doses >0.04 mg/kg/day in rats and
>0.01 mg/kg/day in dogs included decreased organ weights, luminal cellular debris, reduced sperm, and
degeneration/atrophy. These doses in rats and dogs resulted in approximately 1.0 times and 0.2 times,
respectively, the exposure (AUC) in humans at the recommended dose of 1 mg daily. Follicular atresia of the
ovary was observed in rats at doses >1 mg/kg/day talazoparib, approximately 9.5 times the AUC in patients at
the recommended dose of 1 mg daily.

14 CLINICAL STUDIES

14.1  Deleterious or Suspected Deleterious Germline BRCA-mutated HER2-negative Locally Advanced
or Metastatic Breast Cancer

EMBRACA (NCT01945775) was an open label study in which patients (N=431) with gBRCAmM
HER2-negative locally advanced or metastatic breast cancer were randomized 2:1 to receive TALZENNA 1 mg
or healthcare provider’s choice of chemotherapy (capecitabine, eribulin, gemcitabine, or vinorelbine) until
disease progression or unacceptable toxicity. Randomization was stratified by prior lines of chemotherapy for
metastatic disease (0 versus 1, 2, or 3), by triple-negative disease status [triple-negative breast cancer (TNBC)
versus non-TNBC], and history of central nervous system (CNS) metastasis (yes versus no).
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Patients received no more than 3 prior cytotoxic chemotherapy regimens for their metastatic or locally advanced
disease. Patients were required to have received treatment with an anthracycline and/or a taxane (unless
contraindicated) in the neoadjuvant, adjuvant, and/or metastatic treatment setting. 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.
Patients with prior platinum therapy for advanced disease were required to have no evidence of disease
progression during platinum therapy. No prior treatment with a PARP inhibitor was permitted. Of the

431 patients randomized in the EMBRACA study, 408 (95%) were centrally confirmed to have a deleterious or
suspected deleterious gBRCAmM using a clinical trial assay; out of which 354 (82%) were confirmed using the
BRACAnalysis CDx®. BRCA mutation status [breast cancer susceptibility gene 1 (BRCA1)-positive or breast
cancer susceptibility gene 2 (BRCAZ2)-positive] was similar across both treatment arms.

The median age of patients treated with TALZENNA was 46 years (range 28 to 84) and 51 years (range 24

to 89) among patients treated with chemotherapy. Among all randomized patients, 1% versus 2% were males,
67% versus 75% were White; 11% versus 11% were Asian, and 4% versus 1% were Black or African American
in the TALZENNA and chemotherapy arms, respectively. Almost all patients (98%) in both arms had an
Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1. Approximately 56% of patients
had estrogen receptor-positive and/or progesterone receptor-positive disease; 44% of patients had
triple-negative disease, and the proportions were balanced across both treatment arms. Fifteen percent (15%) of
patients in the TALZENNA arm and 14% of patients in the chemotherapy arm had a history of CNS metastases.
Ninety-one percent (91%) of patients in the TALZENNA arm had received prior taxane therapy, and 85% had
received prior anthracycline therapy in any setting. Sixteen percent (16%) of patients in the TALZENNA arm
and 21% of patients in the chemotherapy arm had received prior platinum treatment in any setting. The median
number of prior cytotoxic regimens for patients with advanced breast cancer was one; 38% received no prior
cytotoxic regimens for advanced or metastatic disease, 37% received one, 20% received two, and 5% received
three or more prior cytotoxic regimens.

The major efficacy outcome measure was progression-free survival (PFS) evaluated according to Response
Evaluation Criteria in Solid Tumors (RECIST) version 1.1, as assessed by blinded independent central review
(BICR). A statistically significant improvement in PFS was demonstrated for TALZENNA compared with
chemotherapy. A sensitivity analysis of investigator-assessed PFS was consistent with the BICR-assessed PFS
results. Consistent PFS results were observed across patient subgroups defined by study stratification factors
(prior lines of chemotherapy, TNBC status, and history of CNS metastases). Efficacy data from the EMBRACA
study are summarized in Table 9, and the Kaplan-Meier curves for PFS are shown in Figure 1 and final overall
survival (OS) in Figure 2.
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Table 9. Summary of Efficacy Results—EMBRACA Study

TALZENNA Chemotherapy
PFS by BICR N=287 N=144
Disease progression or deaths, n (%) 186 (65) 83 (58)
Median months (95% CI) 8.6 (7.2,9.3) 5.6 (4.2,6.7)

Hazard ratio (95% CI)?

0.54 (0.41, 0.71)

p-value® p<0.0001
Patients with measurable disease by investigator® N=219 N=114
ORR, % (95% CI)¢ 50.2 (43.4, 57.0) 18.4 (11.8, 26.8)
Median® DOR months (95% CI) 6.4 (5.4, 9.5) 3.9(3.0,7.6)
oS N=287 N=144
Deaths, n (%) 216 (75) 108 (75)
Median months (95% CI) 19.3 (16.6, 22.5) 19.5 (17.4, 22.4)

Hazard ratio (95% CI)?

0.85 (0.67, 1.07)

p-value®

p=0.1693

Abbreviations: BICR=blinded independent central review; Cl=confidence interval; DOR=duration of response;
ITT=intent-to-treat; N=number of patients; ORR=0bjective response rate; OS=overall survival; PFS=progression-free survival.

a

Hazard ratio is estimated from a Cox proportional hazards model stratified by prior use of chemotherapy for metastatic

disease (0 versus 1, 2, or 3), by triple-negative disease status (triple-negative breast cancer [TNBC] versus non-TNBC), and
by history of central nervous system metastasis (yes versus no) and was relative to overall chemotherapy with <1 favoring

talazoparib.

status and history of central nervous system metastasis.
¢ Conducted in ITT population with measurable disease at baseline.
Response rate based on confirmed responses.
& Median estimated from Kaplan-Meier probabilities.

Figure 1. Kaplan-Meier Curves of PFS — EMBRACA Study
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TALZENNA 287 229 148 9 55 42 29 23 16 12 5 3 1
Chemotherapy 144 68 34 22 9 8 4 2 2 1

Abbreviation: PFS=progression-free survival.
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Figure 2. Kaplan-Meier Curves of OS — EMBRACA Study (ITT Population)
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Abbreviations: 1T T=intent-to-treat; OS=overall survival.
14.2 HRR Gene-mutated mCRPC

The efficacy of TALZENNA in combination with enzalutamide was evaluated in TALAPRO-2
(NCT03395197), a randomized, double-blind, placebo-controlled, multi-cohort trial in which 399 patients with
HRR gene-mutated (HRRm) mCRPC were randomized 1:1 to receive enzalutamide 160 mg daily plus either
TALZENNA 0.5 mg or placebo daily until unacceptable toxicity or progression. All patients received a GnRH
analog or had prior bilateral orchiectomy and needed to have progressed on prior androgen deprivation therapy.
Prior treatment with a CYP17 inhibitor or docetaxel for metastatic castration-sensitive prostate cancer (NnCSPC)
was permitted. Mutation status of HRR genes was determined prospectively using solid tumor tissue or
circulating tumor DNA (ctDNA)-based next generation sequencing assays. Patients were required to have a
mutation in at least one of 12 genes involved in the HRR pathway (ATM, ATR, BRCA1, BRCA2, CDK12,
CHEK2, FANCA, MLH1, MRE11A, NBN, PALB2, or RAD51C).

Randomization was stratified by previous treatment with a CYP17 inhibitor or docetaxel (yes/no).

The median age was 70 years (range: 41 to 90); 100% were male; 68% were White, 21% Asian, 2.8% Black,
0.8% Other, 7% unknown/not reported; 12% were Hispanic/Latino; and baseline ECOG performance status was
0 (62%) or 1 (38%). Thirty-nine percent of patients had bone-only disease; 15% had visceral disease. In the
mCSPC setting, 29% percent of patients had received docetaxel and 9% had received a prior CYP17 inhibitor.
The most commonly mutated HRR genes (>5%), including co-occurring mutations, were: BRCA2 (34%), ATM
(22%), CDK12 (19%), CHEK2 (18%), and BRCAL (6%).

The major efficacy outcome measure was radiographic progression-free survival (rPFS) evaluated according to
RECIST, version 1.1 and Prostate Cancer Working Group (PCWG3) (bone) criteria, assessed by BICR. An
additional efficacy outcome measure was OS.

A statistically significant improvement in rPFS was demonstrated at the pre-specified interim analysis in
patients randomized to TALZENNA in combination with enzalutamide compared with placebo in combination
with enzalutamide. Consistent rPFS results were observed in patients who received or did not receive a prior
CYP17 inhibitor or docetaxel. The OS data were not mature at the time of the rPFS analysis (24% of patients
had died). Efficacy results are presented in Table 10 and Figure 3.
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Table 10. Efficacy Results for TALAPRO-2 (HRR Gene-mutated mCRPC)

TALZENNA with
Enzalutamide Placebo with Enzalutamide
(N=200) (N=199)
Radiographic Progression-free Survival (rPFS) by BICR
Number of rPFS events, n (%) 66 (33) 104 (52)
Median months (95% CI) NE (21.9, NE) 13.8 (11.0, 16.7)

Hazard ratio (95% CI)*

0.45 (0.33, 0.61)

p-value'

<0.0001

Abbreviations: BICR=blinded independent central review; Cl=confidence interval; CSPC=castration-sensitive prostate cancer;
HRRm=homologous recombination repair gene-mutated; mCRPC=metastatic castration-resistant prostate cancer; N=number of

patients; NE=not evaluable.

*  Hazard ratio and CI were based on Cox PH model stratified by previous treatment for CSPC.

+

p-value was based on log-rank test stratified by previous treatment for CSPC and compared with the boundary 0.0076.

Figure 3. Kaplan-Meier Curve for rPFS in TALAPRO-2 (HRR Gene-mutated mCRPC)
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TALZENNA + Enzalutamide 200 191 180 168 163 131 107 8 82 60 49 45 34 26 21 19 9 4 2 1 0
Placebo + Enzalutamide 199 171 149 131 126 96 67 51 47 38 29 25 21 1 7 7 4 0 0 0 0

Abbreviations: HRRm=homologous recombination repair gene-mutated; mCRPC=metastatic castration-resistant prostate cancer;

rPFS=radiographic progression-free survival.

Exploratory subgroup analyses of rPFS for patients with BRCA-mutated (BRCAm) and non-BRCAmM HRRm

are presented in Table 11.
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Table 11. Exploratory rPFS Subgroup Analyses by BRCAm Status for TALAPRO-2 (HRR
Gene-mutated mCRPC)

BRCAmM Non-BRCAmM HRRm*
TALZENNA TALZENNA
with Placebo with with Placebo with
Enzalutamide Enzalutamide Enzalutamide Enzalutamide
N=71 N=84 N=129 N=115
rPES
Number of events, n (%) 15 (21) 54 (64) 51 (40) 50 (43)
Median months (95% CI) NE (NE, NE) 11.0(8.3,11.1) | 24.7 (16.4, NE) | 16.7 (13.8, 27.7)
Hazard ratio (95% CI) 0.20 (0.11, 0.36) 0.72 (0.49, 1.07)

Abbreviations: BRCAm=breast cancer susceptibility gene-mutated; Cl=confidence interval; HRRm=homologous recombination
repair gene-mutated; NE=not evaluable; rPFS=radiographic progression-free survival.
* Includes 4 patients who were incorrectly randomized in the HRRm stratum who did not have HRR gene mutations.

16 HOW SUPPLIED/STORAGE AND HANDLING

TALZENNA is supplied in strengths and package configurations as described in Table 12:

Table 12. TALZENNA Capsules
Package Capsule
Configuration Strength (mg) | NDC Print

White cap (printed with “Pfizer” in
black) and a white body (printed
Bottles of 30 capsules | 0.1 NDC 0069-1031-30 with “TLZ 0.1” in black).

Ivory cap (printed with “Pfizer” in
black) and a white body (printed
Bottles of 30 capsules | 0.25 NDC 0069-0296-30 with “TLZ 0.25” in black).

Ivory cap (printed with “Pfizer” in
black) and an ivory body (printed
Bottles of 30 capsules | 0.35 NDC 0069-1235-30 with “TLZ 0.35” in black).

Light pink cap (printed with “Pfizer”
in black) and a white body (printed
Bottles of 30 capsules | 0.5 NDC 0069-1501-30 with “TLZ 0.5” in black).

Light orange cap (printed with
“Pfizer” in black) and a white body
Bottles of 30 capsules | 0.75 NDC 0069-1751-30 (printed with “TLZ 0.75” in black).
Light red cap (printed with “Pfizer”
in black) and a white body (printed
Bottles of 30 capsules |1 NDC 0069-1195-30 with “TLZ 1” in black).

Storage

Store at 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C to 30°C (59°F to 86°F). [See USP
Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).
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e MDS/AML.: Advise patients to contact their healthcare provider if they experience weakness, feeling tired,
fever, weight loss, frequent infections, bruising, bleeding easily, breathlessness, blood in urine or stool,
and/or laboratory findings of low blood cell counts, or a need for blood transfusions. This may be a sign of
hematological toxicity or a more serious uncommon bone marrow problem called MDS or AML, which
have been reported in patients who received PARP inhibitors [see Warnings and Precautions (5.1)].

e Myelosuppression: Advise patients that TALZENNA may affect hematopoiesis and can cause anemia,
leukopenia/neutropenia, and/or thrombocytopenia [see Warnings and Precautions (5.2)].

e Administration Instructions: Advise patients that TALZENNA can be taken once daily with or without food.
Instruct patients that if they miss a dose of TALZENNA, they should take their next normal dose at the
usual time. Also advise patients to swallow each capsule whole, and that capsules must not be opened or
dissolved [see Dosage and Administration (2.4)].

e Embryo-Fetal Toxicity: Advise females to inform their healthcare provider if they are pregnant or become
pregnant. Inform female patients of the risk to a fetus and potential loss of the pregnancy [see Use in
Specific Populations (8.1)]. Advise females of reproductive potential to use effective contraception during
treatment with TALZENNA and for 7 months after the last dose. Advise male patients with female partners
of reproductive potential or who are pregnant to use effective contraception during treatment and for
4 months after receiving the last dose of TALZENNA [see Warnings and Precautions (5.3), Use in Specific
Populations (8.1, 8.3)].

e Lactation: Advise patients not to breastfeed while taking TALZENNA and for 1 month after receiving the
last dose [see Use in Specific Populations (8.2)].

This product’s labeling may have been updated. For the most recent prescribing information, please visit
http://www.pfizer.com.

@ Pﬁzer
Distributed by

Pfizer Labs
Division of Pfizer Inc.
New York, NY 10001

LAB-1271-7.0
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PATIENT INFORMATION
TALZENNA® (Tal-ZEN-ah)
(talazoparib)
capsules

What is the most important information | should know about TALZENNA?

TALZENNA may cause serious side effects, including:

Bone marrow problems called Myelodysplastic Syndrome (MDS) or Acute Myeloid Leukemia (AML). Some
people who have cancer and who have received previous treatment with chemotherapy or certain other medicines for
their cancer have developed MDS or AML during or after treatment with TALZENNA. MDS or AML may lead to death. If
you develop MDS or AML, your healthcare provider will stop treatment with TALZENNA.

Symptoms of low blood cell counts are common during treatment with TALZENNA, but can be a sign of serious
problems, including MDS or AML. Tell your healthcare provider if you have any of the following symptoms during
treatment with TALZENNA:

e weakness e blood in urine or stool
e weight loss e shortness of breath

o fever o feeling very tired

[ ) [ ]

frequent infections bruising or bleeding more easily

Your healthcare provider will do blood tests to check your blood cell counts:

e every month during treatment with TALZENNA.

o weekly if you have low blood cell counts that last a long time. Your healthcare provider may stop treatment with
TALZENNA until your blood cell counts improve.

See “What are the possible side effects of TALZENNA?” below for other side effects of TALZENNA.

What is TALZENNA?

TALZENNA is a prescription medicine used:

e alone to treat adults with a certain type of breast cancer (human epidermal growth factor receptor 2
[HERZ2]-negative)
o0 who have an abnormal inherited BRCA gene, and
o0 whose cancer has spread to other parts of the body (locally advanced or metastatic).

e in combination with a medicine called enzalutamide, to treat adults with prostate cancer
o0 with certain abnormal inherited or acquired genes called homologous recombination repair (HRR genes) and
o which no longer responds to a hormone therapy or surgical treatment to lower testosterone and has spread to

other parts of the body (metastatic).
Your healthcare provider will perform a test to make sure that TALZENNA is right for you.
It is not known if TALZENNA is safe and effective in children.

Before taking TALZENNA, tell your healthcare provider about all of your medical conditions, including if you:

e have kidney problems.

e are pregnant or plan to become pregnant. TALZENNA can harm your unborn baby, and may cause loss of
pregnancy (miscarriage). You should not become pregnant during treatment with TALZENNA. Tell your healthcare
provider right away if you are preghant or become pregnant during treatment with TALZENNA.

o If you are able to become pregnant, your healthcare provider may do a pregnancy test before you start
treatment with TALZENNA.

o0 Females who are able to become pregnant should use effective birth control (contraception) during treatment
with TALZENNA and for at least 7 months after receiving the last dose of TALZENNA. Talk to your healthcare
provider about forms of birth control that may be right for you.

0 Males with female partners who are pregnant or are able to become pregnant should use effective birth control
during treatment with TALZENNA and for at least 4 months after receiving the last dose of TALZENNA.

e are breastfeeding or plan to breastfeed. It is not known if TALZENNA passes into your breast milk. Do not
breastfeed during treatment with TALZENNA and for at least 1 month after receiving the last dose of TALZENNA.
Talk to your healthcare provider about the best way to feed your baby during this time.

Tell your healthcare provider about all the medicines you take, including prescription medicines, over-the-counter

medicines, vitamins, and herbal supplements. Taking TALZENNA and certain other medicines can affect how

TALZENNA works and may cause side effects.

Know the medicines you take. Keep a list of your medicines and show it to your healthcare provider and pharmacist

when you get a new medicine.
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How should | take TALZENNA?

e Take TALZENNA exactly as your healthcare provider tells you.

e Do not change your dose or stop taking TALZENNA without first talking with your healthcare provider.

e For breast cancer, take TALZENNA 1 time a day.

e For prostate cancer, take TALZENNA in combination with enzalutamide 1 time a day.

e You should start or continue a gonadotropin-releasing hormone (GnRH) analog therapy during your treatment with
TALZENNA and enzalutamide unless you have had a surgery to lower the amount of testosterone in your body
(surgical castration).

e Take TALZENNA with or without food.

e Swallow TALZENNA capsules whole. Do not dissolve or open TALZENNA capsules.

e Your healthcare provider may change your dose of TALZENNA or tell you to stop taking TALZENNA depending on
how you respond to treatment.

e If you miss a dose of TALZENNA or vomit, take your next dose at your regular time. Do not take an extra dose to
make up for a missed dose.

e If you take too much TALZENNA, call your healthcare provider or go to the nearest hospital emergency room right
away.

What are the possible side effects of TALZENNA?

TALZENNA may cause serious side effects, including:

e See “What is the most important information | should know about TALZENNA?”
The most common side effects of TALZENNA when taken alone include:

e low red blood cell counts e low calcium in the blood
e low white blood cell counts e nausea

e low platelet counts e headache

e tiredness or weakness e vomiting

e increased blood glucose levels e hair loss

e increased liver function tests e diarrhea

decreased appetite
The most common side effects of TALZENNA when taken in combination with enzalutamide include:
e low red blood cell counts low phosphate in the blood
low white blood cell counts bone injuries
tiredness or weakness low magnesium in the blood
low platelet counts dizziness
low calcium in the blood increased bilirubin in the blood
nausea low potassium in the blood
decreased appetite changes in your sense of taste
e low sodium in the blood
TALZENNA may cause fertility problems in males. This may affect your ability to father a child. Talk to your healthcare
provider if this is a concern for you.
These are not all of the possible side effects of TALZENNA.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store TALZENNA?
e Store TALZENNA at 68°F to 77°F (20°C to 25°C).

Keep TALZENNA and all medicines out of the reach of children.

General information about the safe and effective use of TALZENNA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
TALZENNA for a condition for which it is not prescribed. Do not give TALZENNA to other people, even if they have the
same symptoms you have. It may harm them. You can ask your healthcare provider or pharmacist for information about
TALZENNA that is written for health professionals.
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What are the ingredients in TALZENNA?
Active ingredient: talazoparib tosylate.

Inactive ingredients: silicified microcrystalline cellulose (sMCC). The capsule shells contain hypromellose (HPMC),
yellow iron oxide, red iron oxide and titanium dioxide. The printing ink contains shellac, black iron oxide, potassium
hydroxide, ammonium hydroxide, and propylene glycol.

@Pﬁzer
Distributed by
Pfizer Labs

Division of Pfizer Inc.
New York, NY 10001

For more information, go to www.pfizer.com or call 1-800-438-1985.
LAB-1272-4.0

This Patient Information has been approved by the U.S. Food and Drug Administration.

Revised: 6/2023

26



250 T VR
1.6 KEAT SCEFIR

1. ZhEE - R
L1, AFERSR YD BRCA B R % H$ % HER2 RO JFFTEIT % 72 3B L8

TALZENNA |%, HAEE T, AFREITEEORND H D AFEHIRL RS O s Mg s 1
(BRCA) ZRZHT 5, b b EEHIEK 755K 2 (HER2) [2MEDRPTENT £ 72137l
N BE OIREZ I & T 5, FDA 23&FR L7= TALZENNA D =2 o R =4 B ofE Rz 5
SWCREEZRINT D& [k HaE 2.1 7)) M),

1.2. HRR B2 TEE%H 35 mCRPC

TALZENNA |, = %% I K&t G <, HEHE#EZEE HRR) BnFERE2H45
R R BIRB RN IR (mCRPC) RN HBE DGR 2N &35 % - HE 2.3 7H) £
]

o

2. i - HE

2.1. HE DOEIR

B FARZRNT 5720 D FDA VKRS LIMEIEDOTEHIZ OV TIE, FDA DY =73 A k
(http://www.fda.gov/companiondiagnostics) CTAFTTX 5,

ARG R 411D BRCA 2 ¥ %249 % HER2 [t gt T £ - I3 I

HEBERIN R A D BRCA 2 OAF I -3V TC, TALZENNA I X A THREOIREZ 1T - BE %
BIRT DL [BEE - $F (1.1 B) |, [kt (14.1 7H) 2]

HRR E{5 28 5 2 A 4 % S U RO G AT S A

HRR #E{5F2& % (ATM, ATR, BRCAI, BRCA2, CDKI2, CHEK2, FANCA, MLHI, MREIIA,
NBN, PALB2 F/=/ZRAD5IC) OFEIZILSUWT, TALZENNA (2 L % HRR B AR A2 HT
% mCRPC DIRWEEITH BB ERINT 52 & [ZIpE - 202 (1.2 7H) , kgt (14.2 H) =
W]

o

TALZENNA O 225V T, HRR Ea AR EZHRET 57290 FDA 23K L 7o Ak I 2 3AE
FIFHTX 720,

2.2. AFEAIR D BRCA £ R %A 5 HER2 RO FFTHEIT £ 72 (3B LB Io 5+ 2 R A
2

TALZENNA O#EREH&EIZ 1mgl A 1 BRAKETH L, FEETELITFFE TERWVEEN
HELTHETHEET LI ERHEREND,

23. HRR EETEE%HF T 5 mCRPC IIX T 2 HREHE

TALZENNA O#ELFEH EIZ= 42 I REDOPFHEGIZHE W T05mgl B 1 FEREOEEGThH
Do BRMEATELITIA T RVWEENRE T 5 E TRE T2 Z EnHfERsn 5,

TUPNE I RO EICHEHT 2EHRIE, =Ly I ROWUFIEREZZHROZ &,

PFIZER CONFIDENTIAL
Page 1



250 T VR
1.6 KEAT SCEFIR

TALZENNA B L Q=2 P4 I FO#RG 25200 2881, VERRRA V& i v~
(GnRH) 717 L OPFHE S - XA R 23210 5 2 &,

24. 25

BHEOFECL ST, TALZENNA ZiRAT 5,

TALZENNA 57 72 AENTIFOEERHL, I 7L ZEHWEY, BRIV LTI SR
AN

B TALZENNA MW= IR Z2 S em681013, FTEORZNZIRIBIO S &2 RAT 5 X 9
BECREETLZ L,
2.5. BIWEA I3 5 &0

BIWER OO =%, BEIEER L O RIERIZS U THRSEHIB L (F7-13) HEEHRFT
HIZ b, RSN A RS Table 1 3B LW Table 2 (12”7, 3 EIZEBL HHELZET LA
1%, TALZENNA 5% F1E55Z &,

ARG R 411D BRCA 2 ¥ %449 % HER2 [t it T £ - I3 I

Table 1. BITERIZR T 2 IE L~V —SLE

BE AL~
HELEBR 1A FH & Imgl H 1A
INEINSES 0.75mg 1 H 1A
2 [5] B B 0.5mg1 H 1A
3 5] H i 0.25mg1 H 1 [A]

HRR 5T ZE R % 4H3 %5 mCRPC

Table 2. BIVER Iz %t A& 1L </'—mCRPC

BE AEL L

HELEBA4A T = 0.5mg1 H 1A
INEINSES 0.35mg1 H 1A
2 [5] B B 0.25mg1 H 1A
3 5] H B 0.lmg1 H 1A

TP Z LRI DREIWERNCHT 2 &I W T, =P I PO E#RESR
DT L,

AESEAAR SO BRCA £ %449 % HER2 [t Gl T £ 72 138 3% B L OV HRR Bz 4
B 244 % mCRPC

H 1R X ORI E 2GRk AT =2V o 7T 52 & [BEL L O LD
B (5.2 H) BH]

PFIZER CONFIDENTIAL
Page 2



250 T VR
1.6 KEAT SCEFIR

Table3. EBIERICxT 2 HEFASB L OEHE

BIYER TFTROLVNVICEET S5 E T TALZENNA BE5OHH
TALZENNA # 5-% $1 i

NEZ TRV 8 g/dL Al 9 g/dL Lk e o e

/LS 50,000/uL A 75,000/uL. 2L - gi%%ﬁimezmmA&

I ERELCAY 1000/uL A5 1500/uL LA

L= B3 RLF4OFMBS oy Jel e L 72 14 C TALZENNA $¢

HEIEH 5- OB & MEt £ 2 i3 Gk

2.6. EEEEELZF T HBREFOHERE
ARG R 411D BRCA 2 ¥ %449 % HER2 [t Rt T £ 72 I3 I

AR ERERE E  (CLo 23 30~59 mL/min) %9 2% A& 1295 TALZENNA OHESEH &1,
0.75mg 1 A 1 ERAKETH D [#FHREH~DOREG 8.7 H) ZH) o

HEBREREREE (CLo 2 15~29 mL/min) %A 3 % 352k 5 TALZENNA OHESE &,
05mgl A1 ERAREGETHD [FHZEL~DRS 8.7 H) ZH]

HRR BB AR % 4H3 %5 mCRPC

AR FERERERE E  (CLo 23 30~59 mL/min) %9 2% A& %95 TALZENNA OHELEH &1,
TP HE I REOJRAEE T, 035mgl B 1 BROBETHD [ EM~DRYE (8.7
) R

HEBREREREE (CLo 2 15~29 mL/min) %A 3 % 352k 5 TALZENNA OHESE &,

TUPAE I REDOPHEET, 025mgl B 1 BRARE-Th D [HHLER~DORE 8.7
H) =M,

2.7. P-FEE PG R EIKICR 5 A EFRE
ARG R 411D BRCA 2 ¥ %249 % HER2 [t gt T £ 7= I3 I

TALZENNA L RO P-FEEAE (P-gp) PHFEMROJFHEGILMTAZ L A VT aFYy—, 7
SAFr, ARV —)b, 7T A, BT NI, TALZENNA & b0
P-gp BLEHKO O A B G- 285 H e WA 1E, TALZENNA % 0.75mg 1 H 1 BIFE O & 5128 &
THZE, Pgp EKOEGEZPFIELEEEAE,  (P-gp BAERO Y D 3~5 {5 O W A3 RGE
L72#12) P-gp BLES O H-BA4ARTD TALZENNA O 8|2 TALZENNA &5 2 & [y
HATERH (7.1 H) ZH]

TALZENNA 1o P-gp BEEKAZFHEZE 5T 2561, BWEHOENEZE=4%V 7L, BIE
ot U CHERR SN HERE 2175 2 & [ - HE 2.5 H) 2],

PFIZER CONFIDENTIAL
Page 3



250 T VR
1.6 KEAT SCEFIR

3. BAIF DORERR - MR

Tabled. FHIFBIOEE

AT ENBDOEE A

0.1 mg FEOXF v v 7 (BET [Pfizer] LEIF) BLOAGARDORT 1
(B ITLZ0.1) LHEIFR)

0.25 mg HHMAGOF v v 7 (BFT [Plizer) LHT) BLOAGORT 4
(BT [TLZ 0.25) &FEIF)

0.35 mg HWHAGOX v v 7 (BT [Pfizer] LHIF) BIOHEAGAOR
T 4% (B¢ [TLZ0.35) L EIF)

0.5 mg WAREDF v v 7 (BET [Plizer] &FIF) BIORAGORT (&
(B ITLZ 0.5 LHITR)

0.75 mg WREEDF v v 7E (BT [Pfizer] LHIT) BLOABRORT 1
(B9 [TLZ0.75] LHIF)

1 mg RHRODOX v v 7H (BFT [Pfizer] EHITF) BLOBEBORT 1 &
(5T [TLZ 1) ELEIF)

4. =

2L,

5. LB IO EORE
5.1. ‘BB B BUEERE,AtE B Bt A I

TALZENNA O 5.2 %1 7= BEFEIZB W T, BRI RIEGERE Sk 56 A s
(MDS/AML)  (BEpisIdfl = &de) s s Tnsd,

R E LT, BRRBRIZIHV T, TALZENNA O A& 5 % %) 7= B B D 0.4% (788 B+
34l) T MDS/AML 7384 1TV 5, TALAPRO-2 SR CIE, TALZENNA 35 £ OV v 4L 4
I FOEBGEZTTEH SILEIH 261 (04%) , 77 ERBIO= P I FORL 2%
7o/ 517 517 0 5l (0%) (2 MDS/AML 2358 LT [FITE/H (6.1 1) 4] . 561 TIE,
MDS/AML O%8l % TP TALZENNA # 581X, 2103, 1, 2, 3BLNSETH-
oo ZNUHDOBEDITE AL, WBEIZASRFNC L 2MFREL LT (X713 Zofto
DNA 5, BO#IRIEZ ST T,

1 E DAL L D MR P EtE o b BE D+ E1E 3 5 £ T, TALZENNA #5284 L T
IE72 572\, TALZENNA #5913 H 1 [BIOHE T, MEkEEzE=4Y 7352 L, MKFH
FEDNERSE T 5554 1% TALZENNA 8252 Rl L, RIET 2 £ Tl 1 BIOMEE CIEkEkz2 E=4
Vo795 &, 4 HBUUPICIERE S EIE L WA IS 2 M S EICHEN L, Biimd
B L OMBERAE OISR RN/ Sk v, BaET 252 L, MDS/AML 23R S 7-Ga
X, TALZENNA OFHZHIET5Z &,

5.2. ‘B e

TALZENNA O 5% T BF 2B WT, &, HFHEREUMER XY (7203 i/ Wag e
OFBEFEINWE SN TS [FIEH (6.1 H) 2]

PFIZER CONFIDENTIAL
Page 4



250 T VR
1.6 KEAT SCEFIR

7 L— R3LLEOEIMm, HHERJEMER L O/ MOBAETE, TALZENNA O HFI# 5 %25 1F 7=
HBEDZINEI39%, 21%B LN 15%TRRD b=, &Alfl, R EREAE R KON/ MR JE
WXV ZENEI0.7%, 03%FBLN03%DEENKREG ZHIE LT,

TALAPRO-2 & TiX, 7L — R 3 LLEO&AIMm, FHEREET K O/ IMRIEAME I,
TALZENNA B L O Y ¥ 2 ROKEZZ T 2EBEDOFNEN 45%, 18%F L 1N 8% T
iz, &K T, BED39% (511 BIH 199 i) A3 RiMmERE M2 L2 e L, 22% (511 #4111
B) I FEEE R o A L EE e U, &I, A HRERBCE IS KON IMABA M E LI KV ELE R
7%, 3%B LN 04%DEENE L Zd 1k LT,

RITEREIC L 2 MR P EED B ERE D 35 £ T, TALZENNA 52 HW3 52 &,

TALZENNA #5113 H 1 BIOFEE T, mMEREEZE=4V 7+ 5Z &, MERFHIFEMED 28 H
DINIZEE L7220 541E, TALZENNA & 5.2 1k L, BEZMREMEICRT L, BHRER
F ORI IR OB F R e Sl k0, &S L, [Hik- HE 25 H) BT,

5.3. 18 - JRIREM:

TERE 3 L OB B OFE RIS < &, IS 5 L7855 12 TALZENNA (3R I R A
BRAETRREMEN H D, B E WA AERBR T, SEERPIOEIET » Moy 7 /%
U 7B LIEGAI, b MERFAETHD | mg & ERS U2 B8 OB — e dh i T i
(AUC) @ 024 5D &E T, RIEAE, BHRERB IO - RILOETHRD bivle, (T
BLOMIRE A REZ2 &1, IRIBICK L THEETO A WREMERH D Z L2335 2 &, iR
AIHEZR PRIk L, TALZENNA O£ 51 Fds L ORKBEG% 7 » AL, BA2h7ekeidik 26 M
THLVERT D& [FFELEAA~DRS (8.1 H, 8.3 H) , KL (12.1 H) ZH]

BREMRERS L0822 VI AR AERBR OFE RIS X, HIRARER LM — b —F
TR Uz — R — 0 5 BB EI121%, TALZENNA O G5HE T X ORKEE% 4 5
HITAN B E AR T2 X2 frn1 5 2 & [F R EH~DRYS (8.1 H, 8.3 H) , il
HFFEME (13.1 H) 2]

6. BIfEA

LLF OERRENCERZ2BITERIZOWTIL, R SCEOMOIEIZRT,

o CHBESURRUEGEE SVEEBNE A [BELL O LOEE (5.1 R) ST
o CHUHHIN [BEHLLMEN LOME 5.2 7)) K]

6.1. FRPRRBR T FIRRBR

FEIRERBR IR 2 R b T CEBEND 120, B DK OEERRBR TR b= BIVEH O3B
JE 2 A O SKE DO B PR EABR CORFMEE & BT 2 2 L1 TE P, EEIRICI T 5 REHEE
B L TCTUWRWARTREMER B 5,

MEBB IO FoEE ] oBEICEHKISNE-T —21L, ERREEZ TSR E U ERRR
(EMBRACA BRI B L S 1077 286 il &) 1231 5 TALZENNA HiA#: 5., TALAPRO-2 ik

PFIZER CONFIDENTIAL
Page 5



250 T VR
1.6 KEAT SCEFIR

BRIZB gk S 7z 511 4] (HRR B FAR %A+ 2 mCRPC & 197 #l25Te) (2RI 5
TALZENNA 0.5mg 1 B 1 [Bl& =¥ I ROJFHEGIZE SV TN 5,

BB R SO BRCA ¥ %449 % HER2 [t JF Tl T £ - 1B ILE~ D& 5

EMBRACA

AEFEAAE R %100 BRCA 258 % 4545 HER2 [t ST EsT £ 71388 A BE 0 5 6, Rt
ITETITIEB AT LT3 LA VLU O RIEZ 2T 7 [BE %1412, TALZENNA Hifl|
Be 5O R EVEERTHE U [Hik#8 (14.1 1) =47] , EMBRACA I3B/EAL, FEERK, i
RILFERBRTH Y, 412 flicxt L CORBEIT ERITHFRE CERWEEN BRI T L E T,
TALZENNA I'mg1 H 1[5 (N=286) F7/oILEEMEFE DB LA PRE (v 2 ey,
YTV, FAVEEUCERIZE LAEY) (N=126) OWTFhnz b L=, 188D
BH WM O P RMEIE, TALZENNA BEClL 6.1 » H, {LHRERETIZ39 v HTH - T,

TALZENNA OEEZLRWERIZEE D 32%TRD L7, 2% T - BEZREVEMIZ
Al (6%) BIOHEE Q%) Tholz, 1% TRO LN IR TZRIWVEAE, MKdHim, I
B, FRREAZEMERTFR BB L O ZEHER OB TH -T2 (%K 161 .

BIWERIZ X 259 1E1% TALZENNA 3D 5% TiRd biviz, 7 L— R&fbwWElfER Iz
B 5 th X TALZENNA BED 65% CTideb B, JRIK Z2 [ 722\ & lE TALZENNA B0 53%(
DT,

Iﬁﬁ@ﬁ(m%ui)(% MREMBE 25T 1%, ~E7a v mWd, ghekiogwd, V>
PNERBORY, MR, Yy, Zva— R, TANRTEXURET I ) N TV AT 2T —
VI, TADVKRAT 22—V, 79=20T73I) N0 A7 27 —8BEMN, I vAs
P, L, B, EML, BEAE, THIB X OEBBIR TH -7,

EMBRACA kB> TALZENNA Bt & 72 3L FERE TR b L= £ RIER B X O R Al
REOEK %, ZZEH Table 5 3 KXW Table 6 12777,

PFIZER CONFIDENTIAL
Page 6



250 T VR
1.6 KEAT SCEFIR

Table 5. EMBRACA B2 D TALZENNA ¥ CRO LN-EIEA * (20%LL L)

TALZENNA =305
BIEF N =286 (%) N =126 (%)
Jv— Jv— JLr— JL— JL— L —FK4
K 1~4 r3 K 4 K 1~4 r3
—i% « 2EEER X O 55 OREE
I 57 62 3 0 50 5 0
BBEE
I 49 0.3 0 47 2 0
M IH- 25 2 0 23 2 0
T 22 1 0 26 6 0
PRRREE
et 33 2 0 22 1 0
R X O TRMkEE
B SE 25 0 0 28 0 0
REB L OREEE
BAEGR 21 0.3 0 22 1 0
BB - N= HEH

& NCICTCAE4.03 |Zft>» T/ L— R LT=,
bR L OMEJE A & e,

TALZENNA #£C 20%A56 12580 - BRI ER O S HEIERA X, MR (19%) , #FEikD
F (17%) , BREARAE (10%) , HIERE (10%) , A% (8%) 3B L OB T BRI IE
(0.3%) Th-o7=,

Table 6. EMBRACA REBROBE TR bNT-BEOHKBREMEERE (25%LL 1)

TALZENNA =305
N2 =286 (%) N2 =126 (%)
o Jv—FK JVv—F3 JLv—FK4 ZJL—F ZFL—F3 JuL—F4
INT A—H
1~4 1~4
~NES T e U 90 39 0 77 6 0
I ER B 68 17 3 70 21 17
U L RERE R 76 17 0.7 53 8 0.8
i IR S 55 11 4 29 2 0
7L — A AR b 54 2 0 51 2 0
TANRGEUWT 37 2 0 48 3 0
R/ MNTUARAT
7 —BHIm
TNAHVERAT 7 36 2 0 34 2 0
2 —BHIN
PFIZER CONFIDENTIAL

Page 7



250 T VR
1.6 KEAT SCEFIR

Table 6. EMBRACA RERDHBEE TR bNIZBEDBKREMAET (25%LL 1)

TALZENNA =305

N2=286 (%) N2=126 (%)
- Jv—FK ZJVv—FK3 JFL—FK4 ZFL—F ZFL—FK3 FL—F4
NG A—H

1~4 1~4

TI5=vT7 3/ k 33 1 0 37 2 0
FUAT = T—F
HEN
VAN 28 1 0 16 0 0

MR35 - N= BE

o VT REM O BERE TR, EROMIT, FHEEBRE T A —Z IOV TR TRE R BEHIC
#5<,

b raa—2 (FEZERERE) OfEIZIE-S<,

HRR 5T ZE R % 4H3 %5 mCRPC

TALAPRO-2 iBRIZE#k S 4172 HRR B{n F AR 4 H 7T 5 mCRPC BFH % %1512, TALZENNA &
TUPNE I ROGHAK GO AT L [ (14.2 1H) 2] . BE&%, REE
TELIFHFRTEROWEENREET 5 £ T, TALZENNAO0.Smg b =¥ /L% I K 160mgl A 1
FIOPFRHEE (h=197) £7- i7°§’zf&iyﬂf/v5{ I RN160mgl H 1 RIOJFHEE (n=
199) OWT IO GIZHEIELIZEI Y £+ 72, TALZENNA BEDEE D 86%72% 6 » HLL L,
60%7% 1 FLL E, 18%73 2 $ML®&“§L%X I,

TALZENNA & = %)% I ROFHEGOEEZRBWEAIL, EEHD 30%TRRD b7z, 2%8E T
ROLNEHERBERL, & 9%) BXOEH 3% ThHolz, 1.5% TR BT
Eo-FITERIL, Mg, COVID &4 L OIMIE (% 161 THo7-,

BIWEAIZ X 5 TALZENNA O 5.4 1113 TALZENNA & = %% I REFHEGEED 10% TR
Hi7z, TALZENNA O#5HIEICE 7= EREWER X, &l 4%) , 35, B9, e
EHRBIOEMTHE (%1% ThoT-.

BITEFNC X %5 TALZENNA O 518113 TALZENNA & =YL Z 3 R GRED 58% T
547-, TALZENNA O¥HFWHICE - 7= E2mIERIZ, &l (42%) , &FPEkEGE
(15%) , IM/REDED (9%) BEOYES (5%) TH-oTz,

EITEFNC X 5 TALZENNA O 1% TALZENNA & =YL 2 3 R GRED 52% T H i
77 TALZENNA OJBEICE > 7= E28IEMIX, &l (43%) , &FPEREGED (15%) , /Mg
B (6%) BLXOYEY (4%) THoiz,

TALZENNA L = %)% 3 ROFRHBEGREO EREWER (10%2L 1) (BRBREME Y %2 &)
%, ~EZ e D, FHREREGE, U oSEREGD, By, i MREGEA, oL AR
A, L, BRAEGR, MU T AR, U VBRI, B, R v v AR, FEiED E
W, BULE N, U T AR B IO ERETH T,

PFIZER CONFIDENTIAL
Page 8



250 T VR
1.6 KEAT SCEFIR

TALAPRO-2 iR Tl H L 7= R EIEH B L OWERMAE R F OB &2, ZFi Table 7 1
J O Table 8 |27,

Table 7. TALAPRO-2 382D TALZENNA # (FRHIZ 2% L) TR oN-BI1EM »

(10%LL E)
TALZENNA L% & I K TSR UYL EIR
N=197 N=199
Jv—F ZJVv—FK3 Jv—F4 JFv—FK JL—FK3 JL—FK4
1~4 1~4
% % % % % %
s b 49 4 0 40 1 0
HEL L 21 2 0 17 1 0.5
BAEEE 20 1 0 14 1 1
BT C 14 3 0 10 1.5 0
FEptEh v d 13 1.5 0 9 1.5 0
R 10 0 0 4.5 0 0
WEFE « N= A
& NCICTCAE4.03 IZft > T/ L — R LT,
b g B I OENEE & e,
o BEOBRUTIHEEELET
o omEED E L, RS E W, BEEEMED E WA ST,

BRI, MWL, WA EE T,

TALZENNA & = 9L # 2 ROFAEGEET 10% AR5 12380 SN ZBRAICEZRO H 5 EIEH
WX, 18R (9%) , WEE (9%) , BEBIE (7%) , EIEARE (%) , §rikiiiegEseiE (3%) B &
CANE 2%) TH-oiz,

Table 8. TALAPRO-2 B2 D TALZENNA B TR O ODNIZR—Z T4 UL EAL LUIZEE
DEFERREMEY (10%LLE)

TALZENNA ¢ = HF /U I R TIRREZUYPNLHF IR
N=1972 N=199*
Jv—Rk JLr—FK ZJL—F ZSL—FkK FL—F FL—FK4
R EMAE 1~4 3 4 1~4 3
% % % % % %
~NES v U 79 41 0 34 6 0
b
1 P ER BRI 60 18 1 18 0 1
U L RERER D 58 13 0 36 7 0
i IR S 45 6 3 8 0.5 0
HIV T KD 25 0 1 11 0 1
T+~ U T AR 22 3 0 20 1.5 0
U R 17 3 1 13 2 0
~ TR L 14 0 1 12 0 0.5
/J\
e UL e B 11 0.5 0 7 0 0
VRN %) 11 0 1 7 1 0.5
PFIZER CONFIDENTIAL

Page 9



250 T VR
1.6 KEAT SCEFIR

Table 8. TALAPRO-2 882D TALZENNA TR bNe_X—R T4 UL E L2 E
DEFRBREMEEY (10%LL L)

TALZENNA ¢ = HF L I R TIeREZ UL E IR
N=197 N=199*
Jv—FK ZJv—F ZJLr—FK ZFL—F JUL—F U —FK4
R EMHEE 1~4 3 4 1~4 3
% % % % % %

WEEE : N= HEHK
o N=RT A AMEBLORERMEN 1 DU LS L BERIIESE, IRz P2 I RIFHEGHO
198~199 Bil % sy Rk & U CHRBEE 2 RH L7z,

7. EHEIER
7.1. DA TALZENNA IZ KT %

P-gp [HEFK D 2%

AN

TALZENNA &R P-gp BHFEMOOFHE IR THZ & A VT a Tty —, TIFFa L,
HINRTa—)b, 77 ) A<, BIOWNT 33, TALZENNA & Z 105 O P-gp FHEHK
OOFRE S 2R SN2 WAL, TALZENNA 252 & [Hk - HE 2.7 5H) &
W], P-gp BRESROEEE 2 d ik L-841%, TALZENNA #8522 & [k - HE 2.7
H) ST .

TALZENNA & 2150 P-gp ILEHKOIHBEEICL > THX T VR TOREN LR/ U [HkHE
B (123 ) M, ZHUSXVEWER O U 27 388009 % rIREMED & 5.

TALZENNA 1o P-gp BEREKAZFHE 5T 2561, BWEHOENEZE=4%V 7L, BIE
ot U CHER SN HERE 2175 2 & [ - HE 2.5 H) 2],

HRR # 7 HE#Z &7 75 mCRPC

TALZENNA & =¥ & I ROEREGRD X Z %) 7 ORFE B3 5 P-gp ILEIKOGFH
G- DOEBIZOWNTORBRITFEM STV 7RV, TALZENNA & P-gp BREKEZ &G 55
AL, BIEROBINCOWTHEEEZE=Z Y 7L, BIEMICH L THER S D B 21T
T [ A 2.5 ) M)

BCRP HEEH D2

TALZENNA & BCRP PHEHRZ A& 59 25601, BHEHOBINC W CEAEEZE=X1) 7
L, BIERICH LTRSS HERT 2175 2 & [k - HE 2.5 H) M),

TALZENNA & BCRP [HEMOJHEGIC L > T, # TV ) T OREENEINT 5 /et n H
O [EEAFEEE (123 ) 2], ZRACEVEWERO D 227 38804 % mIREMED & 5,

PFIZER CONFIDENTIAL
Page 10



250 T VR
1.6 KEAT SCEFIR

8. KRl R EEM~D# 5.
8.1. i
U 27 OEF

BB ORE R LOERMFIC S & [BAFEPE (12.1 H) 2], ok 5 Li-Ga
|Z TALZENNA (308 « JEVICER R A R T REMEN H 5, Ik~ TALZENNA #5129 L
T, FHNCEEE L2 Y 27 2R 57 =213/ 6 ThR, B 2 7o A58 AR
T, BWEERRMOMIET » MoX 780 725 LiZEAl, HBEHAETHD 1 mg 2 NIE
B 5- LI2BH D AUC O 024 5O R OBRFZEE T, RILATE, BRERK LUK - KRIEOE
CRO LN (F—2M) , Tk KOMRATREZ2 & tEiciE, BRI L THEETH S Al
BIERSD Z EEFHTH L,

%49 5 BEEMA TOERDIEREKIALB LOFTEOE R Y A7 IIAATH L, KEDO—iE
FICIL, BRRAGIHEII L 7oAk ie COBERRIERIER AR L OMEOE 7Y 27 OfEES, <
ML 2%~4%3 LTV 15%~20%Th %,

F— b

ByF—5

IR - fp R AEEMERER Tl SRR OERZ » M2 0.015, 0.05 8 X015 mgkg/BD X Z
YRY T ERFEAORE L, 0015 mgkg/H (HEREMETH S 1 mg/H 25 L2 EH TO AUC O
$1024 %) LbEDX TRy ThaEELICEE, - BBIROFETRRD Hiiz, 0.015 mgkg/H
OH&ET, WBREREREDOIZ), BEFE RMEL ORI, DNREK, Mg ook X
OHMEHES O S) B I OVERER (Mgt #HEE, WX OHE OB (bR £2i3d
LIEREZ & Te) OFBBE EFNRO ST,

8.2. ZILIF
U 27 OEF

v MAHFA~DZ TR T OB, AN ELEE IR E R S NRICRIETE
BIZOWNWT, T—XIEONTWRY, BAEMERICY 7 X0 T EERBIERBET
HEREMED B AT~ 8, FAIFITIT TALZENNA O 5P L O EHEEG% 1 » A3 L
WEOBIETHZ L,

8.3. £FHRED H D B L O BHEEE

ESFIZ B 5 L T2 3551 TALZENNA VIR - BRVRICIRE B 2 RAT T /MM 0 D [185 2[5~
KRG (8.17H) 2]

IR

TALZENNA DO #5-BHAAR1IZ, IEIR [ RE72 A VEDIIR O EA MR T 5 2 &,

PFIZER CONFIDENTIAL
Page 11



250 T VR
1.6 KEAT SCEFIR

RELE

LA

IR ATRE 72 2RI %t L, TALZENNA OFe 5 I X ORKEEG1% 7 » X, B2h7nketik%s
KT bHEOERTH L,

BHEBE

BiaE R KO8 2 DO I AR AERBR O RICHES X, HIRATRESR et S — T —F
TR UT- S — T — W 5 BB ST, TALZENNA O# 5T L OEKEE% 4 ¥

A IAR R 2 ERiS 5 X Rt B 2 & [BREMA~ORY (8.1 5) , HFAZN
(3.1 1) =]

RAESE
BB

BUFBRORE £ 5, TALZENNA [ATMAEE AT 5 BIEOZIMiEE ET BTN DS [Hh
WA (13.1 ) 2],

8.4. /NEREBE~DERE
INREE IR D TALZENNA OZ2 e R X OEZMEIIMET S Tun7guy,

8.5. mE ~D&E

HETT[E g FB3E 494 #9112 TALZENNA 1 mg % Higlhatfeie 5 U 72 BRI IV T, 85 4l
(17%) 7365 mlh b, 1961 (4%) N 75mA EThH otz £z, 5HNT Sl EThH -7,
TALAPRO-2 7B CiE, TALZENNA #£D 197 51D 77%755 65 ik Lh E, 30%7° 75 Ll ETH -
77 THDHOBRE LEHEBREDOM T, TALZENNA OLEM F I 13TAIMEIC 2R 72 213380 6
N,

8.6. T REREE
fTkgrelEE 2 AT 5 BE I, HERESITHER IR [GFEER (123 1) M)

8.7. BHEREFEE

HEEEE (CLe 23 30~59 mL/min) B X OVEE (CL 2% 15~29 mL/min) O BHEREREE 2 3 % H
#ClE, TALZENNA &3 52 & [k - fHiE 2.7 H) 2H] . BEEOBEREREL AT
HEFICK L TE, BWEHAO#EICOWTE=2Y 7 L, BWERICK L THEESN A HEH
BiaiTH 2 & [k HE 2.5 H) BH]

R DREHEREREE  (CLer 78 60~89 mL/min) % A9 % A& CIXHEFEIIHERE SR, Mg
BT AT 5 ERE AR L L- TALZENNA ORBRITFEM STV,

PFIZER CONFIDENTIAL
Page 12



ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 0.25 mg hard capsules
Talzenna 1 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Talzenna 0.25 mg hard capsules

Each hard capsule contains talazoparib tosylate equivalent to 0.25 mg talazoparib.

Talzenna 1 mg hard capsules

Each hard capsule contains talazoparib tosylate equivalent to 1 mg talazoparib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule (capsule).

Talzenna 0.25 mg hard capsules

Opaque, approximately 14.30 mm x 5.32 mm hard capsule with an ivory cap (printed with “Pfizer” in
black) and a white body (printed with “TLZ 0.25” in black).

Talzenna 1 mg hard capsules

Opaque, approximately 14.30 mm x 5.32 mm hard capsule with a light red cap (printed with “Pfizer”
in black) and a white body (printed with “TLZ 1” in black).

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Talzenna is indicated as monotherapy for the treatment of adult patients with germline
BRCA1/2-mutations, who have HER2-negative locally advanced or metastatic breast cancer. Patients
should have been previously treated with an anthracycline and/or a taxane in the (neo)adjuvant, locally
advanced or metastatic setting unless patients were not suitable for these treatments (see section 5.1).
Patients with hormone receptor (HR)-positive breast cancer should have been treated with a prior
endocrine-based therapy, or be considered unsuitable for endocrine-based therapy.

4.2 Posology and method of administration

Treatment with Talzenna should be initiated and supervised by a physician experienced in the use of
anticancer medicinal products.



Patients should be selected for the treatment of breast cancer with Talzenna based on the presence of
deleterious or suspected deleterious germline BRCA mutations determined by an experienced
laboratory using a validated test method.

Genetic counselling for patients with BRCA mutations should be performed according to local
regulations, as applicable.

Posology

The recommended dose is 1 mg talazoparib once daily. Patients should be treated until disease
progression or unacceptable toxicity occurs.

Missing dose
If the patient vomits or misses a dose, an additional dose should not be taken. The next prescribed dose
should be taken at the usual time.

Dose adjustments

To manage adverse drug reactions, interruption of treatment or dose reduction based on severity and
clinical presentation should be considered (see Table 2). Recommended dose reductions are indicated
in Table 1.

Table 1.  Dose adjustments for toxicities

Dose level

Recommended starting dose 1 mg (one 1 mg capsule) once daily

First dose reduction 0.75 mg (three 0.25 mg capsules) once daily

Second dose reduction 0.5 mg (two 0.25 mg capsules) once daily

Third dose reduction 0.25 mg (one 0.25 mg capsule) once daily

Complete blood count should be obtained prior to starting Talzenna therapy and monitored monthly
and as clinically indicated (see Table 2 and section 4.4).

Table 2. Dose modification and management

Withhold Talzenna until Resume Talzenna
levels resolve to

Haemoglobin < 8 g/dLL >9 g/dL

Platelet count < 50,000/uL > 75,000/uL Eii‘;;n;(g:lzenna at next

Neutrophil count < 1,000/uL. >1,500/uL

Non-haematologic adverse Consider resuming Talzenna
< Grade 1 at next lower dose or

reaction Grade 3 or Grade 4

discontinue

Concomitant treatment with inhibitors of P-glycoprotein (P-gp)
Strong inhibitors of P-gp may lead to increased talazoparib exposure. Concomitant use of strong P-gp
inhibitors during treatment with talazoparib should be avoided. Co-administration should only be
considered after careful evaluation of the potential benefits and risks. If co-administration with a
strong P-gp inhibitor is unavoidable, the Talzenna dose should be reduced to the next lower dose.
When the strong P-gp inhibitor is discontinued, the Talzenna dose should be increased (after

3-5 half-lives of the P-gp inhibitor) to the dose used prior to the initiation of the strong P-gp inhibitor

(see section 4.5).

Special populations

Hepatic impairment

No dose adjustment is required for patients with mild hepatic impairment (total bilirubin < 1 x upper
limit of normal [ULN] and aspartate aminotransferase (AST) > ULN, or total bilirubin > 1.0 to




1.5 x ULN and any AST), moderate hepatic impairment (total bilirubin > 1.5 to 3.0 x ULN and any
AST), or severe hepatic impairment (total bilirubin > 3.0 x ULN and any AST) (see section 5.2).

Renal impairment

No dose adjustment is required for patients with mild renal impairment (60 mL/min < creatinine
clearance [CrCL] < 90 mL/min). For patients with moderate renal impairment

(30 mL/min < CrCL < 60 mL/min), the recommended starting dose of Talzenna is 0.75 mg once daily.
For patients with severe renal impairment (15 mL/min < CrCL < 30 mL/min), the recommended
starting dose of Talzenna is 0.5 mg once daily. Talzenna has not been studied in patients with

CrCL < 15 mL/min or patients requiring haemodialysis (see section 5.2).

Elderly
No dose adjustment is necessary in elderly (> 65 years of age) patients (see section 5.2).

Paediatric population
The safety and efficacy of Talzenna in children and adolescents < 18 years of age have not been

established. No data are available.

Method of administration

Talzenna is for oral use. To avoid contact with the capsule content, the capsules should be swallowed
whole, and must not be opened or dissolved. They can be taken with or without food (see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use

Myelosuppression

Myelosuppression consisting of anaemia, leucopenia/neutropenia, and/or thrombocytopenia, have
been reported in patients treated with talazoparib (see section 4.8). Talazoparib should not be started
until patients have recovered from haematological toxicity caused by previous therapy (< Grade 1).

Precautions should be taken to routinely monitor haematology parameters and signs and symptoms
associated with anaemia, leucopenia/neutropenia, and/or thrombocytopenia in patients receiving
talazoparib. If such events occur, dose modifications (reduction or interruption) are recommended (see
section 4.2). Supportive care with or without blood and/or platelet transfusions and/or administration
of colony stimulating factors may be used as appropriate.

Myelodysplastic syndrome/Acute myeloid leukaemia

Myelodysplastic syndrome/Acute Myeloid Leukaemia (MDS/AML) have been reported in patients
who received poly (adenosine diphosphate-ribose) polymerase (PARP) inhibitors, including
talazoparib. Overall, MDS/AML has been reported in < 1% of solid tumour patients treated with
talazoparib in clinical studies. Potential contributing factors for the development of MDS/AML
include previous platinum-containing chemotherapy, other DNA damaging agents or radiotherapy.
Complete blood counts should be obtained at baseline and monitored monthly for signs of
haematologic toxicity during treatment. If MDS/AML is confirmed, talazoparib should be
discontinued.



Contraception in women of childbearing potential

Talazoparib was clastogenic in an in vitro chromosomal aberration assay in human peripheral blood
lymphocytes and in an in vivo bone marrow micronucleus assay in rats but not mutagenic in Ames
assay (see section 5.3), and may cause foetal harm when administered to a pregnant woman. Pregnant
women should be advised of the potential risk to the foetus (see section 4.6). Women of childbearing
potential should not become pregnant while receiving Talzenna and should not be pregnant at the
beginning of treatment. A pregnancy test should be performed on all women of childbearing potential
prior to treatment.

A highly effective method of contraception is required for female patients during treatment with
Talzenna, and for at least 7 months after completing therapy. Since the use of hormonal contraception
is not recommended in patients with breast cancer, two non-hormonal and complementary
contraception methods should be used (see section 4.6).

Male patients with female partners of reproductive potential or pregnant partners should be advised to
use effective contraception (even after vasectomy), during treatment with Talzenna and for at least
4 months after the final dose.

4.5 Interaction with other medicinal products and other forms of interaction

Talazoparib is a substrate for drug transporters P-gp and Breast Cancer Resistance Protein (BCRP) and
it is mainly eliminated by renal clearance as unchanged compound.

Agents that may affect talazoparib plasma concentrations

P-gp inhibitors

Data from a drug-drug interaction study in patients with advanced solid tumours indicated that
co-administration of multiple daily doses of a P-gp inhibitor, itraconazole 100 mg twice daily with a
single 0.5 mg talazoparib dose increased talazoparib total exposure (AUCinr) and peak concentration
(Cmax) by approximately 56% and 40%, respectively, relative to a single 0.5 mg talazoparib dose
administered alone. Population pharmacokinetic (PK) analysis has also shown that concomitant use of
strong P-gp inhibitors increased talazoparib exposure by 45%, relative to talazoparib given alone.

Concomitant use of strong P-gp inhibitors (including but not limited to amiodarone, carvedilol,
clarithromycin, cobicistat, darunavir, dronedarone, erythromycin, indinavir, itraconazole,
ketoconazole, lapatinib, lopinavir, propafenone, quinidine, ranolazine, ritonavir, saquinavir, telaprevir,
tipranavir, and verapamil) should be avoided. If co-administration with a strong P-gp inhibitor is
unavoidable, the Talzenna dose should be reduced (see section 4.2).

P-gp inducers

Data from a drug-drug interaction study in patients with advanced solid tumours indicated that
co-administration of single 1 mg talazoparib dose with multiple daily doses of a P-gp inducer, rifampin
600 mg, with rifampin co-administered 30 minutes before talazoparib on the day of talazoparib dosing,
increased talazoparib Cmax by approximately 37% whereas AUCinswas not affected relative to a single

1 mg talazoparib dose administered alone. This is probably the net effect of both P-gp induction and
inhibition by rifampin under the tested conditions in the drug-drug interaction study. No talazoparib
dose adjustments are required when co-administered with rifampin. However, the effect of other P-gp
inducers on talazoparib exposure has not been studied. Other P-gp inducers (including but not limited to
carbamazepine, phenytoin, and St. John’s wort) may decrease talazoparib exposure.

BCRP inhibitors

The effect of BCRP inhibitors on PK of talazoparib has not been studied irn vivo. Co-administration of
talazoparib with BCRP inhibitors may increase talazoparib exposure. Concomitant use of strong
BCRP inhibitors (including but not limited to curcumin and cyclosporine) should be avoided. If
co-administration of strong BCRP inhibitors cannot be avoided, patient should be monitored for
potential increased adverse reactions.



Effect of acid-reducing agents

Population PK analysis indicates that co-administration of acid-reducing agents including proton
pump inhibitors and histamine receptor 2 antagonists (H,RA), or other acid-reducing agents had no
significant impact on the absorption of talazoparib.

Systemic hormonal contraception
Drug-drug interaction studies between talazoparib and oral contraceptives have not been conducted.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing potential should not become pregnant while receiving Talzenna and should
not be pregnant at the beginning of treatment. A pregnancy test should be performed on all women of
childbearing potential prior to treatment (see section 4.4).

Women of childbearing potential must use highly effective forms of contraception (see section 4.4)
prior to starting treatment with talazoparib, during treatment, and for 7 months after stopping
treatment with talazoparib. Since the use of hormonal contraception is not recommended in patients
with breast cancer, two non-hormonal and complementary contraception methods should be used.
Male patients with female partners of reproductive potential or pregnant partners should be advised to
use effective contraception (even after vasectomy) during treatment with Talzenna, and for at least

4 months after the final dose (see section 4.4).

Pregnancy

There are no data from the use of Talzenna in pregnant women. Studies in animals have shown
embryo-foetal toxicity (see section 5.3). Talzenna may cause foetal harm when administered to a
pregnant woman. Talzenna is not recommended during pregnancy or for women of childbearing
potential not using contraception (see section 4.4).

Breast-feeding
It is unknown whether talazoparib is excreted in human breast milk. A risk to breast-fed children

cannot be excluded and therefore breast-feeding is not recommended during treatment with Talzenna
and for at least 1 month after the final dose.

Fertility

There is no information on fertility in patients. Based on non-clinical findings in testes (partially
reversible) and ovary (reversible), Talzenna may impair fertility in males of reproductive potential (see
section 5.3).

4.7  Effects on ability to drive and use machines

Talzenna may have a minor influence on the ability to drive and use machines. Fatigue/asthenia or
dizziness may occur following administration of talazoparib.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of Talzenna is based on pooled data from 494 patients who received
talazoparib at 1 mg daily in clinical studies for solid tumours, including 286 patients from a
randomised Phase 3 study with germline BRCA-mutated (gBRCAm), HER2-negative locally



advanced or metastatic breast cancer and 83 patients from a nonrandomised Phase 2 study in patients
with germline BRCA-mutated locally advanced or metastatic breast cancer.

The most common (> 25%) adverse reactions in patients receiving talazoparib in these clinical studies
were fatigue (57.1%), anaemia (49.6%), nausea (44.3%), neutropenia (30.2%), thrombocytopenia
(29.6%), and headache (26.5%). The most common (> 10%) Grade > 3 adverse reactions of
talazoparib were anaemia (35.2%), neutropenia (17.4%), and thrombocytopenia (16.8%).

Dose modifications (dose reductions or dose interruptions) due to any adverse reaction occurred in
62.3% of patients receiving Talzenna. The most common adverse reactions leading to dose

modifications were anaemia (33.0%), neutropenia (15.8%), and thrombocytopenia (13.4%).

Permanent discontinuation due to an adverse reaction occurred in 3.6% of patients receiving Talzenna.
The median duration of exposure was 5.4 months (range 0.03-61.1).

Tabulated list of adverse reactions

Table 3 summarises adverse reactions based on pooled dataset listed by system organ class, and
frequency category. Frequency categories are defined as: very common (> 1/10) and common (> 1/100
to < 1/10). Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.

Table 3. Adverse reactions based on pooled dataset from 5 studies (N=494)

System organ class

Frequency All grades” Grade 3 Grade 4

Preferred term n (%) n (%) n (%)
Blood and lymphatic system disorders

Very common
Thrombocytopenia® 146 (29.6) 63 (12.8) 20 (4.0)
Anaemia® 245 (49.6) 172 (34.8) 2(0.4)
Neutropenia® 149 (30.2) 77 (15.6) 9(1.8)
Leucopenia® 77 (15.6) 24 (4.9) 1(0.2)

Common
Lymphopenia® 30 (6.1) 13 (2.6) 0 (0.0)

Metabolism and nutrition disorders
Very common
Decreased appetite 100 (20.2) 204 0(0.0)

Nervous system disorders
Very common

Dizziness 69 (14.0) 1(0.2) N/A

Headache 131 (26.5) 5(1.0) N/A
Common

Dysgeusia 42 (8.5) 0 (0.0) 0 (0.0)

Gastrointestinal disorders
Very common

Vomiting 110 (22.3) 7(1.4) 0 (0.0)

Diarrhoea 112 (22.7) 3 (0.6) 0 (0.0)

Nausea 219 (44.3) 4(0.8) N/A

Abdominal pain® 105 (21.3) 8 (1.6) N/A
Common

Stomatitis 32 (6.5) 0 (0.0) 0 (0.0)

Dyspepsia 41 (8.3) 0(0.0) N/A

Skin and subcutaneous tissue disorders

Very common
Alopecia® 110 (22.3) N/A N/A




Table 3.  Adverse reactions based on pooled dataset from 5 studies (N=494)

System organ class All grades” Grade 3 Grade 4

Frequency o N "
Preferred term n (%) n (%) n (%)

General disorders and administration site
conditions

Very common
Fatigueh 282 (57.1) 17 (3.4) 1(0.2)

Abbreviations: n=number of patients; N/A=not applicable.

" There were no Grade 5 adverse drug reactions.

Includes preferred terms of thrombocytopenia and platelet count decreased.

Includes preferred terms of anaemia, haematocrit decreased and haemoglobin decreased.
Includes preferred terms of neutropenia and neutrophil count decreased.

Includes preferred terms of leucopenia and white blood cell count decreased.

Includes preferred terms of lymphocyte count decreased and lymphopenia.

Includes preferred terms of abdominal pain, abdominal pain upper, abdominal discomfort and abdominal pain
lower.

& For talazoparib Grade 1 is 21% and Grade 2 is 2%.

b Includes preferred terms of fatigue and asthenia.

- e a0 oo

Description of selected adverse reactions

Mpyelosuppression

Myelosuppression-related adverse reactions of anaemia, neutropenia, and thrombocytopenia were very
commonly reported in patients treated with talazoparib 1 mg/day. Grade 3 and Grade 4
myelosuppression-related events were reported for anaemia 34.8% and 0.4%, neutropenia 15.6% and
1.8%, and thrombocytopenia 12.8% and 4.0%. No deaths were reported due to
myelosuppression-related adverse reactions. Myelosuppression-related adverse events associated with
dose modifications were reported for up to approximately 30% of patients in the talazoparib 1 mg/day
population and those associated with permanent study drug discontinuation were reported for less than
1% of patients.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

There is limited experience of overdose with talazoparib. No adverse reactions were reported in one
patient who accidentally self-administered thirty 1-mg capsules of talazoparib on Day 1 and was
immediately treated with gastric decontamination. Symptoms of overdose are not established. In the
event of overdose, treatment with talazoparib should be stopped, and physicians should consider
gastric decontamination, follow general supportive measures and treat symptomatically.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other antineoplastic agents, ATC code: LO1XK04

Mechanism of action

Talazoparib is an inhibitor of PARP enzymes, PARP1, and PARP2. PARP enzymes are involved in
cellular DNA damage response signalling pathways such as DNA repair, gene transcription, and cell
death. PARP inhibitors (PARP1) exert cytotoxic effects on cancer cells by 2 mechanisms, inhibition of
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PARRP catalytic activity and by PARP trapping, whereby PARP protein bound to a PARPi does not
readily dissociate from a DNA lesion, thus preventing DNA repair, replication, and transcription,
thereby resulting in apoptosis and/or cell death. Treatment of cancer cell lines that are harbouring
defects in DNA repair genes with talazoparib single agent leads to increased levels of YH2AX, a
marker of double stranded DNA breaks, and results in decreased cell proliferation and increased
apoptosis. Talazoparib anti-tumour activity was also observed in a patient-derived xenograft (PDX)
BRCA mutant breast cancer model where the patient was previously treated with a platinum-based
regimen. In this PDX model talazoparib decreased tumour growth and increased YH2AX level and
apoptosis in the tumours.

Cardiac electrophysiology

The effect of talazoparib on cardiac repolarisation was evaluated using time-matched
electrocardiograms (ECGs) in assessing the relationship between the change of the QT interval
corrected for heart rate (QTc) from baseline and the corresponding plasma talazoparib concentrations
in 37 patients with advanced solid tumours. Talazoparib did not have a clinically relevant effect on
QTc prolongation at the maximum clinically recommended dose of 1 mg once daily.

Clinical efficacy and safety

Randomised phase 3 study EMBRACA

EMBRACA was an open-label, randomised, parallel, 2-arm multicentre study of Talzenna versus
chemotherapy (capecitabine, eribulin, gemcitabine, vinorelbine) in patients with germline
BRCA-mutated HER2-negative locally advanced or metastatic breast cancer who received no more
than 3 prior cytotoxic chemotherapy regimens for their metastatic or locally advanced disease. Patients
were required to have received treatment with an anthracycline and/or a taxane (unless
contraindicated) in the neoadjuvant, adjuvant and/or metastatic setting. Patients with prior platinum
therapy for advanced disease were required to have no evidence of disease progression during
platinum therapy. No prior treatment with a PARP inhibitor was permitted.

Of the 431 patients randomised in the EMBRACA study, 408 (95%) were centrally confirmed to have
a deleterious or suspected deleterious gBRCAm using a clinical trial assay; out of which 354 (82%)
were confirmed using the BRACAnalysis CDx®. BRCA mutation status (breast cancer susceptibility
gene 1 [BRCA1] positive or breast cancer susceptibility gene 2 [BRCAZ2] positive) was similar across
both treatment arms.

A total of 431 patients were randomised 2:1 to receive Talzenna 1 mg capsules once daily or
chemotherapy at standard doses until progression or unacceptable toxicity. Of the 431 patients
randomised onto EMBRACA, 287 were randomised to the Talzenna arm and 144 to the chemotherapy
arm. Randomisation was stratified by prior use of chemotherapy for metastatic disease (0 versus 1, 2,
or 3), by triple-negative disease status (triple-negative breast cancer [TNBC] versus non-TNBC), and
history of central nervous system metastasis (yes versus no).

Patient demographic, baseline, and disease characteristics were generally similar between the study
treatment arms (see Table 4).



Table 4. Demographic, baseline, and disease characteristics — EMBRACA study
Talazoparib Chemotherapy
(N=287) (N=144)

Median age (y [range])

45.0 (27.0, 84.0)

50.0 (24.0, 88.0)

Age category (y), n (%0)

PgR positive)

<50 182 (63.4%) 67 (46.5%)
50 to < 65 78 (27.2%) 67 (46.5%)
> 65 27 (9.4%) 10 (6.9%)
Gender, n (%)
Female 283 (98.6%) 141 (97.9%)
Male 4 (1.4%) 3 (2.1%)
Race, n (%)
Asian 31 (10.8%) 16 (11.1%)
Black or African American 12 (4.2%) 1 (0.7%)
White 192 (66.9%) 108 (75.0%)
Other 5 (1.7%) 1 (0.7%)
Not reported 47 (16.4%) 18 (12.5%)
ECOG performance status, n (%)
0 153 (53.3%) 84 (58.3%)
1 127 (44.3%) 57 (39.6%)
2 6 (2.1%) 2 (1.4%)
Missing 1(0.3%) 1 (0.7%)
Hormone receptor status, n (%)
HER2-positive 0 (0.0%) 0 (0.0%)
Triple-negative 130 (45.3%) 60 (41.7%)
Hormone receptor-positive (ER positive or 157 (54.7%) 84 (58.3%)

BRCA status by central or local laboratory assessment,
n (%)

287 (100.0%)

144 (100.0%)

BRCA1-mutation positive

133 (46.3%)

63 (43.8%)

BRCA2-mutation positive

154 (53.7%)

81 (56.3%)

Time from initial diagnosis of breast cancer to diagnosis

of advanced breast cancer (years)

n 286 144
Median 1.9 2.7
Minimum, maximum 0,22 0, 24

Categories for time from initial diagnosis of breast cancer to diagnosis of advanced breast cancer

< 12 months

108 (37.6%)

42 (29.2%)

> 12 months

178 (62.0%)

102 (70.8%)

Number of prior cytotoxic regimens for locally advanced or metastatic disease

Mean (Std Dev) 0.9 (1.01) 0.9 (0.89)
Median 1 1
Minimum, maximum 0,4 0,3

disease, n (%)

Number of patients who received prior cytotoxic regimens for locally advanced or metastatic

0 111 (38.7%) 54 (37.5%)
1 107 (37.3%) 54 (37.5%)
2 57 (19.9%) 28 (19.4%)
3 11 (3.8%) 8 (5.6%)
>4 1 (0.3%) 0 (0.0%)
Number of patients who received following prior therapies, n (%)
Taxane 262 (91.3%) 130 (90.3%)
Anthracycline 243 (84.7%) 115 (79.9%)
Platinum 46 (16.0%) 30 (20.8%)

Abbreviations: BRCA=breast cancer susceptibility gene; ER=estrogen receptor; HER2=human epidermal
growth factor receptor 2; N=number of patients; n=number of patients in category; PgR=progesterone receptor.
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The primary efficacy endpoint was progression-free survival (PFS) evaluated according to Response
Evaluation Criteria in Solid Tumors (RECIST) version 1.1, as assessed by blinded independent central
review (BICR). The secondary objectives were objective response rate (ORR), overall survival (OS),
safety, and PK.

The study demonstrated a statistically significant improvement in PFS, the primary efficacy outcome,
for Talzenna compared with chemotherapy. There was no statistically significant effect on OS at the
time of final OS analysis. Efficacy data for EMBRACA are summarised in Table 5. The Kaplan-Meier
curves for PFS and OS are displayed in Figure 1 and Figure 3, respectively.

Table 5. Summary of efficacy results - EMBRACA study”
Talazoparib Chemotherapy
PFS by BICR N=287 N=144
Events, number (%) 186 (65%) 83 (58%)
Median (95% CI), months 8.6(7.2,9.3) 5.6 (4.2,6.7)

Hazard ratio® (95% CI)

0.54 (0.41, 0.71)

2-sided p-value®

p=<0

.0001

OS (final analysis)®

N=287

N=144

Events, number (%)

216 (75.3%)

108 (75%)

Median (95% CI), months

19.3 (16.6, 22.5)

19.5(17.4,22.4)

Hazard ratio® (95% CI)

0.85 (0.67, 1.07)°

2-sided p-value®

p=0

.1693

Objective response by investigator®*

N=219

N=114

ORR, % (95% CI) 62.6 (55.8, 69.0) 27.2(19.3, 36.3)
QOdds ratio (95% CI) 4.99 (2.93, 8.83)
2-sided p-value® p<0.0001

Duration of response by investigator?

N=137

N=31

Median (IQR), months

54(28,11.2)

3.1(24,6.7)

Abbreviations: BICR=blinded independent central review; CI=confidence interval;
CMH=Cochran-Mantel-Haenszel; CR=complete response; IQR=interquartile range; ITT=intent-to-treat;
ORR=o0bjective response rate; OS=overall survival, PARP=poly (adenosine diphosphate-ribose)
polymerase; PFS=progression-free survival; PR=partial response; RECIST 1.1=Response Evaluation
Criteria in Solid Tumors version 1.1.

* PFS, ORR and Duration of response are based on the data cutoff date of 15 September 2017 and a
median follow-up for PFS of 13.0 months (95% CI: 11.1, 18.4) in the talazoparib arm and 7.2 months
(95% CI: 4.6, 11.1) in the chemotherapy arm. OS is based on the data cutoff date 30 September 2019
and a median follow-up of 44.9 months (95% CI: 37.9, 47.0) in the talazoparib arm and 36.8 months
(95% CI: 34.3, 43.0) in the chemotherapy arm.

Hazard ratio was based on stratified Cox regression model with treatment as the only covariate
(stratification factors: number of prior cytotoxic chemotherapy regimens, triple-negative status, history
of central nervous system metastasis) and was relative to overall chemotherapy with < 1 favouring
talazoparib.

Stratified log-rank test.

¢ At the time of the final OS analysis, 46.3% versus 41.7% of patients randomised in the talazoparib and
chemotherapy arms, respectively, received subsequently a platinum therapy, and 4.5% versus 32.6%
received subsequently a PARP inhibitor treatment.

Conducted in ITT with measurable disease population who had an objective response. The complete
response rate was 5.5% for talazoparib compared to 0% for the chemotherapy arm.

¢ Per RECIST 1.1, confirmation of CR/PR was not required.

£ Stratified CMH test.
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Figure 1. Kaplan-Meier curves of PFS — EMBRACA study
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Abbreviations: CI=confidence interval; PFS=progression-free survival.

A series of prespecified subgroup PFS analyses was performed based on prognostic factors and
baseline characteristics to investigate the internal consistency of treatment effect. Consistent with the
overall results, a reduction in the risk of disease progression or death in favour of the talazoparib arm

was observed in all individual patient subgroups (Figure 2).

Figure 2. Forest plot of PFS analyses for key subgroups —- EMBRACA study

ITT and Subgroup Number of Patients Hazard Ratio (95% CI)
n (%)
All Randomized Patients (ITT) 431 (100) —a— 0.54 (0.41,0.71)
Hormone Receptor Status '
TNBC Based on Most Recent Biopsy 190 (44.1) ! 0.60 (0.41,0.87)
HR+ Based on Most Recent Biopsy 241 (55.9) |—I—'—| 0.47 (0.32,0.71)
History of CNS Metastasis '
Yes 63 (14.6) |—-—~—| 0.32(0.15, 0.67)
No 368 (85.4) —-— 0.58 (0.43, 0.78)
Prior Platinum Treatment .
Yes 76 (17.6) | T | 0.76 (0.40, 1.45)
No 355 (82.4) —— 0.52(0.39, 0.71)
Prior Regimens of Cytotoxic Chemo for aBC ,
0 165 (38.3) } - | 0.57 (0.34, 0.95)
1 161 (37.4) — 0.51(0.33, 0.80)
22 105 (24.4) | - | 0.56 (0.34, 0.95)
T T T T T

0.25 0.50 0.75 1.00 1.25 1.50

« In favor of Talazoparib « — In favor of PCT —

Abbreviations: aBC=advanced breast cancer; CI=confidence interval; CNS=central nervous system; HR+=hormone
receptor-positive; ITT=intent-to-treat; PCT=physician’s choice treatment (chemotherapy); PFS=progression-free
survival; TNBC=triple-negative breast cancer.

12



Figure3  Kaplan-Meier curves of overall survival - EMBRACA study
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Abbreviations: CI=confidence interval; OS=overall survival.
Primary analysis’ p-value was based on a stratified log-rank test.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
talazoparib in all subsets of the paediatric population in breast cancer (see section 4.2 for information
on paediatric use).

5.2 Pharmacokinetic properties

Talazoparib exposure generally increased proportionally with dose across the range of 0.025 mg to

2 mg after daily administration of multiple doses. Following repeated daily dosing of 1 mg talazoparib
to patients, the geometric mean (% coefficient of variation [CV%]) area under the plasma
concentration-time curve (AUC) and maximum observed plasma concentration (Cmax) of talazoparib at
steady-state was in the range of 126 (107) ngehr/mL to 208 (37) ngehr/mL and 11 (90) ng/mL to

19 (27) ng/mL, respectively. Following repeated daily dosing, plasma talazoparib concentrations
reached steady-state within 2 to 3 weeks. The median accumulation ratio of talazoparib following
repeated oral administration of 1 mg once daily was in the range of 2.3 to 5.2. Talazoparib is a
substrate of P-gp and BCRP transporters.

Absorption

Following oral administration of talazoparib, the median time to Cmax (Tmax) Was generally between

1 to 2 hours after dosing. The absolute bioavailability study has not been conducted in humans.
However, based on urinary excretion data the absolute bioavailability is at least 41% with fraction
absorbed of at least 69% (see Elimination). No significant effect of acid-reducing agents on
talazoparib exposure is expected, given sufficient solubility of talazoparib at all pHs between 1 and
6.8. Twenty-eight percent (28%) of the patients in the pivotal study were taking acid-reducing agents,
mainly proton pump inhibitors.

The effect of food

Food intake decreased the rate but not the extent of talazoparib absorption. Following a single oral
dose of talazoparib with high-fat, high-calorie food (approximately 827 calories, 57% fat), the mean
Cnmax of talazoparib was decreased by approximately 46%, the median Tmax was delayed from 1 to

4 hours, while the AUC;,r was not affected. Based on these results, Talzenna can be administered with
or without food (see section 4.2).
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Distribution

The population mean apparent volume of distribution (V/F) of talazoparib was 420 L. In vitro,
talazoparib is approximately 74% bound to plasma proteins with no concentration dependence over the
concentration range of 0.01 uM to 1 pM. Renal or hepatic impairment does not appear to impact
talazoparib protein binding as there was no obvious trend in the mean talazoparib fraction of unbound
drug (f,) in human plasma in vivo with worsening renal function or hepatic function.

Biotransformation

Talazoparib undergoes minimal hepatic metabolism in humans. Following oral administration of a
single 1 mg dose of ['*C]talazoparib to humans, no major circulating metabolites were identified in
plasma, and talazoparib was the only circulating drug-derived entity identified. No metabolites that
individually represented more than 10% of the administered dose were recovered in the urine or faeces.

In vitro, talazoparib was not an inhibitor of cytochrome (CYP)1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19, CYP2D6, or CYP3A4/5 or inducer of CYP1A2, CYP2B6, or CYP3A4 at clinically relevant
concentrations.

In vitro, talazoparib did not inhibit any of the major intestinal, hepatic or renal membrane transporters
(P-gp, BCRP, organic anion transporting polypeptide [OATP]1B1, OATP1B3, organic cationic
transporter [OCT]1, OCT2, organic anion transporter [OAT]1, OAT3, bile salt export pump [BSEP],
multidrug and toxin extrusion [MATE]1 and MATE2-K) at clinically relevant concentrations.

In vitro, talazoparib did not inhibit any of the major uridine-diphosphate glucuronosyltransferase
(UGT) isoforms (1A1, 1A4, 1A6, 1A9, 2B7, and 2B15) at clinically relevant concentrations.

Elimination

Renal elimination of unchanged drug (passive filtration and active secretion) is the major route of
talazoparib elimination. P-gp is likely involved in talazoparib active renal secretion. The mean
(¢standard deviation) terminal plasma half-life of talazoparib was 90 (£58) hours and the population
mean (inter-subject variability) apparent oral clearance (CL/F) was 6.5 (31%) L/h in cancer patients.
In 6 female patients given a single oral dose of ['*C]talazoparib, a mean of 69% (+8.6%) and 20%
(£5.5%) of the total administered radioactive dose was recovered in urine and faeces, respectively.
Excretion of unchanged talazoparib in urine was the major route of elimination accounting for 55% of
the administered dose, while unchanged talazoparib recovered in the faeces accounted for 14%.

Age, sex, and body weight

A population PK analysis was conducted using data from 490 patients with cancer to evaluate the
impact of age (ranging from 18 to 88 years), sex (53 males and 437 females), and body weight
(ranging from 35.7 kg to 162 kg) on the PK of talazoparib. The results have shown that age, sex, and
body weight had no clinically relevant effect on the PK of talazoparib.

Race

Based on a population PK analysis that included 490 patients, where 41 patients were Asian and

449 patients were Non-Asian (361 White, 16 Black, 9 Others, and 63 Not reported), talazoparib CL/F
was higher in Asian patients compared to Non-Asian patients, leading to 19% lower exposure (AUC)

in Asian patients.

Paediatric population

Pharmacokinetics of talazoparib have not been evaluated in patients < 18 years of age.
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Renal impairment

Data from a PK trial in advanced cancer patients with varying degrees of renal impairment indicated
that talazoparib total exposure (AUCy.24) after multiple talazoparib once daily doses increased by 92%
and 169% in patients with moderate (¢GFR 30 — < 60 mL/min) and severe (¢GFR < 30 mL/min) renal
impairment, respectively, relative to patients with normal renal function (¢GFR > 90 mL/min).
Talazoparib Cax increased by 90% and 107% in patients with moderate and severe renal impairment,
respectively, relative to patients with normal renal function. Talazoparib exposure was similar for
patients with mild renal impairment (¢GFR 60 — < 90 mL/min) and those with normal renal function.
In addition, based on a population PK analysis that included 490 patients, where 132 patients had mild
renal impairment (60 mL/min < CrCL < 90 mL/min), 33 patients had moderate renal impairment

(30 mL/min < CrCL < 60 mL/min), and 1 patient had severe renal impairment

(CrCL < 30 mL/min),talazoparib CL/F was decreased by 14% and 37% in patients with mild and
moderate renal impairment, corresponding to 17% and 59% increase in AUC, respectively, when
compared to patients with normal renal function (CrCL > 90 mL/min). The PK of talazoparib have not
been studied in patients requiring haemodialysis (see section 4.2).

Hepatic impairment

Based on a population PK analysis that included 490 patients, where 118 patients had mild hepatic
impairment (total bilirubin < 1.0 x ULN and AST > ULN, or total bilirubin > 1.0 to 1.5 x ULN and
any AST), mild hepatic impairment had no effect on the PK of talazoparib. The PK of talazoparib in
patients with normal hepatic function, mild hepatic impairment, moderate hepatic impairment (total
bilirubin > 1.5 to 3.0 X ULN and any AST) or severe hepatic impairment (total bilirubin > 3.0 x ULN
and any AST) was studied in a PK trial. Population PK analysis using data from this PK trial indicated
that mild, moderate or severe hepatic impairment had no significant impact on the PK of talazoparib (see
section 4.2).

5.3  Preclinical safety data

Carcinogenicity

Carcinogenicity studies have not been conducted with talazoparib.

Genotoxicity

Talazoparib was not mutagenic in a bacterial reverse mutation (Ames) test. Talazoparib was clastogenic
in an in vitro chromosomal aberration assay in human peripheral blood lymphocytes and in an in vivo
micronucleus assay in rats at exposures similar to clinically relevant doses. This clastogenicity is
consistent with genomic instability resulting from the primary pharmacology of talazoparib, indicating
the potential for genotoxicity in humans.

Repeat-dose toxicity

In repeat-dose toxicity studies in rats and in dogs, the main findings at subtherapeutic exposures
included bone marrow hypocellularity with dose-dependent decrease in haematopoietic cells, depletion
of lymphoid tissue in multiple organs and atrophy and/or degenerative changes in testes, epididymis
and seminiferous tubules. Additional findings at higher exposures included dose-dependent increase in
apoptosis/necrosis in the gastrointestinal (GI) tract, liver and ovary. Most of the histopathologic
findings were generally reversible while the testes findings were partially reversible after 4 weeks of
dosing cessation. These toxicity findings are consistent with the pharmacology of talazoparib and its
tissue distribution pattern.

Developmental toxicology

In an embryo-foetal development study in rats, talazoparib resulted in embryo-foetal death, foetal
malformation (depressed eye bulge, small eye, split sternebrae, fused cervical vertebral arch) and
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structural variations in bones at a maternal systemic AUC»4 exposure approximately 0.09-fold the
relevant human exposure at the recommended dose.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content

Silicified microcrystalline cellulose (sMCC) (microcrystalline cellulose and silicone dioxide)

0.25 mg capsule shell

Hypromellose (HPMC)
Yellow iron Oxide (E172)
Titanium dioxide (E171)

1 mg capsule shell

Hypromellose (HPMC)
Red iron oxide (E172)
Yellow iron oxide (E172)
Titanium dioxide (E171)

Printing ink

Shellac (E904)

Propylene glycol (E1520)

Ammonium hydroxide (E527)

Black iron oxide (E172)

Potassium hydroxide (E525)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Talzenna 0.25 mg hard capsules

High-density polyethylene (HDPE) bottle and polypropylene (PP) closure with heat induction seal
liner. Pack size: cartons of 30 capsules in a HDPE bottle.

Polyvinyl chloride/polyvinylidene chloride (PVC/PVdC) perforated unit dose blister with an

aluminum peel off foil lidding. Pack sizes: cartons of 30 x 1 capsules, or 60 x 1 capsules, or
90 x 1 capsules in unit dose blisters.
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Talzenna 1 mg hard capsules

High-density polyethylene (HDPE) bottle and polypropylene (PP) closure with heat induction seal
liner. Pack size: cartons of 30 capsules in a HDPE bottle.

Polyvinyl chloride/polyvinylidene chloride (PVC/PVdC) perforated unit dose blister with an
aluminum peel off foil lidding. Pack size: cartons of 30 X 1 capsules in unit dose blisters.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

Talzenna 0.25 mg hard capsules

EU/1/19/1377/001
EU/1/19/1377/002
EU/1/19/1377/003
EU/1/19/1377/004

Talzenna 1 mg hard capsules

EU/1/19/1377/005
EU/1/19/1377/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 20 June 2019

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Excella GmbH & Co. KG
Niirnberger Str. 12

90537 Feucht

Germany

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BOTTLE OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 0.25 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 0.25 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
30 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Swallow whole. Do not open, crush or chew the capsules.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/001 (30 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Talzenna 0.25 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 0.25 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 0.25 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
30 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use. Swallow whole.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/001 (30 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 0.25 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 0.25 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

30 x 1 capsules
60 x 1 capsules
90 x 1 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Swallow whole. Do not open, crush or chew the capsules.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/002 (30 hard capsules)
EU/1/19/1377/003 (60 hard capsules)
EU/1/19/1377/004 (90 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Talzenna 0.25 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 0.25 mg capsules
talazoparib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Pfizer

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BOTTLE OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 1 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 1 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
30 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Swallow whole. Do not open, crush or chew the capsules.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/005 (30 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Talzenna 1 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 1 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 1 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
30 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use. Swallow whole.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/005 (30 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

32



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

BLISTER OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 1 mg hard capsules
talazoparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains talazoparib tosylate equivalent to 1 mg talazoparib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
30 x 1 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Swallow whole. Do not open, crush or chew the capsules.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1377/006 (30 hard capsules)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Talzenna 1 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Talzenna 1 mg capsules
talazoparib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Pfizer

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Talzenna 0.25 mg hard capsules
Talzenna 1 mg hard capsules
talazoparib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Talzenna is and what it is used for

2. What you need to know before you take Talzenna
3.  How to take Talzenna

4. Possible side effects

5.  How to store Talzenna

6. Contents of the pack and other information

1. What Talzenna is and what it is used for

What Talzenna is and how it works
Talzenna contains the active substance talazoparib. It is a type of anticancer medicine known as a
‘PARP (poly-ADP ribose polymerase) inhibitor’.

Patients with changes (mutations) in genes called BRCA are at risk of developing some forms of
cancer. Talzenna works by blocking PARP, which is an enzyme that repairs damaged DNA in certain
cancer cells. As a result, the cancer cells can no longer repair themselves and they die.

What Talzenna is used for

Talzenna is used to treat adults with breast cancer of a type known as HER2-negative breast cancer
who have an abnormal inherited BRCA gene.

Talzenna is used when the cancer has spread beyond the original tumour or to other parts of the body.

Your healthcare provider will perform a test to make sure that Talzenna is right for you.

If you have any questions about how Talzenna works or why this medicine has been prescribed for
you, ask your doctor.

2. What you need to know before you take Talzenna

Do not take Talzenna

- If you are allergic to talazoparib or any of the other ingredients of this medicine (listed in
section 6).

- If you are breast-feeding.
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Warnings and precautions
Talk to your doctor, pharmacist or nurse before taking Talzenna and during your treatment if you
experience signs or symptoms described in this section.

Low blood cell counts

Talzenna lowers your blood cell counts, such as your red blood cell count (anaemia), white blood cell

count (neutropenia), or blood platelet count (thrombocytopenia). Signs and symptoms you need to

look out for include:

- Anaemia: Being short of breath, feeling very tired, pale skin, or fast heartbeat — these may be
signs of a low red blood cell count

- Neutropenia: Infection, developing chills or shivering, or fever — these may be signs of a low
white blood cell count

- Thrombocytopenia: Bruising or bleeding for longer than usual if you hurt yourself — these may
be signs of a low blood platelet count

You will have regular blood tests during treatment with Talzenna to check your blood cells (white
blood cells, red blood cells, and platelets).

Serious problems with the bone marrow

Rarely, low blood cell counts may be a sign of more serious problems with the bone marrow such as
myelodysplastic syndrome (MDS) or acute myeloid leukaemia (AML). Your doctor may want to test
your bone marrow to check for these problems.

Male and female contraception

Women who can become pregnant and men with partners who are or can become pregnant should use
effective contraception.

Please see section “Male and female contraception” below.

Children and adolescents
Talzenna is not to be used in children or adolescents (under 18 years of age).

Other medicines and Talzenna

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines. This includes medicines obtained without a prescription and herbal medicines. This is
because Talzenna can affect the way some other medicines work. Also some medicines can affect the
way Talzenna works.

In particular, the following may increase the risk of side effects with Talzenna:

- Amiodarone, carvedilol, dronedarone, propafenone, quinidine, ranolazine and verapamil —
generally used to treat heart problems.

- Clarithromycin and erythromycin antibiotics — used to treat bacterial infections.

- Itraconazole and ketoconazole — used to treat fungal infections.

- Cobicistat, darunavir, indinavir, lopinavir, ritonavir, saquinavir, telaprevir and tipranavir used to
treat HIV infections/AIDS.

- Ciclosporin — used in organ transplantation to prevent rejection.

- Lapatinib — used to treat patients with certain types of breast cancer.

- Curcumin (e.g. found in turmeric root) in some medicines (see also section Talzenna with food
and drink below).

The following medicines may reduce the effect of Talzenna:

- Carbamazepine and phenytoin — anti-epileptics used to treat seizures or fits.

- St. John’s wort (Hypericum perforatum) — a herbal remedy used to treat mild depression and
anxiety.
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Talzenna with food and drink

Do not use curcumin in food supplements while you are taking Talzenna as it may increase Talzenna’s
side effects. Curcumin is found in turmeric root and you should not use large amounts of turmeric
root, but using spices in food is not likely to cause a problem.

Pregnancy

Talzenna could harm an unborn baby. If you are pregnant or breast-feeding, think you may be
pregnant or are planning to have a baby, ask your doctor or pharmacist for advice before taking this
medicine. Your doctor will perform a pregnancy test prior to starting Talzenna.

- You should not use Talzenna if you are pregnant.

- You should not become pregnant while taking Talzenna.

- Discuss contraception with your doctor if there is any possibility that you or your partner may
become pregnant.

Male and female contraception

Women who are able to become pregnant should use effective birth control (contraception) during
treatment with Talzenna and for at least 7 months after the last dose of Talzenna. Since the use of
hormonal contraception is not recommended if you have breast cancer, you should use two
non-hormonal contraception methods.

Talk to your healthcare provider about birth control methods that may be right for you.

Men with female partners who are pregnant or able to become pregnant should use effective birth
control (contraception), even after a vasectomy, during treatment with Talzenna and for at least
4 months after the last dose.

Breast-feeding
You should not breast-feed while taking Talzenna and for at least 1 month after the last dose. It is not
known if Talzenna passes into breast milk.

Fertility
Talazoparib may reduce fertility in men.

Driving and using machines
Talzenna may have a minor influence on the ability to drive and use machines. If you feel dizzy, weak,
or tired (these are very common side effects of Talzenna), you should not drive or use machines.

3. How to take Talzenna

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

How much to take
The recommended dose is one 1-mg capsule taken by mouth once daily.

If you get certain side effects while you are taking Talzenna (see section 4), your doctor may lower
your dose or stop treatment, either temporarily or permanently. The dose may be lowered to 0.75 mg
(taken as three 0.25-mg capsules) once daily, or 0.5 mg (two 0.25-mg capsules) once daily, or 0.25 mg
(one 0.25-mg capsule) once daily.

Swallow the capsule whole with a glass of water. Do not chew or crush the capsules. You can take

Talzenna with food or between meals. Do not open the capsules. Contact with the capsule content
should be avoided.
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If you take more Talzenna than you should
If you have taken more Talzenna than your normal dose, contact your doctor or nearest hospital right
away. Urgent treatment may be necessary.

Take the carton and this leaflet so that the doctor knows what you have been taking.

If you forget to take Talzenna
If you miss a dose or vomit, take your next dose as scheduled. Do not take a double dose to make up
for the forgotten or vomited capsules.

If you stop taking Talzenna
Do not stop taking Talzenna unless your doctor tells you to.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor straight away if you notice any of the following symptoms which could be a sign
of serious blood disorder:

Very common (may affect more than 1 in 10 people)

- Being short of breath, feeling very tired, having pale skin, or fast heartbeat — these may be signs
of a low red blood cell count (anaemia).

- Infection, developing chills or shivering, or fever or feeling hot — these may be signs of a low
white blood cell count (neutropenia).

- Bruising or bleeding for longer than usual if you hurt yourself — these may be signs of a low
blood platelet count (thrombocytopenia).

Talk to your doctor if you get any other side effects. These can include:

Very common (may affect more than 1 in 10 people)

- Low counts of white blood cells, red blood cells, and blood platelets
- Decreased appetite

- Feeling dizzy

- Headache

- Feeling sick (nausea)

- Being sick (vomiting)

- Diarrhoea

- Pain in the abdomen

- Hair loss

Common (may affect up to 1 in 10 people)
- Alteration in taste (dysgeusia)

- Indigestion

- Mouth inflammation

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.
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5. How to store Talzenna
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and the bottle or blister
after EXP. The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not use this medicine if the pack is damaged or shows signs of tampering.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Talzenna contains

- The active substance is talazoparib. Talzenna hard capsules come in different strengths.

- Talzenna 0.25 mg hard capsules: each capsule contains talazoparib tosylate equivalent to
0.25 mg talazoparib.

- Talzenna 1 mg hard capsules: each capsule contains talazoparib tosylate equivalent to 1 mg
talazoparib.

The other ingredients are:

- Capsule content: silicified microcrystalline cellulose (sMCC) (microcrystalline cellulose and
silicone dioxide).

- 0.25 mg capsule shell: hypromellose (HPMC), yellow iron oxide (E172), and titanium dioxide
(E171)

- 1 mg capsule shell: hypromellose (HPMC), yellow iron oxide (E172), titanium dioxide (E171),
and red iron oxide (E172)

Printing ink: shellac (E904), propylene glycol (E1520), ammonium hydroxide (E527), black iron
oxide (E172), and potassium hydroxide (E525).

What Talzenna looks like and contents of the pack
Talzenna 0.25 mg is supplied as opaque, approximately 14.30 mm x 5.32 mm hard capsule with an
ivory cap (printed with “Pfizer” in black) and a white body (printed with “TLZ 0.25” in black).

Talzenna 1 mg is supplied as opaque, approximately 14.30 mm x 5.32 mm hard capsule with a light
red cap (printed with “Pfizer” in black) and a white body (printed with “TLZ 1” in black).

Talzenna 0.25 mg is available in perforated unit dose blister packs of 30, or 60, or 90 hard capsules
and in plastic bottles of 30 hard capsules.

Talzenna 1 mg is available in perforated unit dose blister packs of 30 hard capsules and in plastic
bottles of 30 hard capsules.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Pfizer Europe MA EEIG
Boulevard de la Plaine 17

1050 Bruxelles

Belgium
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Manufacturer

Excella GmbH & Co. KG
Niirnberger Strasse 12
90537 Feucht

Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus
[aitzep JlrokcemOypr CAPJI, Knon bearapus
Ten.: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +4544 20 11 00

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055-51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EX0LGoa
Pfizer EAMGG ALE.
TnA: +30 210 6785 800

Espaia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tél: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel: +370 52 51 4000

Magyarorszag
Pfizer Kft.
Tel.: +36-1-488-37-00

Malta
Vivian Corporation Ltd
Tel: +356 21344610

Nederland
Pfizer BV
Tel: +31 (0)10 406 43 01

Norge
Pfizer AS
TIf: +47 67 52 61 00

Osterreich
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel.:+48 22 335 61 00

Portugal
Laboratérios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacné zlozka
Tel: +421 2 3355 5500



Island Suomi/Finland

Icepharma hf. Pfizer Oy

Simi: +354 540 8000 Puh/Tel: +358 (0)9 43 00 40

Italia Sverige

Pfizer S.r.l. Pfizer AB

Tel: +39 06 33 18 21 Tel: +46 (0)8 550 520 00

Kvmpog United Kingdom (Northern Ireland)
Pfizer EAMGG A.E. (Cyprus Branch) Pfizer Limited

TnA: +357 22 817690 Tel: +44 (0) 1304 616161

Latvija

Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775

This leaflet was last revised in MM/YYYY.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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4. BEERIZBE3 2 55EH

4.1. %hee - FE

Talzenna (%, ZEFFHAldR%10D BRCA1/2 AR % AH3 5, HER2 [0 /ATEIT £ 721388 FUE K

ANBEIZX T HHEAEEEEINE T 5D, BERT I A 7 V0 2BXO (£7201%) #%

PRI AANZ L DIEEPEH & 72 D7 WIGAEZRE, BRI E 723 aaEE L L

T, ®AVIIEFTEITERITEBRILEICT LTINS OEFOBEZZ T TCWALERDH D
(5.1 M) . AAECZHAEMEK (HR) BMEOIEEE L, @BEICHOWEESZ T TS

D, WA MEIEITEY) TR W E R SN TWARERS 5,

4.2. At - A&

BIos AFN O R ER S B8 70 EET )Y Talzenna #2 5-OFth L OB 21795 2 L,

N F—v g VIEROBREEZAWTHO BB E2E T OMEBEECTREINT, HERE

VIR BN G 5 A FEMIRER 51 DO BRCA BR A2 A3 5 Z L I2H2W T, Talzenna (2 L5 HL

IR AT O BEZRINT H 2 L,

FEOHMNIAE- T, #WH, BRCAZRZATLEFIHTIBEI VY T 2175 2
&o

ik

H 7V N) TOHEEMEIT Imgl B 1ETH L, FREETELITFHFAE T RVEERRET 5
ETREGTDHI L,

MR

BADPAKIEZ LN IR 2 s 25613, BIITIRF L22anwZ &y FrEDRZNCIRIBI DAL YT
B RAT L&,

JH

BWEROBEH O, BEIEER I OBFRERICN U TGO T £ - 1 EE BT 25 2 &
(Table 2 &) , HELEX LD JEEE Table 1 12”9,

Table 1.  FMTxd4 5 HAEFE

AEL~L
HEDEBRAA ] & Img (Img W7/ 14#) , 1 H 1A
PGS 0.75mg (0.25mg /L3 {#) , 1 H 1
2 [0 H & 0.5mg (0.25mg 7/ 2M#) , 1 H 11
3 8] H i 025mg (025mg H 7/ 14#) , 1 H 1=

Talzenna D 5-BAARTIC 2 MEREL ORER Z 1TV, A 1 B3R L OWGRIIZ LI 72 54 i F il &
FT=H YU TTHIE (Table2 BL N 44 THBM) |
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1.6 PRPN B S A SE DR
Table2. HAEFEB I OEH
THROLNWICEETAET Talzenna ¥-5 D EH
Talzenna ¥ 5- % H1 it
~NES 1V 8 g/dL Al 9 g/dL 2k L S [
1/ KA 50,000/l Aol 75,000/uL LA | gzﬁﬁb%gTPMmmﬁﬁ
TFHERER Y 1000/uL AT 1500/uL L4 I "
7 L— R 3 F721% 4 OFEMIRF SL— 1L 1 BB A & T Talzenna
AR E H OB ZHEE i3 b H ik

P-#EEFIE (P-gp) MIEFEE DOFHRS

B\ P-gp FLESRIC L »TH 7Y %) T OBRBEMENT 5 WHER1 55, 4580 7085
HIF F 5 P-gp FHEIEOHFHITEET 5 2 &, BIERRR T 4 v b & U A7 ZHEICHHE L
7ot%, OFHZRET 52 L, 90 P-gp [HEHK E OOFHZRET G 7oV G4 1L, Talzenna % 1 Bt
ARV RICEET D Z &, 80 P-gp FREROF G2 Tk LIZ5E81%,  (P-gp FLEK O -8
D 3~5 [FORFM AR L7z 212) 58U P-gp FLEFHO £ 5B 4 O H &I Talzenna Z &7 5
ZE @smHEBR)

KR 7o 4L
HFHERESE &

BE O HRERES RE Y L E R EEE R (ULN) O 1ELLFNOT ART X BT X/
722727 —8 (AST) 2 ULN % L[R5, HAHWITRE Y /L E 5 ULN O 1.0 fF#E~1.5
5 CAST OfEITHER L] , FEEOIFKERE (RE U LBV ULN O 1.5 FHE~3.01%T
AST OMEIFHLIEZR L) FIXEEOFEERE (e U/ e 23 ULN O 3.0 f5#, AST Offlx

BERL) zAT58F L, HEREIIAETHD G2HEM) |
BHERENE %

REE DB HRENEE (7L T7F =217 52 (CLy) 7% 60 mL/min LA 735 90 mL/min i ]
AT HBEIC L, HEFEIIAETHL, PEEOEKERTE (CL: 2 30 mL/min 2L E7»
- 60 mL/min AJi) Z AT 5 BEITKT D Talzenna OHEERIAAH EIL, 0.75mg1 H 1[5 T
H5, EEOBERERE (CLy 2% 15 mL/min LA_E72>> 30 mL/min &) %69 25 BE k15
Talzenna OHELERHAEH &IE, 0.5mg1 H 1[5 ThH D, CLe S 15 mL/min A O B F 72 131
BB 2B+ ABE LS L LT Talzenna ORI EM L Ty (52HESR) |

B
il EE (65 Wl L) (T 2 HEMEIIIAETHD 2HBM) |
NEBE

18 AR DO/NREE B L OFEREITBIT 5 Talzenna DEEVER XL OERMEIIMESL STV
WV, THIEEL TV,
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E bk

Talzenna (38 DA TH D, 7BV NEWM L OEfihZRET D7, 7 EvMIZFDFE FRA
L, 7BV EERWEZY, WRIEZ0 LTUIR LR, AEIEFEOFEIZLILTIRATE
5 (52 |

43. %5

Talzenna DB ZA%ST F 7213 6.1 IR TIRIMNFIOWNT NI ®T LIBEUE 28 3 5 BE
3l (4.6 THBR)

44. BEBIOER LOBEER
gem e

27N T OREEZ T BB T, A, BMEREE, AR ERBAERS KOV (F72
(1) i RIBAME O FBEINHE AR E STV D 48 HBM) |, AIARIC & 2 ik i b
BENEETL2ET (FL—F1UUTF) , 27N T7HREZRBLARN L,

57 T oG 2ZTTWHBETIE, A, BmEREE AP EkEAIERS L0 (F
(3) i/ RIEAME & B D Mk AR AN T A —Z 72 BN L OYER 2 B HiICE =
FVTTHEOERTDHIE, £O LD RERPFEILIGEIT N EMRE (i £z
W) AHERES LD (42 B . MRS/ MEOREIIIS L O (7213) = m =—filiA 7ok
G2t EI3 DR WFRHRIE LB EAT O 5 a0 b %,

B SR E BIEERE S BEYE E 1

BT N)TREDKY) (T7 /") =Y R—R) KU AZ—F (PARP) [AEHDOH
5220 BEICENT, BHRPAEREE S EHErE A M (MDS/AML) 288 ST
5o ERENCERRRER TIE, ¥ 7Y N0 7 OFREG %2515 I IR EE D 1%A5 T MDS/AML 73
Wi INTWD, MDS/AML OFBUZFHET 5 Al o 2 ¥R & LT, mED AN X
DAL, £ Do DNA HEAIE 12 IZHRIRIER R T b b, =2 T 1 VIHC M ERE
DOWMEREATV, FH M I MR EEOMEIC OV TH 1T EE=2Y v 7+ 5HZ L,
MDS/AML DR SN HEE, 27 NV 70421252 &,

LB AT RE 70 20 O AT

2 7R 7L, Ames iR CIFERIFEMEZ RS R0 o7, B MARMM Y > /38k%E H - in
vitro YR BE BRI L OVT v MEHEE HVZ in vivo /MERER TY AR R EHREMEE R L (53
HEH) |, (oG LG e iR IR 2 AT T TRt & 5, s IR Ik LT
HERAEERS D ZEZMATHI L (46 TABMR) | MIRATEE/ MEIX, Talzenna D% 54
M AR R & TIER <, BGMAFFCERIREE ThHh 5 X & TRV, & 5IGRTIC T T
DIEYR AT RE 72 2 MEITATIRIR 21T 9 2 &,
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PRI, Talzenna O EWIRIHF I KO EWIRE T4 7 » ALLEIL, WD THR 2 REEE
AT AMENS D, AREE IR LT RO FIIHEE S ez, RLVE VR
DN OFIR 72 2 SORETIE AT 5 2 L (46 THBMR) |

AR AREZ R Lot S — b —F IR LT/ X — N —D3WW B BB IZ 1, Talzenna O 51
Ml KO RE%Z 4 5 AU EIE, (BEUREZE Ch-oTH) AR7BHTEEFEHT5 X9
et anzl,

4.5. il OEIE L OFEEAR X O OO EER

B 7R TV N T U AR—F —Th 5 P-gp B8 LOFEMIMES 737 B (BCRP) DOHE
ThV, FIBZ VT TR > TREBERLE LTHt SN S,

27 V8 7O M HEP R R A M AT REMEDS B % HEA

P-gp [HZ3

EITEEE RS 2t & LW B ERRBRO G o7 — % TiX, P-gp BEKDOA ~T
25— 100mg O 1 B 2 [AIERS L2783 7 0.5mg OHERERGZ0EFH LIZEEIC,
7% 7°0.5 mg OHEAIHEEFE G R LT, ¥ 7Y ) 7O2HRERE (AUCY BLO
BRETEE (Coa) DT TIH 56%5 L N 40%ENNT 5 Z RS NT-, RHEMSYERE
(PK) T OFERN S &, FRU P-gp (HEI L O GICLY, ¥ TV R0 T ORARR G &
g LT, # T VXU T OREGEEN 45%ENT 52 ERRESNTN D,

BN P-gp fLES (734 %0y, IA_Pu—iL, /I ) Auawfy, ALY ALy, X
)L} eIV, dronedarone, TV Anu~wA T, AV FEN, £ NTFatry—), Fhary—
L, IXF=7, av’Fri, yaXxrx /), =, ranolazine, UV hF I, YFFE
vy, T T TV EIL, tipranavir 3B L O T NI L EE LN, THLIZRELZRW) EOfFHES
ZRET S Z &, G P-gp FREIR L OO G2 #ET DV WEEET1X, Talzenna & T 5 Z &
(42 HZW)

P-gp #EHE

HEITEI R B 2 xR & U2 EAEFRBR ) DS b7 — % T, P-gp ihEdKo Y
77 BT 600mg ORERE (X#T7 Y] TR RIZIEY T YN TGO 30 SR
5) L2 ZV R0 7 I mg OHEIEEZGH LIZ5AS, 27730 7 1 mg O HA|H R 505
EHIELT, Z TR0 T D Conx 13K 37%EIM L7273, AUCue \ICHBIIBO bz inotz, =
DFERIT, B O EWMEMERRBR CEM L 72K T TOU 77 BV il XD Pgp DFFE
BLOMHEFEOHIEHORKNRERLEEBEZ OGNS, V77 B EOfAEGORRC, 27
YR TOREREIIAETHD, LLARRD, o P-gp db 8N4 TV /R 7 OIRFGEEIC
FAFT ROV TRl S Ty, fthod P-gp FEIRE (WA AR~wBYY, 7z=R 0B
JOtU b e Va =X U= EER, INHIZRBELRWY) 2L, ZT7Y R0 7O
TEDDOT DAEEEN B D,
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BCRP [l &5

BCRP fHEH N ¥ Z VU 7O PKAZKIET BT OV T, invivo slBRIZFEN L TV ey, ¥ 7
V%) 7 L BCRP B A FHAE G L2456, ¥ 7 V80 7 OBRGEENEINT 5 /REEN S
%, B8V BCRP PHLEH (curcumin B LN 7 0 AR Y &GN, ZALIZRE LARV) OfFf
HEH3lET 5 2 &, 5V BCRP PHESE & OO 52568 Bt WIGETE, BWEH A HEINT
LAREMEICOWTEREEE=X ) 7 T5 2 L,

IR D

FHEM PK EATOFE RS, 7o R TPERSS e 22 2 v H2 R EREHEE (HoRA) 72
EEREHIAEIE L OMHE ST, #5080 TOWINICTEE 2B L2 RIFS 2N EBRRE N
fb\éo

PP LT T
& %0 7 L% D RERT R o0 SRR B AR R ERBR 1T S LTV AR,

4.6. ZHERE, IR L ORI
FEHR ATRE 70 2t PR dS K OB VEIE A DT

FEAR I REZR 0PN, Talzenna O G-I AR 3~ & TIdZe <, KEBBRHIZIEIRINE TH
D& TR, FHBIARNS T S TOEIRATRE R ZMEICHRRAE 21T 5 2 & (44 THSH)

MR ATRE 70 2N, & 7 VN 7o hBMbRT, BEWIRFB IR SHIME T#% 7 » AL E
X, O THBHIEAHH L2l by (44 1H) , FUEES IR VT VTR
FERITHELE S 2T, RV UREESRUIAN ORI 72 2 S ORETE A F AT 5 2 L, R
AR A N— M —F IR L7/ — =W B BB ICIE, Talzenna O# 5-HAfK
BLOREESG% 4 5 AU R, ®EEURE CTHO-TYH) AVRBHEEEZEHT X585
THZE (44TEBM)

3R

187 O Talzenna fEH D7 — Z 135 5TV, BWERERORERN D, I - RIREEN RS
TW5a B3mEESH)  HEICR 5T 5 &, Talzenna ITMERICERE L KT AREMNH 5, 1T
I E T I TREEE A U WIRIE AT REZe 2ot T, Talzenna O FAITHER I 2\ (44 THS
)

3L

25 R TR R TRICBITT A0 EDNNIAATH D, IS S Ricd+ 50 27
ZHEBRT 5 Z L IXTE 7228, Talzenna D& G I L OERKEG%Z LR EDL 1 4 X
BFLITHESE S L7,
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X htte

BEOZRRICETIERIIHE O TV, KRB CORBREICBIT TR (BIEME N %
AL BLOUIRICZRBT AR (BlEMZ5- Liz) 125X, Talzenna IZ4JEfEAZH 55
MREEOZREEETLAREENRH D (53 HEMR) |

4.7. BEIHEOEERE B X OB OBIER I T 5%

Talzenna (%, HENEOEILZEE II L O OERIERE DIZHOT IR B % MIFTiEEN H 5,
K TR T OEEH%IT, W EEE T ITFEEO FONE LD REERH D,

4.8. BIfEA

AT T 7 7 A )L DK

Talzenna O RARIIRZRMET 0 7 7 A VX, BEREOERE LT 494 1352 7> /%) 7 1mg O
G %% - EERBROAE T —Z IHESNTEY, O OWBREIZIL, BIEALE3
FHRRER IS0 U A5l 281> BRCA Z ¥ % H 9 % HER2 [2ME0 RPN T £ 72 1358 2w
286 HilFs K OFEEENE &AL 2 2 fHERBRIC SN U 7= A5l R 510> BRCA £ %242 Rl T £
T THERE AL 83 BN E £ 5,

INLOBERBRTH 7 VR TR 2% - BEISRD SN T8 ER GEBUBEE 25%LL
) X, T (57.1%) , Al (49.6%) , HEL (44.3%) , HFRERBAE (30.2%) , I/
DIE (29.6%) B ELOEEE (26.5%) Tholz, FL— R3ILLEOFERZ Y)Y 7ORWEM
(BB 10%20 B) 1%, &l (35.2%) , fFFEkEAE (17.4%) 36 KON/ Mg E
(16.8%) T o7,

BIWERIC LA AR (BEE /1359w 1%, Talzenna D5 %2 521F 7~ BED 62.3% TR
bz, AERASICE 7= E21ERIX, &Il (33.0%) , FFEREAIE (15.8%) 3 X O/
WRE (13.4%) Thol-,

BIWERRIC L A ¥ 511X, Talzenna D5 2521 F7-HBE D 3.6% CTRO L~ BRERIN O H g
1% 54 » H &P 0.03~61.1 » H) ThHol-,

B/EH O —BEE

HEaT—42ty MESE, SEVRSEBIORREHEELT I —RIICEH L-RIER %
Table 3 IZ/Rd, FBUHEE N7 TV —DIiEFKIL, very common (10%LL 1) 38X common (1%LL
b 10%A00) 35, FREMHEELT IV —NT, EEEOEWIEICEIVERZ T,
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Table3. SRBROMET—Fty McESEIER (N=494)
= ya
AR Ly L— JL—F3 JL—F4
RBEE o o, o,
HAE n (%) n (%) n (%)
MEE LY VR REE
Very common
(/NS E @ 146 (29.6) 63 (12.8) 20 (4.0)
i b 245 (49.6) 172 (34.8) 2(0.4)
U FRERIBADE © 149 (30.2) 77 (15.6) 9 (1.8)
i Bk E 4 77 (15.6) 24 (4.9) 1(0.2)
Common
U SERBUDE © 30 (6.1) 13 (2.6) 0 (0.0)
Rt L ORBEE
Very common
AR 100 (20.2) 2(0.4) 0 (0.0)
FRRRIEE
Very common
FRENE D F 0 69 (14.0) 1(0.2) N/A
GIEpL 131 (26.5) 5(1.0) N/A
Common
R 42 (8.5) 0 (0.0) 0 (0.0)
BIBREE
Very common
M i 110 (22.3) 7(1.4) 0 (0.0)
T 112 (22.7) 3(0.6) 0 (0.0)
CINTIN 219 (44.3) 4(0.8) N/A
Jm f 105 (21.3) 8 (1.6) N/A
Common
BIErS 32 (6.5) 0 (0.0) 0 (0.0)
LR E 41 (8.3) 0 (0.0) N/A
3 FSEON A ki
Very common
Jii BAE ¢ 110 (22.3) N/A N/A
—i% - £HEER X RS ORE
Very common
7 h 282 (57.1) 17 (3.4) 1(0.2)
BSEE : n= BEH, NA= Z4ET
Y7 L= RS ORWERIZRD beso T,
i/ INHRIBDTE $5 & ONL MR B D AR & B T,
g, ~~ 27Uy MEPBIONEZ 0 Euidid 0B &,

5 @ ™ 20 a o o 8

I PERIE FS SOV TR EREGD D BEAGE & T,
I BRIBAME 3 K OV A M ERECRD O ATE 2 & e,
U 2 SEREOR A F LN o SERIBVDE O BEAGE & & T,

BEdm, EREERRE, BEIRATURE KL OVFRE G O FEAGE A S,
2N THTIIZL— R 11E21%, 71— F2i32%0RETRHRD BT,

P T R LU NEDIATE A G T,
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¥ OEIERH DFLik

B HREPNH

BRI & BET SRIER CTH A& M, 4FHREREUE S KON MG EN L, # TR T

1 mg/ B OF 5% 50F - BFH CHEICEHEE ISR bz, B EBEE L7 L — 3B X

U7 L— K 4 ORIEHORBBEE L, B2 34.8%3F L0 0.4%, 4FHERB/EIZZ

%%Jﬂ%%i@LWnm¢ﬁﬁ9ﬁﬁ%ﬂ%ﬂhm%%I@MMT%oko%%W%&%@
LEIWERIC X2 CIEERD oo Tz, B & BhET 2RIERIC X v B &% L2

&Lt&7/ﬂj71mga%5@$%®% 13K 30% ETTH Y, FHEmb & B9 25 E1EM
IZ X D IBBIE D EFILICE >~ BEDOEIAIT 1% K TH - 7=,

BIEM & B 2 FROHmE

27 R TOEKBRICBEER L b2 FHSE 2 WETHZ LITEETHDL, Zhcky, E
HEROREXT v b - )27A7/2%ﬂmﬁ_%%&)/7¢5_k#f%50Eﬁ%%ﬁ
L, ek VICEEEOEORERE LB U T, BEREEONIEFERET X THRETHLIKD
YR

4.9. BEHRE

2 Z N T eilEk s LT RBRIIRE LN TS, B HIZX T VN T I mg 7 &30 1§
ZRFEMCH &G L, EHICHEGFOLEEZZ T2 1 HTIE, BWERITGRD bR oTz,
W ER G ORERIZA SIS STV, BERGOBRICIEY 7 V) 7okt 542 H1E LT,

ERIL B RS EZRRET L, — 072 SCRRRIEICIE - TRHERIEZITH 2 &

PFIZER CONFIDENTIAL
Page 8



TALAZOPARIB
CDS Version ||

PREPARED BY PFIZER INC

cps EFFECTIVE DATE: [ 20}

Date of Superseded CDS: I—.-ZO.

TALAZOPARIB

CORE DATA SHEET

VERSION ||

PFIZER CONFIDENTIAL
1

-l

CDS 2~39




27T UV
1.7 [FIH [ 2oh it — B3k

AHB LI OKRFORERZSE LT, UL A—FR8E [—i%4 : 7% 7] fh, ZhEE X I3zhH
T LT (BAEFREIERE D B D BRCA 81512 BI51MED D HER2 FEMED BITARE I FF R Fe)
IZ Table 1, (BRCA i&fr 72 B ORI & H 7 2 RZERBUERI L ARE) 1E Table 2 1277,
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Table 1. [FEFERZhG—EER (DALFERIERD & 5 BRCA iEi5175 B3> HER2 [ 0 FF AR BE X I X 38 Fm)

K 52 4 | ¥—EFerr ke NT Tz RFHE Img | B e —Z®F 300 U AP — L®EHT | FoULE UReVE 10 U L 3—®FE 100mg
Img 200mg F UL E U ®TE 40 U L3 —H®F 150mg
X —PFeh It ¥z AP — L RVES
0.25mg g
H—EFeRh T
0.1mg
— B 4| ETIRUT R | VT VAV | A e AT B IR v LLVEEARE | AT R T
Pt bicy bicy
=t 4| TrA VS T — A RS RPN B S N AARA—F4V Y — WFn U RS T A TR AR
Rt =t
e - R | (F—EBF BT FIARES T FFFEAL OF M AHe XL s OF N i OFE/IN b it O A4 R UM g
0.1mg) i, TR A FLIE Ol OFINABEX 1T FES A D P38 IR B
OBRCA & 5T I8 B OfER - ER¥ ONE s bR FEIZ I3 1T D MERPRIE
e 3 T s @)=}" ORI S8 OBRCA Bin 125515
A OFHiRHE R IS5 PEOSRILAEIZ 50 %
i HLyE HEY LR O
(—BF DT OB AL BB 1 FRIE
s a HT RO i RYIE
OB}{S{E}K%EE% HpE Y S B BHRNARYRwT
PO BIRIEES 2 475 (BETHRL) 25
ﬁfﬁﬁﬁﬁ%&% TR SRR O
i HERRRRIE
0753/\/4&%%??@@ éﬁif;t?ﬁ%@‘@
& % BRCA RS 2255 I % BRCA itif: 105 Bt
Pt/ HER2 20 B> HER2 Ja
S SSUEN SAEE )
22 ‘ ) ¥
(Z—¥FHm TN OBRCA Bin T2 515
g PE7> HER2 [t T
OB AALFIILIED 5 ) A7 DI
5 BRCA I 25 B DL
Bt > HER2 2RO OBRCA AT b
FAARE XX AL PO 25
i 2 R VI
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;;Lé.é

OBRCA Bin T2 5L
PEOTERGIBR AR EE e
FEREIC BT 5 B4%
PUEMEREA & &
{LZRIER DHERRF
%

fE K

R AE A

20XX 4 XX H 1ER (35
1 hi)

2022 1 AtGET (88 1
h&)

2020 4F 11 AkET (58
2 fi)

2021 4 8 AtkRT (58 1
&)

2023 2 AtGET (38 1
&)

2023 4= 8 AT (BB 5
i)

i

&

C3441009 55k D 5%} B

C3441009 55k D xf R

:7{’;%

C3441009 55k D 5%} B

C3441009 55k D 5%} B
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Table 2. [FIf&[RIZhih—F23 (BRCA Bn TR IEOEREE 2 A 9 5 BEHGTERT L)

W 7 4 | F—EFT®I 7 /L Img U L —H®F 100mg WA T 1 T ®FE 250mg A7 ALY RFE 40mg
K2 —FF®H 7 &N 025mg U L 3—H®FE 150mg WA T ¢ T ®FE 500mg A 7 AH TV RFE 80mg
X —EF®F 7 /N 0.1mg
— W 4| XTI T hIVEEE FZR) T TETTnUERT AT L TUPLE IR
2 AL & | 77 A TR T AT ARG YoE T 7~ R 7 A7 7 AR A
R | (X—E T BTN 0.1mg) OHAERHUEMEGRIRZEOF | OFEBMHUIERT RS O EBMRBUMERT L M
OBRCA & F R omEiEis | FEINRMEIZI T DHERpRiE ONGWHIERIGRDO AV 27| OEREEE 247 2 B e
5 VRS I OBRCA BInFARGMEDINE | OTHRIRF2H T 2L
S tnicsi U Sl RETE e A
OBRCA AT BRSO | oy
BERTHEBIRGEANINE | b9 5080 27 GRS
OBAEFHIREOD D BRCAR | iz & sroepIHe it
RIS RPE D HER2 BED T | eprpeny:
PRAHE S I P 58 LA OB AALERHEIED I % BRCA
GoeT AT L Img) 5725 RN HER2 B T
O IEERRIERED 3 5 BRCA & AR L PR LI
{28 5% 5> HER2 [k F OBRCA iz 775 B354 > HER2
MATE X S AL TR U 22 DI
D% HE %
OBRCA Ter~75 S5 0 12 FR s
BT 2 BRGNS LI
OBRCA #nF RGO TR )
PRAREZZ ISR B B RPIE
PRI A 2 & T bR DOHERE
ik
B R - | 20XX AR XX AERL (35 1R 2023 42 8 HoaT (5 5 iR 2023 4F 6 AT (5 3 i) 2020 4= 5 AEGET (BB 1 IR
WA 4 A
W B - = = =
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20221 AERET (B1HR)

BFXRERROEES

874291

Bk SEEE
AR 4

MR EEE

TUTUY XY IVESERF

I‘ §7'.:EJ§$&1 mg

Halaven® Injection

B, AHEEERY

E) ER-EMSOATZICLVERTLE

ARBES | 22300AMX00520000

ARzcRAYE 2011474

1. B

1.1 FRZSCHPALEEEER. BREFCTHBHLHT
EBREEMRICBVNT. PAFEEC T RH0H - 2
BRZEFOEMDD & T, AFANEY) & HIETE NS AES]
COVWTDHRIET D &, Fle. FFICKDEERMNE
IC5kII5. BEXBFZORKICEMNERUEREZ TS
ICHIAL. ARZSTNSIRE5TEIE,

2 BEEIN S ShNB T ENHBHDT, SEEICIRIE
BZTS1RBE. BEOREBZTHICHREBIBZE, &
feo 1.2R]. [8.EEREAWIR] KU [9.1¥EDH
RZHIZBEICHTZER] DIRZSRL. BLEE
DFRZESICITS T &, 2.1, 8.1, 9.1.10 9.2, 9.3,
9.8, 11.1.188R]

—_

2. 22 (ROBEICIFIRS LBV E)
BELZEHINHOH 5 BE

1
[BREMH 2 B (LS 2 8EPH 2] [1.251]
2.2 RFIDORF IR UBBEEDOBERED H 5 B
2.3 R XIIHER L T W AHREHE D & 2 2ctE [9.55H8]
3. #HRE - MR
3.1 #8RK
HR7E s NT T EEImg
BRI IVTYYAVILEEE 1.0mg
(131 7))L (2.0mL) D7)
RINAI KLY ) —)L 0.10mL
(N1 7))L (2.0mL) FOHE)
HiE HE

(1314 7)L (2.0mL) oH&E)

KEE(EF Y7L HE
(X147 (2.0mL) FOHE)

3.2 REI DR

HR7E s NT Tz EEImg

RN EBHOW

pH 6.0~9.0

RBEH #3 (0.5mg/mL. FRL &z WVIEE)

(EFEIERICN T 2 H)

%91 (0.0203mg,/mL®)
(IR IS 2 H)

¥) FHNaEREEY SME L-R58 (2.03mg) 2EHAERT
100mLICAHIR L7z B D EE
(TV 7Y 2 A IVERE2 . 03mgtH & 100mLA: B & IE)

4. MEEX TR
FINTEEX SERIE. REREES

5. MEENIFHRICELET BiFR

(FTTEEN S BFZLE)

5.1 RAEIDHMTHT - MBI LEBRICB T 2B ERORLM
IEREL LT 7s L,

5.2 RAIOBEZTHIHBEITIE. T b ITVA 7Y O RIUENR
TEEAI R O % 4 > RHUBIEIEG Al 2 & G LR 2 T’
DIEEL L EHEAEMZNRETH &,

(CEIEERERER)

5.3 REIOLEEERIGERIC BT B EMER L2 LT
LTz,

54 HERRBICHAANS Nz BEOFEMHEMEEICOVL
T, (17 BREEAE] OHORNE 2R L. FHIOFREK
Urete+oEE L BT BISREOBRIRZTO J &,
[17.1.3. 17.1.4%H]

6. RiERURE
BE. RAICIR. TU 7Y A VUEEELT, 1H1O
1.4mg,/m* ({FERERE) Z22~50B» 3T, BlE. #IRN
#5935, Ihz2EEFETTV. AR RKET S, ThzE
VA 7LELT, BEEZFEVRT., b, BHEOKRBICK
DHEHBET 5.

7. BERUBRECEET 2R

7.1 OFEEFEEA E OMHICOWT, BMEROTREEI
RENL LTz,

7.2 KRIOHEIZHT->Tld. LITNOEEZSZEZIZLEIIL L

T BEZEH, BEXIKET L &,

(&Y A 7 IVEER)

BEHIEAE | TEROEELZH/ - 2VIEE, 52 EHT 5.

- FFEREREL 0 1,000 mmiLL E

- IM/REY ¢ 75,000, mm*Bl_E

- ek ¢ Grade2® IR

R A YA ZNVICBWCLIRORNERENFHER L /215

& BELLETHRET 5T,

- THIE % 88 2 TRk 9 S4Bk E0s4> (500, mm?
ES0))

- FESUIREG & S iR EREEA (1,000 mm?
R

- M/MREEA (25,000, mm?ZKiiE)

- B A B9 S M/ IMREGE A (50,000, mm?SliE)

- Grade3®V DI EJEMmiEE %

-BEAFICLD, 2EEICKRELSS

(B 7L2EE)

5 haARE TEROEERZE- S BEWIEE, REZEHT 5,

- FFEREREL 0 1,000/ mmiLl E

- If/IMRER < 75,000, mmPEL_E

- JEIMEEE  Grade2® IR

B GIEEA AR LINIC LR ORGSR EE % i 72

L6, BEL 5T 5%,

PRI YE B GIEEA ARLINIC REE O R SR EEE % ji 72

S WIBEIE. RET 2,

#1) Common Terminology Criteria for Adverse Events

(CTCAE) Ic£E2<,
¥2) HEZTOKE. WOAR:2SEICTAI L,
BEFOREGE — HEROREGE

BG5S ERARE

0.7mg/m? — #5HI%2EZE

8. EERBEARNIER

8.1 BHIIFINHobNL I ENH LD T, HECIMEHEEZ
TomE, BEOREEZ+DICBRE L. BRPVEORRITER
TBHI &, (1.2, 9.1.1. 11.1.12H]

8.2 QTHREZEEN b Sbhi- LOMENHHDT. HEHMA
AN DENRERCBREREZITO L. RARRGHILHE
HOBMNBEEZTO) R EREOREZTICEHETH T &,

8.3 MEERENHSOLNL I ENHHDT, KAKRSHIIE
IO #EREZITV., BEOREBZ+DICBET S
& [11.1.42H8]

8.4 MEMMANH LN ENHHDT, MEXIREEZIT
SuELT, BEOREZTFICBET 2 & [11.1.58H]

9. BENESREHEI EHEICHTZEE
9.1 BIHE - BMEREZDHDEE
9.1.1 BEEMHIOD HEE (1.2, 8.1, 11.1.1%E]
9.2 BigsLEEEE
AEIOAUCHEBINT AEBEASH 5. [1.2. 16.6.1%0E]




9.3 FHkeEEEEEE 30%2LE 5~30%Kii 5Kl | BEEREA
HigEREEZFT H2EFIRET25E8E. BELXZET FERRRER (34.8%) |1 1 7 L 7 X [ B 4
Z&o AEIOAUCHHEM L, IR ORFHENE L & Uy AL |(Za—b, AL
BIEEN S 5o [1.2. 16.6.2%0] jrem UYOET, |¥TL, BEH.

9.4 EHEEEHT 2E gL 27 MROET, ML
EFETRE S R D BB IS T B LEN D HHEITIE. R Al R
AT A REEERT S L, BMER (5v b, 13) 12 e e
BOTHUEBHAED 5NT 5. | T

9.5 FER R " k. M
IR IR L TV A TR O % 2 LIS RE LT &, ’ . PRET.
BER (5 1) CREGEERROEFEERPRE S LA
TWa, [2.3%0E] M R I | ORI R, B

9.6 1ZILIR 5 . B, CIRE
BA LAV EAEE Lo, AHISAITHCBITT TSN IR R, b
B0, LRI RN LCER LSS, LR ICEE R EIE —— SE S MR
FNRRT 5BZNNH 5, 2R TUA AR IE

= Bk, FerhE

9.7 INR =, ERE
NS R E U7 BRBERIEERE L T AL, i ok

9.8 EEE AR
BEOREE 7 ICHEL, BEICRET 50 s, —RIcE MBI (6. 2%) |36 Ao
HEEEAET L TVAZ EASL . BEIE LMELEERS o BEEERS., &
DORWERANH 5bNnd 1, [1.2508] JEECIR. R

PAd

10. HBE{EF e TR

10.2 HHEEER (BRICERT BT L) - e s e
FHBE BRARGER - EESE W - fEbREF LDH®D L7

HUEE RS A BRICE D, BEIIH A & ICERRINEIER giE. mE L
TGRS BRI H2B8ZNNH 5, |2EL. BEEIEH D e . Bk, 08
BT 2BEI 13, BE BT BN Rz HQTEE. D

DREEZ+FICBEL, |5 EHHATIE

BTG U THRE IR EER. REIR Z 7 8 .
HEHROEEZITS Z &, Jin BUN. M2 L
_ RS FFILD LR

1. 8IER PREGEEGE, HEIR
ROBIWERA S 5bN 5 ENBHBHDT. BEETHITITL. R, AL
RENSRDSNBEITIIRE 2 HIET 574 SHEY) 2 A8 EHR. BOR
1T &, Wik EE. R

1.1 EXREIER o Ho BV, AR

11.1.1 BEBIH o L
B3R (99.2%) AFFERELD (98.5%). Y >/ SHRED BB A 5
(63.6%) Bl (23.5%). ~EZOE VD (21.2%), % oo E R
BT RIS (12.1%) . VMR (9.1%). Bk e e (E%g;;;%ﬁ
(3.8%). JLMBKED GEERH) E2H5bNs I ENB 5, b AR
BEVPROONTHEICIE, BECKREEZITVL, BEIS B, 8. &
U, G-CSFHEIRHAEADRSEOMY A NEETH &, Toft B, W,
Grade3Ll_E o B Bk OF Bk O BAEEIZ, & bIciRE M s, Hil,
BItG148% (hivE) Ithobh. REERRALS EBHITT FTY, (hEH
Hfg (houfl) ICEE L7, (1.2, 8.1, 9.1.15H)] . R FE

11.1.2 B3YE (BHEREA)
BUME, MREPHS5HONE T ENDH S,

11.1.3 KiFEREE GREME=Z 21 —0O/NF—) (28.0%)

BEEZ 51270,
HESPREZOBEY ZNEBEZITO 2 &,
1.4 BFHSEEREE (8.3%) [8.3%0E]
1.5 RN (1.5%) [8.420E]
1.6 BESFLIBIRAEIREY (Stevens-JohnsonfElREY) . ZHAL

"
"
"

B (WG EEARH)
11.2 Z0fthDEIER

LUNFEDERDPRD 5 NIHEITIE,

30%LLE

5~ 30%K i

5%t

FE

Jiiikizd

/MR

HbER

0 (40.2%)
HN %% (34.1%)

1 N ER N
T B

OE%. OWE
1B OOEE
RTINS EEN
. AT,
HE. HENEE,
REERA R, TH
fERE. BEEH
MRS, BR.
AL, ALFFE R
]

RO ¢HE

P57 (34.1%)
FE(31.1%)

e
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WARE. T
ATV H
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R EE ., H
. OFEWL

EHEEE. &
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14. BRALOER

14.1 ERIANBOEE

14.1.1 I ZMOEEREEEL LN &,

14.1.2 EFI%5%7 F 7 EESTRCARL 250 RISERNY
BHESNB70, FIRT 5B AARERE S48 2IER % A
FHZE. 7o, 0.0lmg/ MLABOWE AR LAV &,

14.1.3 FRBICEFS, T—LVROREROBHANIEE L
Vo RAIDPEEICME LGS ESICABRETZED
TAKTHOIT S &. 72, HBICAE LB, BS
CBROTKTHRVIT &

14.2 BRIBSEOEE

14.2.1 KE# U Y VIC AN, SR TRE L5E 36 ELL
M. SR LS e L 4B LI 5 T 5 & &,

15. ZDfthDER

15.1 ERPREEFICE D < B3R
HREZE T 2EBEICB VT, KAIDKREGRICEHEEEK
FEMERE (MDS) BRELZEORENH S,

16. EYEHRE

16.1 MOEE

16.1.1 BEERS
HARABEFED A BE1SHICARA0.7%, 1.0%, 1.43132.09mg,/m?
%2~10§})F‘aﬂ7§‘h"(%¥‘ﬂ)ﬁ?\]&’§»b7‘:té‘& ARAENIIEEDHEERHERS
L7,



(ng/mL)
1000

m: 07mg/ m™ (n=3)

100 1 1.0mg, mf’“ (n=3)
®: ling w (n=6)

1 20mg /™ (n=3)

"

=

e

01 1 L i L i 1 I
0 24 48 72 96 120 144 168 (hr)

RABIRAHEROMEERTY 7Y VEE (B1HE)
EERE/NT X =% (1.4mg/ mH5K)

Cmax AUC(an tL2 CL Vs
(ng/mL) |(ng-hr/mL)| (hr) |(L/hr/m? | (L/m?

1HE |519.4+107.2| 672.7+113.7 |39.4+8.3| 1.89+0.33 |76.3+19.2

HE8HH | 544.4£52.5 | 698.5+128.8 | 38.6+5.2| 1.82+0.34 |67.8%12.4

(81HEn=6. H8HHEN=5. FHE+EHEIFE)
¥) ARElOFREN-HEIEX, RALHLEL.4mg,//m? (A&
HiE) TH5,

16.3 531

In vitrodBEIC BT 5T ) 7Y (100~1,000ng,/mL) O
b N IMAEE A A EI348.92~65.07% T dH > 722
Z v MCHMCIERT ) 7Y EERRIEO. 75mg kg% Bi[EIRHIRM
BE L&, BE5HRTHBE £ TICZ < OMEBICRETEY 7
MLTWi, RiC, fli, BERE. BRE. BHE. HFE. &
fifi. EUIRER. B, EERAR CE WA RD 541, kR
RTREP 72,
A XHCIE# T Y 7)) VEEERIEO0. 08mg, kg % B[Ol AR AR P 1%
B U7 &&, MERHPRETRE,/ MEEHRESTRED H130.94~1.25

% (Child-Pugh B) Ic¥E L. #hZhARE%Z]1.4mg,m’
1.1mg,/m*% 0. 7mg,/ m*%5 L 7z RO EMERE/ ST X — ¥
IZBWT, FEECETRICEVI YT I Y ZADET., i
DIER, AUC (B5EMIER) OBIMKOCrx (B5EH
EH) OISR sNZY (HEAT—%). [9.350E]

JFHREIE R BE RO R EERE IS B 2 FMF LT A -5

IE%  |Child-Pugh A|Child-Pugh B

(N=6) (N=7) (N=5)
A& (mg/m?) 1.4 1.1 0.7
Crax (ng/mL/mg) ™* 72.0£20.2 | 83.9£28.5 100+46.2
AUCou (ng - hr/mL/mg) ®| 229+58.3 | 420+175.4 646+412.6
i (hr) 36.1+8.65 | 41.1+12.73 | 65.9+18.50
CL (L/hr) 4.57+0.959| 2.75£1.094 | 2.06+1.028
Vs (L) 166+50.1 1134+29.1 149+81.5

‘(“597‘:3)0

16.4 {3
EfEHs A BEOHIC CRERA 2 BOE RN S Lz & &, 1
HPOMSEO K BRENMETCH Tz, T BEE
168 & TICREHICHRM S N7 ETRED 78. 6% WS R ZE AL
ETH-729 GHEAT—%),
In vitroiREEDFER NP 5, CYP3A4WEICTY T > O
IB5T5EEL LN,

16.5 HEtt
B A BEOHNCCEREAZBERES L L&, &E5%
168 & TIT. 85 L7 ETREDS. 9% A IRHIT, 77.6%7H°
#EhCPRtt S N, IREFORMSEED S B, 78.6% W REA(L
e LTt nz? GHEAT—%).

16.6 HEDEHRZEISESE

16.6.1 BiSEEEEERE
BEESABEIFIOEEELZ LT F =0T TV AL
T, IE® (280mLmin). HEEEMAEREE (30-50mL, min)
FOBEEBEKERE (15-29mLmin) I3 L. 2R
Alz1.4mg mA 1.4mg m?K%0.7mg, m*#&5 U7 BED )
BN T A—FICB 0T, BHEEOETICHEVERITIZZEL
BWBOD, 7T TV ADEKT. AUC (5ER/IER) OH
MU Crax (RSEMIER) OHIAPRO6NZY BEAT—
%)e [9.22H8]

BT B RO BERERSERE ICB T 2B ST X -5

E#® R HE

(N=6) (N=7) (N=6)
A& (mg/m?) 1.4 1.4 0.7
Cmax (ng/mL/mg) ¥ 109+50.4 | 140+51.6 | 236+176
AUCoint (ng - hr/mL/mg) | 408+224 | 595+299% | 575+232
ti2 (hr) 43.4+15.3(43.9+10.97| 38.7+12.5
CL (L/hr) 3.13+1.65|2.07+1.037(2.01+0.875
Vss (L) 144+73.7 |86.5+32.7%| 66.6+26.8
H) VU7 rImgdh iz DICHIE L BEEZRT .

a) n=6

16.6.2 FFigEEEE RS
B A BE 1861 D FFHEHE Z Child-Pugh# BHiIc &k - T IE
. BEHAEREE (Child-Pugh A) R UHEERFH# AR
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H) TUTY Imgdiz DICHHIE L EEETRY .

16.6.3 Skna
BEMEERBERT LD, TV T) DT ) 7T R, 65
B EDBELSHEAMOBEICBVWIARLZEZIRDLN
oz,

16.7 E¥IEBEEA

16.7.1 ZDfth
In vitroRBIZBWTIT Y 7Y IZCYP3A4IZxR L CH
W B AEEER (Ki:3~17umol /L) &R L7=A.
CYP1A2. CYP2C9. CYP2C19. CYP2D6X U'CYP2ELIZHt
LCIRZEAEHEERZRS Doz, £72. & MNiFHiRa
IZBWTCYPIA. CYP2C9. CYP2CI9K U'CYP3ADEEETE
BERUEARFRICHEZ TSNP >77,
NEANBEFEPABZEIOFICARF &7 FaF Y — L E2HAKS
LRI, U 7Y D OEYFHEIST A —537r T+ —
VOHERZ T -7,

NEANBETESABELFICY 77 oY v 2 REZRS L%
AR E BERRE LIS, TU T L Oy EhEE S5 X —
XV T ORERZ T o720,

17. BRERAHE

17.1 BWERURESEICEIT B8R

(FTTEEN S B FELE)

17.1.1 EIXRIFBRIAEZWR E U ERERRS 1HHR
TYRIHA 7)) RERROY Y 2 REH 2 & CRIER
ZHT HETIIHERIBERE I L. 2HRIF21.3% (17
/80Bl) Th-o7,

LN SIERSLFIh2FICEERARO 5 iz, i
BIfERIE. #FhEkisd (98.8%) . HIMEREAD (98.8%). i
FIE (58.0%). U X XEREAD (54.3%) . T (44.4%) .
BAEGR (43.2%). Bl (42.0%). OA% (39.5%). Bk
HEE (33.3%). NEZOEVED (32.1%). ASTO L
5 (29.6%). ALTO ER (27.2%). CKOER (25.9%).
FEE (24.7%). RHEMZEESE (24.7%). y-GTPO L
F (19.8%). MiEmEREE (16.0%). B (14.8%). 3
i (14.8%) . FERMEAFHERED (14.8%). T (13.6%).
Al-Po ER (13.6%). LDH® EF (12.3%). HARE
(12.3%). 3% (12.3%). fEMW (12.3%). M/MRED
(11.1%) . BRI (11.1%) TH-o7z. (GHREHE TR OEET)

17.1.2 ETRIFBRIAEZRR E LIS ERRS DR

TYNIHA T CRERIR VY Y 2 R 2 & CRITR
2~5L VR Y ORITIIERAEEE (7T6261) 128V T,
FinEBEFIGE KB E U, 247 Rz EEFHEEE
& UTHEAOERERFIGR I 2 EBEORIEZ Bi &
U 7B AR BGABR R S M Tz,

ZORR, 2EFHBICE VT, RElOEIRERFUAE I
I HEBEDPHER S N,

RAFEEIC BV 5 2EFHR O REIZIHTH - 7217,
LRI GAEG D > 5 AKF A5 & N 7250351447505
(94.4%) I[CEIERAPRO SNz ERBIEAIZ. #FHRERE
2 (52.7%). BAERE (44.3%). KRiHMZEEE (31.6%). &
i (29.8%) . 55 (25.6%) HIMEREA (24.1%). EIIAE
(22.3%). &M (16.7%). &#EE (16.5%). B (15.1%).
FEE (13.5%). MEM: (12.9%). T (12.9%). AERED
(11.7%). 25 (10.3%) TH -7z, GREHETROEET)



%) S O Kaplan-Meier fh#5
100

— KH (508%1)
-——— EIREGEIRGHEY (25461)

p=0041"
10 N R (959% fEHEIXR) @ 0.809 (0.660. 0.991)

0 A e L A SR L s
0 60 120 180 240 300 360 420 480 540 600 660 720 780 840(H)
4R

E]) FREBFIBEDS 5. 106D L CHERS N EHNILTO®Y .

A4 - I (%)

Y LLEY 16l (24.0) IS7 )& F 2126 (10.2)
FLVFE Y 46 (18.1) KEFVLET Y 23 (9.1)
HRIZE Y 44 (17.3) K%+t :10 (3.9)

#2) HER2/neu. h_X> ¥ VRHARER OIS %28 & L7z EHhllog-
rankfE
H3) AAl EiaEEFIAE
HER2,/neu. A% E VANGEREK O % 8 & L7z Cox(El)m
EFVICETEEH L,
(CEMEREBES:)
17.1.3 ETXRIIBRBURBES ZR/RE U EARRKRS T
HHEER
1LY X VP EORHAERE 269 2 81T T FR O BEEE
fEEEE GLE) 1oL, BHEROR2ELZFHE Lz, B
2D D IEE AR B (P8 P RE SIS AR B P R B |
ZFOMAEMTIEE) (CEHME AT o 70 AR T, PRI
FAE, MEAE, BWNE. 12— > 7 WNE/ REMREIE
EEE. HCEREEE., R ERENE, SRS
AR ARE ., RS E . B E, FE O IRERE
IREEE 2 HA AR SR Lz,
FEFMIEE Th 5% 512 Oprogression-free rate

(PFXR | ZOEEOFEACR, PRYXIISDTH - 1= #EE D
E) U TO®Y TH -7,
¥ 512;8F OPFR
HERG A Va5 AN Z Ot RE
(N=35) (N=16)
1238 2
CR 0 0
PR 0 0
SD 21 5
PFR (%) 60 31
(90%(EHEX ) (44.7,74.0) (13.2,54.8)

TRV SREFISLEIR 2B BIEAP RO s iz, £
BIfEFIZ. BImEREAD (100.0%). #FHERED (98.0%). Y
VOSERED (78.4%). EIM (47.1%). F&2h (41.2%). HBEE
(39.2%) D (37.3%). KiEwZEEE (33.3%). BHELE
(27.5%). AN% (25.5%). HEEFE (23.5%). ALTO L
F (23.5%). ASTO LR (23.5%). BAKEE (21.6%).
% (17.6%) 1@ (15.7%). FZ (15.7%). MHFE7ILT IV
DETR (15.7%). LDHO LR (15.7%). EMRsEXR (13.7%).
CKOEH (13.7%). EHIR (13.7%). #RE (11.8%). £
SEREY (11.8%). MMAY > OET (11.8%). FFHépefEsE
(11.8%) ThHo7co GIEEEIAREEDOEST) [5.4508]
17.1.4 ETXIBREHRIERSZNRE U ERKRSE I
EE T
LV AV EORTBEREAE T AT IIEFEO AR LD
PEENIERE (452061) 1I2BWT. FHIWINY L E R iR
L. 24EFHRY EEFMEEE L TARO S AT I
Wg B EEEORMEE & B E LS I EER A Efm SNz,
ZOFRER, 2EFHMICBWT. REIOFH LAY IZxtd
HEBENFER SN,
KEFR S B B 2L FEE O REIXI3.55 A Th -7,
BB R GIER D > B ARFN H 5 S 72226 F52104]
(92.9%) ICEIERAAPRO 5N, EEEWERIZ. FPERED
(50.0%). ¥&% (36.7%). BHERE (34.5%). FDv (33.2%).
KIEHREE (26.1%). &I (24.3%). HIMERED (22.6%).
B (16.8%). ESE (15.9%). FE (14.6%). EHUEE

_4_

(14.2%) A1 (13.3%). AIR% (12.8%). MERE (11.9%).
B (10.2%) THo7z. (MREEIMEEROLER) [5.42H]
E4) B A INND B REIEO0 L CE MR

AR O Kaplan-Meier Hi 5

1004
904 — K (22861)
= SN (22400)
804
704
2 604
3
7z 509
* 407
304
204
104 P=00169" 1=
A= FH (95% (28X H) 0768 (0618, 0.954)
04 L B L L L BN B NS N L BN N N BN BN
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45(71)
2HE7FHARE
T5) AHAEEL. g, ALEEEOL VX U EE & Lz EHllog-rank

TE

16) ARAHFTHNIND v
AR, i, REEEEO L VX U EEE LizCoxEl/RET
VICEDEEH L.

18. EEhZIE

18.1 {ERR
IUT)UAVIEBEIL, F2—T7Y Y OEAEEELTH
INEDBERMET 5 Z & CIEE GHRATER 205 5. %
OfER. G/ MBI THIfaSHZEILESETTR =Y RICK
HHMBASE R FHE L. B MEER 2R,

18.2 HMEEHR

18.2.1 in vitrosB&

(1) =V 7Yy X )VBEEIZ, b bIUEEsRMREE (MDA-
MB-231. MDA-MB-435. MDA-MB-468J% T*HCC1806) IZ
X UTC, MFEEIHERA 2R LD 19,

(2) B~Fa2—TVVERZETZ/IN7UYFLIMERE IR
FEHSEAIRaRE (LAOPTX10/ TP 1A9PTX22) IxtL ¢, T
T A OVERE O MR EREINE R R RES LA o 721

18.2.2 in vivoikB&

IYTYYXYIVEEIX, b MFUEBRMAEE (MDA-
MB-435. MX-1%UUISO-BCA-1). b P IE e
¥ (HT-1080). & b FiE#iAMEd kA AR (SK-LMS-1)
KOt ~1—o > 7 AERRARE (A673) ETIBE~Y™Y X
IRt LT, EEEEMEER 2R L. EBRKTHSEE CES
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FEFLIR L 05 & [ AE AR IR AR AtBR [JO151517K5%

JO151545t8%. JO151553 5%, JO1652635%], AT -
FEEEE RIS 5 A2 AR RRIR SR [JO151525088] |
HEAT - PSSR - R a3 B A T B S B
[JO15163538%] . HEAT - RASVEAG N - AR LS5 5
I8 TARRRIRSBR [JO15951508k]) 4kt

3)

CHCont L 7z ENERARRER GETT - IRy - i

209 2 EIASS T/ IAHIRIR SR [JO193803 %] |
Stage Il & 'L & B & O R TIBRIEAT 12 D B 125
% EIA S AR SR [MO2822338R]) D4Rt

14. BRAEDEFE

14.1 BHZMHEFEOEE
PTPEEDIEHIIPTPY — B L TR 5 £ 948
BT L, PTPY— bORAKIZ LY, TG AR,

BEAFIA L. B3R E B 2 LTt 50 EE L&
PHEZDET 22D o

15. ZOMOEE

15.1 ERER{EMRICE D < &3k
INATY T UNORMAMHWRTHL Y e FO LYY 3
YrFeraosrr—+ (DPD) RIBEOBEENTC TN
WHFEL, SOX) BFEICTLVFAOY T VIV REH %
PG U7z, P GIcmERRER (%5, T,
MEREE ., MR ES) M5BT 2 L OWMEDP D 5.

*15.2 FERREAREBR ICE D 15#
KH DKW TH H5-FUIZDWT, BEREZ IV G 12
BWT, BETRERRLEFREREZRT I @M SN
Tw2Y 5 [9.4.3501]

16. EYENRE

16.1 Mg

16.1.1 AR TRE L B A0 MmiEHiEE
I BB 12412 3 ¥ ¥ 2 829mg/m Y % ik |2 Hi A 3%
Hl/zb&, V¥ ¥y, 5-DFCR. 5-DFURM U5-FUI, #%
5151 1~1 . 3WFR CCmax (CFIE L. 2P0, 4~0 . 8HERT T L
720 5-FUDAUCusld. 5-DFURDHI1/20TaH - 727 o

AFETEG L7260/ T 2 — 5 O (n=12)

o Trmax Cax AUClast tuz
ULk (h) (ug/mL) | (ug-h/mL) (h)
AR T 1.1£0.7 |4.85+3.74|4.77+2.51 | 0.42%0.70
5-DFCR 1.3£0.7 |5.35+3.04|9.63+4.25|0.79%0.19
5-DFUR 1.3£0.7 [4.33+2.09]6.96+1.66 | 0.67+0.11
5-FU 1.3£0.7 [0.256+0.180.39+0.20 | 0.69+0.17

mean = SD

T - EE164412251~1,255mg/m* ™ O 58T, RV

Y2 R OERHY DOCrnaxs AUCHIIHE G-I L THIML . )

[ 5- %D <2 & Er ROERHY ORNBIE IR R

ZENRIBENY

LD KRR SN - S RRERKICH DS TAERUDET
121/[900~1,500mg#% . BiETIZ1A1,500~2,400mg% . Ci%
TIX1E1,200~2,100mg# . EiTik1[M900~1,800mg#* 1 H
20 TH %,

16.1.2 BA TR E L 25EDMFHRE

Kl - IR ERE 20412 XY & ¥ U1, 250me/m? R £ 1 H 20

AREO%S Lz a5 10 0~y ¥y, 5-DFCR. 5

-DFURK U5-FUDIMEE PR 1X, #5721, 7~2. 38R T Cunaxl ST

L. 2B0.55~0. 81K T L 720 #£5-1H HD5-FUD AUCast

X, 5-DFURD#1/30CTH -7z #5140 HOIEYBHE ST A —5

135-FUR B &, ARG HOMEIZIZFAKETH 720 o

7:2) #5510 HiE1,250mg/m?*Z& #1210 IR OG- L7z,

H18y ¥ ], 250me/mARE G- 1 H H o Mg i EEHERS (n=20)

(g/nL) mean=+SD
100 —e— IR H L
- O- - 5-DFCR
0k —&— 5-DFUR

—0—5-FU

Mmoo
'3
N .
;§ 0.1 ~‘~£
0.01
0.001 !
0 1 2 3 4 5 6 7 8 9 (h)
IRy [
Bl TH G L7285 5 O SEMBIE /ST X — & D JLix
et Coax (ug/mL) AUCast (pg-h/mL) n
" 1HH 141H 1HH 14HH | 1HH [4HH
HRYHEY | 4.80£1.75|4.19£2.55 | 6.91£2.40 | 6.14+1.92| 20 19
5-DFCR 5.95+2.50 | 5.20+1.90 | 15.1+4.31 | 14.1+4.58 | 20 19
5-DFUR 6.02+2.49 | 6.59+2.83 | 12.8+3.74 | 13.0£3.31 | 20 19
5-FU 0.22+0.12 | 0.38+0.21 | 0.45+0.18 | 0.71%0.23 | 20 19
mean = SD



16.3 9

16.3.1 fEBABITH
X7 ARV IAMCEER T Ry ¥ FNE198mg/ kg T O
54mg/kg® i CHFE G- L7z & &, ETREIZ e 20 2L E
N7zt RNICIE <A L72AS, #5324 F ClcZ2 o3 AL
75§1$W;h?ﬁ9511f:0 FEEOWIL, FH. RIS 2 LA

B, B B0 B RE I B o 728, U RED IR~ D RAT I3
Poll #BUR’J"JX ICUCEE R A~ ¥ ¥ (198mg/kg) % Hia]
BEOPEG- L7 & & BUSTEDIE B~ ORI SN

16.3.2 BEERIRAVS-FUDER
b MEBFEHCT116. CXF280% IFCOLO205F: () ¥ v sz
M) R — Py 2R RIS, FEeov) vy (5
-DFUR. #&HO#45) ROU5-FU (EPENES) 2SEtHE (B
WG REORANE) 5 L, RECIESAER. WK% O
HOS-FURZME L7z, RIERG <7 A TR I ZIRM I
%a‘%)ﬁ@&;—mﬂﬁm ENTzo EEHIS-FU AUCIEAIA K& 01

W o5-FU AUCIZIEARESL 5T 22265 K 0'114~209

1" 5-DFURF S T2 N EN6H5 L 021 ~ 345 i & iR L 720 —
iy 5-FU#5-Tld, 5-FUILIESAHLHRIZA ) T2 <AL O ImEh
W2 ARG L7z RIER G~ 7 2ADIEFHHES-FU AUCIES
-DFURK U5-FUH5-~ 7 AJEHAFES-FU AUCICHA, Zhzh
3.6~4 3R 16~ EER LY o

16.4 3
ARYFZEFANEFYIVIAT T —X|ZL Y5-DFCRIZAH
N, E5ICYF YV F73IF—FIZLY5-DFEURNEHE NS, 5
-DFURIZE ) IV U X7 L4 Y FARAKRY F—+ (PyNPase) (t
FOWEFIVUERAKRY F—X, FolHOBEY ) Yk Ak
)T —EHE) 12X )5-FUILEREnDY |

16.5 Httt
Wl - IR E 2041 Ry ¥ ¥ ], 250me/miE AR RS- L7z
& PG B2AREH F LI G5 069~80% 2 AH 4 T B AR
Pl S N 7ze 20D B ARZALED R AR IEH3% & A2 R L.
FBALIZ#50%% = L 729
IS B ZH6 2 I C TR L 72 =Y ¥ ¥ U kiE2,000mg &
BB Lz & &, 7TH H E ToRPREEIHER %S &0
96% A0 L, #5013 L A EDSRPICHER S 7z R HERN
Kb (CF1984%) 75¥e5- 12120 B LI R & AL, # 144850 ©
ST L7 RPTED LNV Y Y Y DR#WIZS-DFCR, 5
-DFUR. 5-FU. FUH2, FUPAKU'FBAL T V. F7z1dEric
2 5 72 E#IZ5-DFCR. 5-DFUR. 5-FU. FUH:J% (°FBAL
TZF)O 7oo MAEH R OTRHIC BT 2 B fE & SLEW O AR

FEAMTH o722 &b, MmEET R ORI R H Y DAL
‘f%ﬂﬁ%’l@kﬂﬂf&w R E Y (FHEAT— %),

16.6 HENERZHT HEBE

16.6.1 Bi¥EEEERE
EIRRERE2THOEREA 7 LT F = - 7)) T IV AL L5 T,
1EH (>80mL/min) \ EHERERE EEEE (51~80mL/min) . 4 (30
~50mL/min) & O&E (<30mL/min) 25 L. AT ¥ E Y
1,255mg/m*™ & Ik 5 L2y 5 ¥ v b 2o f#mho
AUClZPL T L BY) THo722 WHEAT—%), [2.3. 9.2.2
Z ]

EHREREEE N O N R 5 Y RO O AUCKH (ug-h/mL)

sL7F=r 275 A (mL/min)
L& >80 51-80 30-50 <30
n=6 n=8 n=6 n=4
ARYIEY |6.24£2.06 [5.98+3.06|7.88+4.32|7.79+4.43
5-DFCR 11.6+4.12|12.4+2.25]13.5+7.18 | 12.0+2.09
5-DFUR 13.7+2.62 | 13.8+3.5719.4+7.16 | 23.4+5.38
5-FU 0.87%0.45 | 0.57+0.17 | 0.78%0.27 | 1.07+0.43
FBAL 39.6+14.6 |42.6+12.8|73.5+£28.2| 142+53.2
mean = SD
16.7 EWHEEIER
16.7.1 771>

BT A% <Y ¥ ¥ 2 500mg/m?/ H & ffk1 H2Mm ., 23
RIS LA Z 10— 2 L L2MX¥E%S 233 — 2479 #i
BTENENTNT 7Y v F )7 A20megx fRH%G Lz A%
DEE G E B L TR RICBIAS-T VT 7 ) v (OB
BPEDOSIE) DAUCKHE57% . INRIZIL1%HIHN L 721 (SLEIA T
—%), [1.3. 10.25M]

(5)

16.7.2 ZDfth
vt NFIZua Yy =AW E WAy Y 5-DFCR., 5
-DFUR. 5-FUK U FBALOIEY{LHiEEE R (CYP1A2, CYP2A6.
CYP2C9. CYP2C19. CYP2D6. CYP2El., CYP3A4) ~Di#%
m vitro CHGET L7zo ZORSE. IR Z B IEHARNIB W THE
Eéﬂémqjéﬁ%ﬁﬁi%w{ﬁ? (#0.007mM. 2.5ug/mL) D14
M 5 (0.1mM. #936ug/mL) TIXHEIZRD 5Nk
ﬁ‘of:fﬁ\ 280F5 12 S 3 5 iRl (2mM, #700ug/mL) 128
TCYP2CY9. CYP2E1%50%3t < P L7ze —J7, REIZowT
EEYHEERE RN OEEN 2 HE RO SN r o720
ETHR B 1246127 R 7 ¥ 01, 250mg/m* % BHBKEELT VI =
Ly KEBAL~ 7 A A EUHIER L 0HEG LicL & ARy
5 ¥ ¥ [t O5-DFCRO Crnaxl & B G- & ML L TH920% Eo L 72 %
DD, EDOMOREWFEEITRD SN o720 (HHEAT— %),

17. BERPREXIE

171 BHMROREMICET 3558

(FMABE IS ERILE

17.1.1 EIXATHASS I HHERRR R
HHHHLL ¥ A 2 FCTOMAT - TS EH AR 2 %53 2 %
FEiE L7 (825mg/m? 1H2Il, 21H RS- - 7H RIS o 51k
MRS RBI226012 %) 3 5 ZE8h51345.5% (10/22) TH-7219 o EIfE
FIZ19/23061 (82.6%) ZFEH L7z EREWERIZ, B ey b
11061 (43.5%) R IMERK A 101 (43.5%) | B8 (6 3005761 (30.4%)
LDH L5761 (30.4%). FiEkisA 76l (30.4%) %TH o7,

17.1.2 ER%HEISE T HERPRHER
BIEIRLL ¥ A > F CTOMFT - FSFLERE AR 2 1% 5§ 5 bk
% %Eht L7z (825mg/m? 1H 20l 21 Fl MHES - THHKRSE) o H5h
PEREHT O R BI46H1 0§ 5 2830 #1328.3% (13/46) TH o727 o
BIFERIE50/5080 (100.0%) \HB L7z, EaEEMIE. FRE
BERE33BI (66.0%) . ARIMERKA 2661 (52.0%) . FIILER A 2561
(50.0%) .\ 1) > xERIKRA256] (50.09%) . HRIERRA 1961 (38.0%)
EY WV M EFL7H (34.0%) T o7z,

17.1.3 EAXHEISE I HHERR R
Rt F VR OMEAT - FISFURBE SRR %5 2 kB %
FEh L7z (825mg/m® 1H20Al, 21 H M$%5- - 7HRHKIE) . Hxhit
PR RIS BI04 2 28 51320.0% (11/55) TH -7 , El
PEFIE58/6061 (96.7%) \ZFBLL 720 F2BIERIE. TG
3611 (60.0%) . AST 152961 (48.3%) . ') > 7SERiK 42651 (43.3%)
LDH 52661 (43.3%) . #RIMERKA2560 (41.7%) . EHAIR24H]
(40.0%) . L2260 (36.7%). Al-PE518%1 (30.0%). FIMmEk
A1861 (30.0%) . E UV E EAISH (30.0%) . BikEkRA18
Bl (30.0%) % Tdh o7z,

17.1.4 EIRE 1 AR
§ X REH] OS2 ) XN R SR mRORST -
FIRFURBE AR 2 3% 535 5B EM L 72 (1,250mg/m? 1
H2lal, 14HE#S - 7HRKEE) o AR ERNT 6 R EI3261 0§ 2
ZANFEIE21.9% (7/32) Th o721  FIVEFIE35/3561 (100.0%)
WCHEBL L7z EREERIE. FREMRETE29%5) (82.9%). L1961
(54.3%) . FEHAIRISH (51.4%). FIHAZK1661 (45.7%). THil4
Bl (40.0%) . WEH-11650 (31.4%) % CTdr o7z,

17.1.5 @548 1 AR
87 0) 5 XL VEROHELT - BIRIUEEE AR 2 %53 5 W R
ZHEML7: (1,250mg/m? 1H2M, 14H M#5 - 7THEKSE) ., &
R BAT T R B 13560 R % 2 A 1320.0% (27/135) TH -
722 o BWERNZ150/16261 (92.6%) (2588 L7z EREITEMIZ
TFIRAEBERRILG] (56.2%) . THIS8HI (54.3%) . H0:84651 (51.9%) .
EH-60%1 (37.0%). 975961 (36.4%) ZTdH o720

17.1.6 iB518E 1 AR
RZ)ZFLLVINE Ry F L VEHOET - BRIEEZICR
K459 5% 920 L7 (1,250mg/m? 1H20al, 14H #E$5-
7 HRIRSE) o A R VAR 5 S 50695112 5§ % 2 1324, 6% (17/69)
TdHh o722 o BIEHNZ66/7451 (89.2%) (2588 L 720 F 2 EIVE I
TILEEREA6H] (62.2%) . FHI4361 (58.1%) . L0416 (55.4%) .
WEH-275] (36.5%). %2561 (33.8%) % Tdh - 720

(FEBE IS B | BB bR EE)

17.1.7 #B45158 M ARER PR BR
PR YI R AT9E0E & 7z Dukes CORERRIEEE (1,98761) % it 5
2. 7vEay sy - kY F— MEE (5-FU/LV#E. Mayo
LY A ) SOEARH & M 53 2 B FE i L 72 ORH#A -
1,250mg/m* 1H2M, 141 E#S - 7THEERE) . Z O R, 55



AAEHIR . SN, AR I BT, ARIO5-FU/

LVIREEIH S 2 S AR S 2

1) A BT B5-FU/LVIEEIZEN TRRB SN TS LK
AU F—=F - TNFay T YEERTLRKR) S = -7
VAT Y G OVEEREHEN IR OME - HiE 135845,

I 25 7730 5] O Kaplan-Meier il

1.0
=un 5-FU/LV (983f)
0.8 — R HE > (10044))
0.6 T
F T v
k4 Timmm-
0.4
0.21 NHF— R (95%(EHEXH) : 0.88 (0.77-1.01)
TR HE > 5-FU/LV
0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 96 ()
<UAZEBEORES>
5-FU/LV 983 902 801 720 640 596 562 522 492 453 378 301 227 136 73 10 2

A HZ 171004 928 836 748 696 658 609 574 532 497 432 332 228 137 66 8 3

1y AT H 200746 H4 H

LA o Kaplan-Meier i #5

==u 5-FU/LV (983
— B (10045])

0.61 e

WP

0.4

0.21 NH— LI (95%(SHIXH) 1 0.86 (0.74-1.01)
TRy 5-FU/LV

0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 (H)
<UAVHEEDRES>
5-FU/LV 983 964 934 903 850 795 753 724 700 659 614 550 417 258 165 46 26
TS 2171004 983 964 929 888 849 808 769 735 702 665 581 434 280 174 55 36

J1y M4 T H 20074E6 H4 H

BIVE AT BE T 1X868/995051 (87.2%) (2588 L 720 F 2 BIMEH 1.
TR AEMERES41 (59.7%) « T H145811 (46.0%)  HE(:3261 (32.8%)
ETHhorz (Fy b+ 7H 20044645 1H) o
17.1.8 B51 55 M AHERPREAER

VRIS g MG & L 7zDukes COfEIREEE (1,88661) % xf5
12 7hF g - kY F— MEE (5-FU/LV#EE. Mayol
T A 1 3Roswell ParklL ¥ 4 ») WIIXELOXHFE: (A# &+
FHYTIF VM) 2470 B ERK L 72 RA :1,000mg/m?
1H2[, 14H &S - THRKSE) . 2o#ER, WRAFERRICS
W TXELOXIHIEDS-FU/LVEEICH § 2 SR sz

I A4 1 A O Kaplan-Meier i #5

1.0
0.9
0.8
0.7

s 0.6

7 0.5

£ 0.4
0.3
0.2
0.1
0.0

snsnni5-FU/LV (94245
m— XELOX (9445

NY— LT (95% (SHEK ) < 0.80 (0.69-0.93),
P=0. 0045 (log-rank test)
 XELOX,/5-FU/LV

0 6 12 18 24 30 36 42 48 54 60 66 72 78
<UAVEEORES>

5-FU/LV 942 855 753 689 650 606 573 529 438 320 135 2 0 0 0
XELOX 944 862 782 720 673 641 613 589 497 362 182 7 0 0 0

71w b4 7 H 2009464 H30H
L AEI I O Kaplan-Meier B

1.0
0.9
0.8 =

0.7
It 0.6 =ennms 5-FU/LV (942f1)
£ s m—XELOX  (944{3)
0.4

OOl NI (95% (R : 0.87 (0.72-1.05),

0-1 P=0. 1486 (log-rank test)

Oi 0 + XELOX, 5-FU/LV

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84(H)

<URAVEBDRES>
5FULV 942 901 876 847 812 781 751 718 666 49 255 150 0 0
XELOX 944 893 873 832 804 787 764 733 679 543 284 28 0 0 0

7

47 H @ 20094E4H30H

(6)

BIVEMIZXELOX 3 T13920/938%61 (98.1%) 1Z5BLL 720 F72
HIFER I, 061951 (66.0%) . TH#i566%1 (60.3%) . MEIH:4054%)
(43.2%) . #3386 (36.0%) . JE5732451 (34.5%). Hh§ME=
22— 18 F =278 (29.6%). FRAEMER27861 (29.6%) %Tdh
o7 (v b4 7H 1 20094E4H30H) .

CEREYIRARE & ETT - BROKE - EiFE)

17.1.9 EINE 1 / I EEEKRHER
AT - EERERENG - AR E P RICXELOX# . (RHI L 4
FH1) S5 ). XELOX + BV (XELOXJ# i & ~N
YA THM) BT B EEM L2 (K% 0 1,000mg/m? 1H
2, 140 %5 - THRKRIE) o AT - B - R EE
Wb 5 XELOXI# L0 ZE%#1266.7% (4/6) TH Y. XELOX
+BVH#EEDOZERRIZT1.9% (41/57) THh o720 F72. XELOX
+ BV M E AWM (PFS) o mJefii3336.0H (95%15
FEIX M 1 293-380H) TH-7% o EIfEAIZXELOXHH:TIL6/6
Bl (100.0%). XELOX + BV Ti358/58%1 (100.0%) (258 L
720 FERAEHIE. XELOXHE D TILEL6H] (100.0%) . FAik
JEH = 2 — 13 =661 (100.0%) . FEEAIRSEI (83.3%). T4
Bl (66.7%). TRAEMREAB] (66.7%). HE57461 (66.7%). 38953
B (50.0%) . IFHEREIRA361 (50.0%). L= - < 0361 (50.0%)
ETHY, XELOX + BVIEE TIIRM MR = 2 — 1,3y —546]
(93.1%) . FEHAIRS0G] (86.2%) . 9574861 (82.8%). T-IEfEfe
4461 (75.9%) . TEL4361 (74.1%) . BFRILAEE34H) (58.6%) .
THI3261 (55.2%) « 1N 43151 (53.4%) i rhER Bk 42961 (50.0%)
HThHolo. [7.35M1]

17.1.10 @515 I ARER PR EAER
SRR - EE A2, 0350 A RIS, A F ) TIF L - T
VAuay g v - kY > — MEFE (FOLFOX4# ) . FOLFOX4
i+ 79 %R (P). FOLFOX4+ "Ny X< 7 (BV) ik,
XELOXJ#{:., XELOX##: + P, XELOX + BV 2179 i %
F2hti L 72 (AH] 0 1,000mg/m? 1H2E, 14H R#%5 - 7H RKEE)
SN IIE (PFS) % REFHMEEE . &4 (0S) =8
WIFFIER & L7z Z 0%, FOLFOX4# 263 5 XELOX
S D IS VEDS T BIEAT K ORI IR AT TR H 72D

FOLFOX4MREEZR) 9 5 XELOXHREE D IEFH VAT

E 3N IR
FOLFOX4/FOLFOX4|XELOX/XELOX + P/
FHii™ | +P/FOLFOX4+BV XELOX +BV N — Rl
HH (N=937) (N=967) (97 .5%CI)
i (H) Pl (H)
1.05
PFS 259.0 241.0
(0.94:1.18)
1.00
0S 59407 600.0
(0.88:1.13)
B WA
. gﬁﬂzz} FOLf;)X(in(ZIZ,;OX4 XEL0<>;/§(1;:3LO§>X+P N &_0 -
i Tl (H) Tl () (97.5%CT)
PFS 241.0 220.0 L.06
’ ' (0.92:1.22)
0S 565. 07 572.0 Lo1
’ ) (0.87:1.17)

1E2) PFS7 v b4 7 H 1 20064E1H31H, OS7 v M4 7 H : 200741
H31H
TE3) JRHTR RAEH OB E2 93961
iE4) RIS RAEH OB EIL 62261
7z, AL (FOLFOX4 + P/XELOX +P) 12k B Laasi i
+ BVFE O BB LA LB TR 51, XELOXFEISH § 2
XELOX + BV LD BB BRI T TR0 5 i7z.



ALFIREN N 2 AL + BV R O XELOXFIE IS 5
XELOX + BV O BB A AT 45 R

ESE3 R
FOLFOX4+P/ | FOLFOX4+BV/
AHI™ | XELOX+P XELOX +BV NF— K
IHH (N=701) (N=699) Pf#i (log-rank test)
hdE (H) hodE (H)
0.83
PFS 244.0 285.0
P=0.0023
0S 606.0 646.0 0.89
P=0.0769
OO AT
HH TR () TR () Pf# (log-rank test)
0.77
PFS 225.0 282.0 P=0.0026
0.84
0S 584.0 650.0
P=0.0698

EIEHIEXELOX%#: (XELOX#EE, XELOXEE+P) T
642/65561 (98.0%). XELOX +BV##T13349/353%1 (98.9%) 1=
BB 720 ERRIVERIE. XELOXH T 41461 (63.2%), &
039561 (60.3%) . MEH:26211 (40.0%). $5E2406] (36.6%). ¥
5523801 (36.3%). FEAEMEEE19861 (30.2%) % TdH Y. XELOX
+BVEEETIEEEL22661 (64.0%). TH#I122061 (62.3%). MH-15741
(44.5%) . FJEIEFERELZ96 (39.4%). $EREE13LH] (37.1%). %55
12761 (36.0%) & Td o 72 (B v M+ 7H : 20064E1 H31H) o [7.3507]
17.1.11 B4 55 I ARER PR ER

AV FHhy - TNFay I Yv - K F— MREEOEEEND
LR - EREREC2TH A R, X)) TTF - T
VAU T - k) F— MEE (FOLFOX4#H:) & XELOXH#
TR 2B S L 72 (R#) 2 1,000mg/m? 1H2[, 141
WIS - THRSE) o AL (PFS) % RZFFlEH . 4
A (0S) % BIRIEHEEH & L7z, 2%, FOLFOX4
JEEZRS B XELOXIRE D IEH AR S22

FOLFOX4&E I3 % XELOX R D IEH PEET A

o = = o,
BH 5w (| o (D) (95%CD
PFS 168.0 154.0 1.03 (0.87;1.24)
oS 402.0 393.0%0 1.05 (0.88;1.27)
75) PFES#H v M4+ 7 H 1 20064E8H31H. OS71 v b4+ 7 H @ 20074E2
H28H

116) AT G4 T o0 B %3 25201

BIVEIEXELOX#R#H: T 13302/31161 (97.1%) 5B L7z, T4
FBIERNIZ, 018151 (58.2%) . TH#i16961 (54.3%) . WEiH:1314
(42.1%) « 95711381 (36.3%) « $HIEH 10361 (33.1%) % TH -7z (4
v hF7H 1 20064E8H31H ). [7.320]

(BREICH T 2T ERMHEBYMLZES)

17.1.12 7548 M HEER AR EABR
IVEHEIYIBRAY IR S AL 7zStage T/ M HHaEH (1,03561) % x5
12, #EEEgE L XELOXHE (KAl L 430 755 VM) %t
53 5B A £ L7z OR#A) 0 1,000mg/m? 1H2[A, 14H %5 -
THRMRSE) o M A AR 2 SRR IE H . A AR 2 'R
FHMIEE & L7z ZOREE, BREIZRIZHT 2 XELOXHE B 0 (Bl
PASTRD S N7

iy A A7 O Kaplan-Meier i

meee REGEEIER (51561
m— XELOX  (520f))

0.2 1 W= R (95%(S#IXIED 1 0.56 (0.44-0.72)
P<0.0001 (Waldfi)
T XELOX, #5881 %

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 G51(H)
<UAVEBEDRES>
fRiEELE 515 442 415 388 353 332 280 255 211 188 148 120 58 25 22 20 6 0
XELOX 520 462 442 425 409 379 332 295 246 218 166 147 73 31 30 25 10 0

J1v M7 H 2010459524 H

S AE I o Kaplan-Meier il

1.0
0.9
0.8
0.7

% %1 wenn EIEEL (51501

@24 m— XELOX (5204))
0.3
0.24 NYP—RI" (95%(FHXM) : 0.66 (0.51-0.85)

P=0.0015 (WaldkiE)

+ XELOX,/ i 122

..
",
e
‘--__
ARl LT LT

0.1+
0.0 -

0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 ()
<UAVEEDORES>
FRIEBIEE 515 473 460 453 443 431 415 407 395 379 369 352 344 329 316 284 247 222 194 163 137 107 81 60 33 8 0
XELOX 520 481 468 461 452 439 434 426 418 405 302 382 376 369 361 333 204 246 220 200 169 126 92 67 42 11 0

71y b4 7 H 20124E11 5 22H

AIEANEXELOXHR % Tl3488/49611 (98.4%) (2Bl 720 L/
RITEZ, 032660 (65.7%) WFHEREAMES0H (60.5%). £
AigaB29200 (58.9%) . AMIE= 2 — 1,85 —27661 (55.6%). T
123000 (46.4%) . WE:189%1 (38.1%). #57152%1 (30.6%) %
Thotz (By M4+ 7H 20104F9H24H), [7.42]]

18. EEPILIE

18.1 1EA#FF
RENIHAE £ 0 RO T FWINS N, FFIETH IV RF
IAT T —HIZLY5-DFCRIZALH SN 5, kIZFE L L TIPS
JER AR AT B F Y 77 3+ —FIZLY5-DFURICE
WENb, T, BEEHBICELANVTHEET ST IV Y RAK
)5 — I X DGR TH 55-FUICZEHE S IR B4 % & Je
325 , 5-FUIRFAUMPIZ# S, F I I VEEAEKEERE LD
510-AF L 7 b T FORERLENHEFEEEEREIERT 5. €D
ORI UVEEA A IMIT 2 212X )., DNAGKAET %,
¥ 72, 5-FUIRFUTPIZR# &, UTPOH D ) IZRNAIZHY A F
NTF-RNAZARK L, VARV —LRNAK A v &> ¥ —RNA
OEREBEETLLEEZLNTVRLY

18.2 HEBE
TRAEYEE P LR (ZR-75-1. MCF-7. MAXF401. MX-1), b
&9 (CXF280. HCT116. LoVo. COL0205) KUk b 'H%
(MKN28. MKN45, GXF97) $H#E % — N~ 2120 L CHUES D
BrRBo LN F o, MoPUEREEH L oI L Y, Bt
BN R OB AR 57233

19. KRS ICET 2 EEZMIFR

—Mg %R © S1%> % ¥~ (Capecitabine) (JAN)

1b&44 © (+)-pentyl 1-(5-deoxy-f-D-ribofuranosyl)-5—fluoro-1, 2~
dihydro-2-oxo-4-pyrimidinecarbamate

4530 1 CisH2FN3Os

5= 1 359.35

PR RO ER, 25— VIO THETR T, Xy IV T
Va—VIELy 7 —)b (99.5) IZEIFRT <L KIZRR
EIFIZ v,

il R #120C (%)
20. BBV EDEE
T3 U —GEMEZRRAE#ET TRIET 5 2 Lo

22. B
565% (PTP14%E x4, HZIEHIAD)
1408 (PTP14%E x 10, $ZEEHIAY)
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g L OBENED @ GHRIKGREE - BISIERE R AHIPEAN O Y

PEICAR D HEET © ARy ¥ ¥y GETIEE )

S L OBINEDE CHRIKGEEE - BIS/MEREI S KPR~ OHY

PEFR D E - ATy ey (RIS BT 2B

Cavaliere A, et al. Tumori. 1990;76:179-81.

HARNEEZ BT 25mEhE (RN FEIERR 524087 (200344 H 16H

R, HEEEEEA. 3-2)

HARNEBEZ BT 235 8hiE (EINERAR S 1HERER) (20034E4 H 16 H KGR,
FHERHEZE A, 3-1)

Hyodo I, et al. Jpn J Clin Oncol. 2006;36:410-7.

Jigs. MR IR (20034E4 H16HAGE, HFSEAHRZIA. 2-2-1)

GIERATHE (20034E4 H16 H KGR, HIFEEEMREE . 2-2-3)

BT Y E Y OS-FUNOIES SRR (2003F4H16H KRR, HFE

FEEER-1. 3-2)

fCARERE (20034E4 H 16 H KRS, HIGE GRS, 2-3-1)

Judson IR, et al. Invest New Drugs. 1999:17:49-56.

ERREREE & 1 ) BB OSEYEIRE (20034F4H 16 H AR, &R

WEEEA. 3-3-7)

Camidge R, et al. J Clin Oncol. 2005;23:4719-25.

P37 8y — 2 YRR R 03 2 508 (2003F4H 16 HARGE, G

ERHEE A, 2-3-4)

Reigner B, et al. Cancer Chemother Pharmacol. 1999;43:309-15.

HEAT - BT R G & L 7oA s 2A B R BUER  (20034F4 H 16 H ZKF2.

TGRS . 1-2-1)

HEFT - FRFEFLRE o G & L 7RIS 2A B R SUER (20034F4 H 16 H ZKF2.
AR b 1-3-1)

Y& & v VR OMELT - FIEFMEE TR L L7z R 58 2R SBR

(20034F4 H 16 HAKGE, HIFEERMES b .1-3-2)

FEPEEL & 4 2 RN O FUHE & xR & L 7 2R PR AR

Blum JL, et al. J Clin Oncol. 1999;17:485-93.

FPREE D 87 ) & )V T By F e )VESOMETT - FISEFLIE T R

K& L7252 R ER

Twelves C, et al. N Engl J] Med. 2005;352:2696-704 .

B : Dukes COMHE 2R G & L 7 Air i B AL A5 L o S 3HH R R

B (HLAIES)

HEEH - Dukes COMEBRE TR & L 724 el B L5810 0 55 3R R

AR (DR S

AR HETT - SRR - R R R L 7S/ 2R ERR SR

FENERE R R - R o G & L 7 S 3HH R IR SR

MNER A 2 FH Y - 70hFay Tl - R F— MEEOIGREN

& LR ERE Y - E b 2 R & L 7o SRR AR

Bang YJ, et al. Lancet. 2012;379:315-21.

Noh SH, et al. Lancet Oncol. 2014;15:1389-96.

VERIEAT - VEFIRST (20034E4 H16H ARE. HIREERHMZE -1, 1-1)

Pinedo HM, et al. J Clin Oncol. 1988;6:1653-64 .

PUES D (20034E4 H16 0 KGR, HIFEEEMEE -1, 4-1)

Yanagisawa M, et al. Oncol Rep. 2009;22:241-7.

Sawada N, et al. Oncol Rep. 2007;18775-8.

24. XEBERERVEVWEDES.
AR A AT A AN v T A= a v
T103-8324 HHUHRHISLX H AAGEE M 2-1-1
AEaf  0120-189706
Fax : 0120-189705
https : //www .chugai-pharm.co.jp/

26. WERFTREE
26.1 BEERRSETT

M R BIEAR NS FT

RREPRX B AE=EET 2-1-1

ova -7

® F.hx7~r -5 -ayatt (A4 R) BErrbiZ

(8)

DAHO002



Lz,

*2021E8AE (1A EXEEaR A RES
" L 87 4224
e nmenam
ﬁ&‘}]ﬁﬂﬁa‘i3ﬁ5 / ¢ P iR I
~ \ 1 \ Y ®
Jx L —IV3EHR 200
ITLYT=)b; mg
J —Jbit4
VT LY=)iEHA1g
1B \ G ® Iniecti 200mg g
VuboE 1 S emzar - Injection EGRES | 21300AMY00405]21300AMY00404
) - EMSONMSEC L ERT L ARSRA%A 1999%8H]
p— 3. #K - MR
11 AEORSE. BRBCTANBTE SEMERCENT, | o % S
D AAESEEIC 934 - BREFOEMND T, A4 Wy | O ELY VRS Yx L= VA
DIRSHEL EHBS NBEGFICOVTDHRET BT &0 200mg 18
Ffe. BEEBICKILS., BEXRFZORKICENERVE INA 7 )L LA 7 L
RMEETHSEIEL. AEEETHSBETETE, RS |7 L 5 C HRE228mg |7 4 S 5 € > R 140mg

1.2 105 Z307BEREENEIC K UITS C & SHEDRIK
HBRICHNT, BRI EH BV IE1EDEEZ605 U Eh T
TiI5 &, BHWERDIERELIEHINSRESINT VS,

1.3 .EZR]. [9BENERZEIZIEEICHTIEE] O
EE2B U CEREEDERICTEETDI &,

1.4 BERBRINFEINSZEEICIFZRSLEVNT &, BERINE
FHERGFHRFTH Y., BPEEXFHIZHEV, SELTS
TaEEN H 2. BEINHEICKERUEEZEX SNBIETHIHER
£3NTVS, [2.1. 2.4, 11.1.188,]

1.5 WEREHXIRSETIHSH T, H DERREIRD & 2 A A
RNFFHFEEDH D EEICIF RS LBV &, BEMRMR
ICERUEEZEZSNDIRETHHIB/ETNTVD, [2.2,
11.1.2808]

1.6 MEHRIBRIER ZHF T 2~ OREHREE & ORIIFH
RAIFEIT3 T &, SEDERRIABRICEVT. K SIEEB~D
INANRSHREEE DHABICK Y. EELGEENR. MEXRHL
HIRL., FTICE-SEHIHHRESINTVS, [2.3. 10.18
]

1.7 BEICEUTREBRERZ T2 (CEREL. SEEICIRFRIRE
(MRPHRE. FTHEERE. SHRERES) £, Tk &
HIMICHERXIRIREE 21TV, EEHERD SNIHZSICIFE]
BUBZTS EEDHIC, BEMEDTUTICOVTIEEICHET
95T E, [8.2, 9.2, 9.3.1. 11.1.9, 11.1.10, 11.1.12
SHR]

2. 22 (ROBEICIHBS LW &)

2.1 BEGERNEHODZEE [SHMEHSEEL, BHaNs
BBZENBHB.] [1.4. 2.4, 11.1.188]

2.2 B XSMEETHL 2T, P OBEEERO » 2 EE
i ISHERE D & 2 B2 DERABEEL, BHNEns
ZENB B (1.5, 11.1.250E]

2.3 A OBEHEEE T LTV S EE [1.6. 10.158E]

2.4 BREBIVER AL TVSEE BRIVESBEL, Ran
LB ENH D] (1.4, 2.1, 11.1.1508]

2.5 AFIOBS I LEERBBEOBRERO» 2 BE

2.6 HFITERE LTV AR D B B & [9.5518]

(1

(FLyZer e LT200mg) (745 & LT1000mg)

D-v>v=b—)  200mg/D-v>=h—JL 1000mg
HOKEERE S b Y U A 12.5mg |#HOKEERES b Y U LA 62.5mg
pHFEIA JE & | pHER Al EE

Al

3.2 EFHIOHR

Y1 LAY — LIRS Yz LAY —)LIESH

HR7E4 200
mg lg
R - Al Bt OEE ORI AR (B E IR B GEH A
3
; 7Ly e ]6mgilHE/ mL(EHAER)
pHE) @3
FLYEEA0mgEEE/mL(EMAIER)
REELD 192
LTI E Y T AriEY
o FLTHE16mgiHMNE/mL(EEEIER)
3 3H) #3

7Ly Er40mgiSE/mL(EREER)

F) LYy vIemgiER/mL (AR TR AR
BASHBEL-RSEZ100mMLICHERL-BOEE (54
% ¥ 1600mgHH X &/ 100mLA FAEK)
FLYEE  40mgES R/ mL (EEAER) A% - BRI
B ABMEREEE (5427 2200mgtENSE/5mLAE
HEEHR T LY 2 1 g4 8/25mLA R AIETR)

4. FEEXIFZIR

O3E/\vfRAHTE

Otz

OBEi&ERE

ORIg LR

OFMiTREN (FBRIE

OB AR SR ICIEE UT-IISE
OBFRXIFHAMOEMSD v /\E

5. 3EEXFFIRICRHET H:ER
(IB;&ER=)
5.1 AHIOHBMBLEEEICB T 26 R OREHEIIREILLT
V7R,
(PREE_ERZE. FMiTEEXSERALE)
5.2 AEIOHiH]T - MM LEREIC BT 2 AR ORI
M LTV,
(BPAAEREEERICIEE U 1o DRsEsRE)
5.3 AFIOHE %2175 HBEICIE. AEBA % ST LEBIEHETRO
FEFZRRE Uy BEMANIN T 2822 BB L TRAILS O
WEEEEEBICRE L LT AROBEE2HBT 5T &,




6. HiENRURAZ

(BIE. IBERE. RIELRE. PALREEEGICEEUCIIEE.

BRITE:EMOERY VIVE)

WH. RAICIRS LYY E Y ELTIELI000mg/m2% 305 213
THEEBEL. BlEKRS23EEE L. 4BHRAKET S, Ch
Z1a—2E LTHRERZEVET. 8. BEORBICEVEE
BWET 5,

€Ty

WH. RAICIRS LYY & LT1E1I000mg/m2% 3053 713
THEFEEHEL. BEIEES 23085 L. 4BEARET S, Ch
Zla—RAELTHREEZBRVIET, YATIF Y EHATHEE
X ALY FE Y ELTIEL250mg/m2% 305 70 T s et
L. B1EEEZ2EEG L. 3EBRARELZIa—2Ed52 &
L TED, &8, BEORRBICKVEHEBET 5.
(FITREN (T ERILE)

WHE. RAICIRS LYy & LT1E1250mg/m2% 3053 213
THEEEHEL. BEIEES 22885 L. JBEEIAKET S, Ch
Z1a—2E LTHREZEVET. 8. BEORBICKVEE
HET 5,

7. RERUREICRET %R

(PRE8_LRZRE)

7.0 T17.8KEHE] DEHOWEZ+7ICHEME L7 ETREST %%
BRY B2 &, [17.1.63H]

(FTTREX (S BFELE)

7.2 AR GRS Bt OFLBEBEAIE [17. BRRIE] OHOW
BB, FAOFEPUER O R EMEE 3 IC gL ET, &
Re¥zpe, [17.1.7, 17.1.85H]

8. EELEARNIER
(Ghetim)

8.1 [EEOHS R, FIREDOHIRSE, REDETHFRD LS
TZEEICIEEEEFIE L, thoE BRI DL 52 &,

8.2 BEEINHI. MIEMMAZOEELREERASECAZEFHD.
LEICBGNRRERE - EBZEDNHHDOT, BEICELTIIE
FRAERZ+c B L. SERICHERMRE (MRERIRE. e
BE, BHERES) &, 7. EHNICHRXERELZITS S
E. [1.7. 8.2.1, 8.2.2, 83, 9.1.1, 9.1.2, 9.2, 9.3.1,
11.1.1, 11.1.2, 11.1.9. 11.1.10. 11.1.12%M8&]

8.2.1 SEENF
KR OBEICH T > Tld, BRI/ MR OZEE I +08
EL. B54H0AIMEREA 2000/ 0 LA M/ MRE D7/
ULRETHNIE, BHEEIEET S X TREZENT S
Lo F7z. BAEICED . BWHENMETLTVWI2EETIE. B
BNEIABL HO5bNEIENHHDT, TNEDBRETIIRE
BEZEEHE L. BEREEICHIFERT S22 &, KFIZELR
JEEGERS U5 E . HIMBRE: U7 Bk o B AR E 13 % 5.5
EFHK02~ 3BRRICH S5 bh., REEXRTEE D 5K LER THE
95, [8.2. 83, 9.1.1. 11.1.1BH]

8.2.2 MBI E DTS
BENOBEGICH 72> Tk, BHRER (FRIRE. MR UCHEZED
BE) 2+2ICBEL, EHNICREXEREZTO> &, £
Jov BEICS U THEHCTHRE. BIRMEERESE (PaO2). ffilg
K[EIRMEER 7 E8ZE (A-aDO2). HifkEEES] (DLco) % ED
BMEZIT5 2 &, (8.2, 9.1.2, 11.1.28H]

83 BRIVEORHANIIBEEIZ+IEET S &,
9.1.1. 11.1.1%8#]

8.4 KEBERICTHEHIRDSRDOSNZZENHBDT. TDOXKDIIE
RAPFR LW EPHREINSE T, BBHOEESIIITDR
WEIICEET B &,

(OREEE. BV VN

8.5 BE R ([EE LEOBEMRDOEWRKEE - B/ ERS
HOAHHBANOEYEICRAIBES. S LYYV ERIE ()
g |, [EELEOSREREOBEWRADE - FIS/ Eimstas
AHHEFEANOELE I HIMER: S Ly U IERE (B -
HRMESY VVE) | &) RRGET S &,

[8.2, 8.2.1,

9. BEDNBERZFIIEEICHTI IR

9.1 GHHE - BMEEEDHDEE

9.1.1 BEFIDH 3 EE (BEEERL)

[8.2, 8.2.1. 8.3, 11.1.15H]

9.1.2 ME MmN S ATHREEDEIEREDSH % BE
BN EOBE L MEE2ECTIENDH 5, [8.2. 8.2.2,
11.1.288]

9.1.3 DEHEEDEENH D EH
DEEESAONEZENH S, [11.1.488]

9.2 BiatEEEE
BERDH6bhR I kb DB 5, [1.7. 8.28H]

9.3 FFigEEEEEE

9.3.1 FHEE (FFEci®. FFR. FFEZEE). 70— IURFEDEE
AEXIEHDOHDEE
FEEDE(L 25| ZRITENH 5. [1.7. 8.2, 11.1.12%
M)

9.4 &JEReEE T 2E

9.4.1 AFWRELEROBE ITRE T 2REN H HI5H I3 4TS
T A BEERTHI L, BYER (TR, 7HF) 2B
WT, AFESEE EREEE. REHRE. SRR, BENRS
HEVIIEBEBICNT HHESE) PRESh TV,

9.4.2 )X— b F—MIRIRT A A EEMR D H B BHEICIE. RERS TR
UAHIBESKRTHR—ENARIED 2 BE2T> £5EET S
. [15.288]

9.4.3 IERARE A ZctEICIE. AR SRR OARFIREHK T B —EH
R 2T 2175 X H R8T 52 &, [9.5817]

9.5 iR
R UTIFIR LT WA ATREME D B B I IZBE Lk WS &, B
MEER (vT R, 7Y F) CEAEEARORBBGEER P HE
ENTVB, [2.6. 9.4.38H]

9.6 ¥
BAEBISEAHZ L, BMER (v N TAHFBRANOBITS
WESNTWVS,

9.7 INR
INREAMRE U BREBRIIERL TR0,

9.8 EE
BEHMHEORERAORBICERL., HECRET S &, BHE
HE. FFHERES DTSR T LTWVWAZ EASZ VD, Bl
FEESRRT 2B ETND D 5,

10. #8E{EA
10.1 HARR HRALBLITL)

4% HEPRAEIR - $EETT T - fERRE T

g ER e Ao
[1.6. 2.35H]

SHE O B R EER TAHI(1000mg
/m2/H % 38 1 B A RIS
#5) & B ORIB R ST R
% (2Gy/ H % #500) 2 6388 L
THALLSEAIC, EELRE
%, BERAPFER L, LTI
Eo1fIFRESN TS, ]
GHRIEST 2 0 R L 725 8 O FAl
DEBHBRIMEILI STV L
DT, HUEHRERER 2 M9
2 MIER A~ D RS R & O Fl s
PFRILET 2 2 &,

HEuE B AR
R IR A7 0 1 R AT
MIBE ORh R 2 1
WL, RENC KB
TG R R% 52 B 0
WERHHLENTWNDS,

10.2 HAEE HAICEETSI L)

HH2% EEHER - B B - fEERET
PR G R R JIEER AR SRRV (TR L R AT ) & [R] | R R 3 B AR AI I
BT 5BA. BEERDE | HEEKE I
FROGHENFKRT IV H | HIBH OME 21
%, B, MPRSHRBHEEH | BL. KFICKS
R U7BEORE ORI | f bt i w2 88 hn
STV, MWRHLENTWS,
fOFEEEA | BHIH RIS ENH | WAl & b BRI
7 IVENALH] = 2HELTWS,
REFEHH
AEmE

FihuA R




11. BIEA
WOBIERES) B"Ho5bNBI ERHEHDT, BEZ DT
WV, BESROSNIGEICIZRE2HIET 54 EETI 0SB %
T52 &,

11.1 EXKEHER

11.1.1 SEEINHF
BHMmBREAD (72.6%. 7272 L. 2000/ u LAREORANE17.5%)
FHIREAD (69.2%. 7275 L. 1000/ uLKMEDORA1Z32.1%) .
M/ (41.4%. 72720, 575/ uLREDOEAI34.2%) . &
M [(NEZaErEd (66.5%. 7272 L. 8.0g/dLARMED R 1E
13.1%). RINERED (52.6%)] EWnH5bNBIENHB,
B, BEZAMKRBDIGER L EEZ2 5N AHINEICKB5ET
BIASMESN TS, [1.4. 2.1, 2.4, 8.2, 8.2.1. 83. 9.1.1
2]

11.1.2 EAEMRHR (1.0%)
PR R DFIED 5 VITAEHEESELONIGRICIE. BELIC
AANC L BBEEHIEL, AT701 FEESEOET ZABZTS
&, BMEBMAICER L EZEZSNBEEHDPRES LT
%, [1.5. 2.2, 8.2, 8.2.2, 9.1.28M]

MA3T7FT745FI— (0.2%)
FEIR RS, MTEET. BEEOERVPDSDLNEIENH 5,

11.1.4 DEHEE (0.2%)
[9.1.32]

11.1.5 S>MEDAFLE BEEAH)

11.1.6 BfikEE (BEEARHH)

11.1.7 [EEE (EER)

11.1.8 RAFIREEAEIREE (ARDS) (BHEAHT)

11.1.9 BFR2 (BHEARH)
[1.7. 8.2, 11.1.10%M]

11.1.10 /B M4 FRBAEENREE (0.2%)
/MRS, eV Lery k8], 7L 7F =2 B, BUNLER.,
LDHER 2> a2 NE/ 0 VB %o s/ Mg
HEIMOIKIENERD 5N HEICE, BEE2HIET S &, BR
L3R EHIECE > THOARIENTH . BIOEEIDEE LS
ZEvRHB, [1.7. 8.2, 11.1.98/]

11.1.11 EEEEZE GEEARH)
HEGEBRE 3. KE. BE%) PdobhsZerd
%o

1111 2 FFHSRERSE. B8 (BEAH)
AST. ALT. Al-PO_LREOEBELIFHEERE, BESH 6D
N52&ED8H%5. [1.7. 8.2, 9.3.1=H]

11.1.1308RE (AhEMZOEREEREZS) FHERH)
BIME. &8, R, fERE. BREESOERIED SN
BEICERSEHRIEL., BYZABEITS 2 &,

11.2 ZOiDEHER

BIfER%E |  10%LIE 1~ 10% 1% SHEEANEA
TR SR, MEE | mEET. 5
I D, BiE.
IDE AN
. FEE L
EHH. OE
KE% (ST L
7t)
AysEr MEIR IR . & | PIE (i ERER
R T A I | &) RE R
FEED | KER | WIS, BIR.
M. W | BYh
BN WEHMKET. | BUNLER., | ZR
EMERY. | EHR. ML
TVTIVK|R, JVTF
T —vER
LS BHRAR, B\ TR, FR. | BAK
D - Mg AW, Bk
AR

(©)

BRI YR

10%2L £

1 ~10%i

1%

BN

iR

AST L&A,
ALT k5.
LDHLE#A.
Al-P 5

<)) A <
7. A/GHAE
T. v-GTP
kR, vov
VR

TERER

HE. »F
[ N : 1|
ﬁﬁﬁ&a

TEHR. LU

E |

5

BEiEE2), 2
S FEIRR

e ViR

TEAHERAL

ESHERAL RS
(BIR 7S &
Ji ALBE)

I

KA I E

PE2)

R EE

Z Dl

RERD. R
WG WFER
WL, B
FRED), WK,
TREE SR HED) |
B, BR
REDNEE] N
CRPLER. f&

AREH., 14
BET. BB
0. IRAE.
NE. BHE
&

A7y
HHRRE R (18
A BEH
. BT B
%E) . M
MRS Y o —

HEM. & VRIS
WEDFT

0. KRR

E1) BHEOBRKREL 1B B 2RIVAE TH 5,

F2) EWNICBITEARAI LT ) S T2 EOHAREOEKEEER
IZBVTII30BL EDOHETRD SN TS,

E3) ENOAF MBS ORKRRBICBL RO SN -FEAD
FEBUAE 2RI L 720

14. BRALDER

14.1 ZRANEBEOER

14.1.1 A#D200mg/N 1 7 d5mLEL E. 1g/3A 7 )Lid25mLEL
LOEHEIERICEBRLTHWS Z &,

14.1.2 BRZRIEEPPICRE TS5 L. BREZWEEICRET D
LREPMHT A2 ENH20T. REITHHETHLER (15
~30C) TRFFEL. 4BFBLINICERTT 5 2 & B LR
BEALZVWZ &,

14.1.3 BB 1A LB A RES ICATA TR ¥R L.
KBICATE LB RES ICZRBOTMKTLSBEWRT Z &,

15. ZDthDFEE

15.2 FEBRAREABRICE D < 158
ZREWREBOS>E, v 7R 7 5 —<Hlifaz AW in vitro
BETFERERBBRE YT 2 EHWI/IMEERBRICBWLT, WT
NHBEOERIBE SN TS, [9.4.28R]

16. F4pEhRE
16.1 MRE
16.1.1 BEHES
e 1 1O AHI 1 1000mg/m2% 3043 fl A 1 T slii#iE L, mdiifkra~ ~ 7
57 (HPLC) HICTHREME (FLAYFEY) OMFETEELZRE LK. Hla—2
OEIHREHITBONF LYYy OEhBERR 2 I FORITIR Lz,
105 -

10* 4

103 4

102 4

Mg ARZE(CARE (ng/nLl)

1.5 2 2.5 3
#EPIaRIRE (hr)
R1) FEERELLHIComERRA AR

0 0.5 1



23 28— b A Y METIVEEIBMNTIC L D EH S RELEOEN BB/ ST X —
&L TICR L.
INTGRA—%
m#E ) 75 >~ Z(CL)
PRI 8= b XY N OFHERE (V)
KW= b X > b OB (V2)
AVNR= AV MEARHEZ VT TV A(Q

Py IR R
85.6+17.8(L/hr/m2)
8.80+7.49(L/m?)
6.95+2.26(L/m2)
22.3%11.1(L/hr/m2)

a HDOTERRIA (t1/24) 3.1£2.0(min)
BHHDIERA I (t1/28) 18.9+4.0(min)
B A AR (Cmax) 21865+ 4165(ng/mL)

MHEF R EE R R (AUCo-o0) 12100£2227(ng - hr/mL)

16.1.2 Population Pharmacokineticsf#if
FE/ IR 2 A5 B AR LEI800 ~ 1250mg/m2ED % 304321 T sl L
REEROZDT TV VEREY (2-FTHF2-2,2-Y7 )L+ ¥ :dFdU)
DIFEFEREZHPLCHEIC X D HITE L. AAIOZREMEBEIN T 2EFH R (1 - Fiel
E) OFEZNONMEME %\ /zpopulation pharmacokineticsf@#7ic & 0 #&at L
7o
Z DRSO NLRENROEMIE ST X —F ZLIFITRT .

1) ARIOIE/NHRSEEIC B 5 RRS N 1EARIZ1000mg/m2TdHh 5.

e BREPEOHEE
< >ERREZES). ():HFE
%> 77> A(CL) 187L/hr<35.5%>

FuDa 28—k A2+ OBHRER(V1) 17.1L<69.4%>

KTV R= b X FOFHEER(V2) 26.8L
TYN—= AV MEABHRZ )T T A(Q)
(B1H) 97.5L/hr
(1) 33.2L/hr
THARERI (t1/2)
(B) 19.7min(15~27min)
(1) 40.9min (36 ~44min)

TEHIRIBIC BV B 3B (Vss) 46.1L(36.2~85.3L)

M7 V75 ARIEFEICKREDP > 7o REMBOHRERTIBEE LY LHETE
Pz, WTNB KRN EEP 2 TH D BLMORIHRNICERETE GV EE
Z6N7ze B, 1000mg/m2# 58O MAEPRER R FER (AUCo.«) (2I%E7 Y
77 v A (CL) #5, 5347.6ng - hr/mL - m?&HHEh 5,

16.1.3 HETOERRERIC BT BPopulation PharmacokineticsiE#f
ENTORME &S ZIFRBOERTH > 720% SEICBT BB TIRMES V75V AN
FEWICE-> THERZZIZIENTRENTED., BHECRMEY )T T > AHED
AR ERD . LALENS, M7V T T ARRBNREO O, #52%H
CHRBERFEVb DEELSN: HEAT—).

16.3 91
In vitro\ZBJ 2 & bMEFEEFEERIIHI0%TH - 720,

16.5 HEtt
SHETER L BRRBICB LT, BITHEBEESHICIC- YL vy U ERRE
1000mg/m? % s #E L7210, 7HEREXL 72 /R - 3 h 592~ 98% D HUHEEAS
B E Nz 2D BI9%LEARICERNS NzDT, 7Ly ¥y OEHRER
RE SN RABBSHEEIREEROBENELE & 7 5 > URREY O BEHEEOM
KHELWIEXD, e bOEBREMIY T VNMEEEZ SN, RPRE(LARITH
SRO10%KMHTH -7 GHEATF—).

16.7 EYMEEIER

16.7.1 LBBEICH1F /N7 UV IFEILEDHA
SHETEME L BRRBRICBW T, BREIBEEICAR L7 ) ¥ F L2 RS

(1661) (G#%Z1T—2& LT, 1HEICAA1250mg/m2K U7 ) ¥ F+)L175mg

/m2E5 L. 8HBICARI1250mg/m24E#5) Lizd, RFIE/S7 U5 Sz 0tH
#5 L7:1HBROARAZ B S U8H BICB I 2 RA O RE(LE O BIE ¢S5
A=FEZPTIRT GHEAT—%),

17. BRIRAHS
17.1 BERUTREMICE T R
GE/IVREREE)
17.1.1 ENEHIEIERER CRBRARUEHERB)
A B 512 & 2 JE/ NIRRT O 1L AERRE ) EAREIC 0T 2 S AR 2 3B
(FRERATU'B) 128 28@EH] T ORI LR ORI RD 515 TOMEIZLITO
EBYTH- 7239,

A 73 (216?0) 33(4~82)
B 67 (210‘.‘9) 34.5(20~76)
aat 140 (23;6) 34(4~82)

IS5 X —% PER%S(1HE) B 5@HH)
B M 33500+ 18700 30300+ 10200
(Cmax) ®2 (ng/mL) (ng/mL)
I A5E i R R T 19100+9300 16900+4670
(AUCo-)E2) (ng - hr/mL) (ng - hr/mL)
. 76.4+27.3 78.7%19.9
42477 > 2(CL) (L/hr/m?) (L/hr/m?)
17.4+9.44 15.9+10.1
E : 3 =" S8,
TERRAELC 51 B ATEEH(Vso) e )
s 0.276+0.0531 0.318+0.103
THIERH (t1/2) (hn) (hr)

by AR
1¥2) #5488 %1250mg/m2icEHE(L L7zl

1) ZoBE. [HERE%RS0% Eo@EEiE M BE] ORIk
DIRTAb g2 %13 7= 2 £ D & 2 I/ MERSRESIC BT 2 BRI OV TR+ EER
SNTBLTHIPEIMERBE Col6floMmE Iz Tid. BUflRED SN LD >
729,
REBARUBIZBLTRD SN BWERIZUTOEBY THo7zo
HELREERILOHEE, 7LVAY 7+ A7 75 —¥ EEPEIFICED Shiz,
L — N3 EoFRERREHEBEEZHIE. AMmEREEA10.0% (14/14041), 4t
BRI 28.3% (39/138f). ~NEZ T VE17.1% (24/14041) . M/IMEERD
2.9% (4/14001) THo7z. Fizw L — R LOELAMBEMEIERIZ. BRARR
5.0% (7/140%1). Eid - IEH2.9% (4/140f1). #558%5.0% (7/14061) TH -7z,

17.1.2 EAERRRERIC S 7 3 BBEHIRRR U EHE DR
RAIOBEHICRD 7z AMBREAD, IFRHRED . MMRED ROANE SOV BDOR
fEME, REMEE TOMBROCREED 5 OEEHE 2 FTRIORT . A7 — ¥ ZENTE
e S N7 ERIRERER COMIE204BI TCHOT—5 TH D TN ZhOBIER %580 7 fEFIC
BUIS1a-2AEBORKETH 2. 40— AHE TRKOMITEIT > 7245 WThOREIE
b I—A%KR5IHEVEET 2RO Lo 7.

FH BEHiE R ARfE BREHEE TO | REE»S>D
THH Lk [/ nL]ED [/ uL)E2) WAR[H] [E{EHARIEI[H]
(%) FROLE (EFE) | FPORME(EEEE) | FRoRfE(EE) FhRE (HEF)
| 131 6700 2800 17 7
BIERED | 642) | 4200~23800) | (700~3900) |  (3~31) (1~42)
| 128 4060 1202.2 19 7
HHEHD |0 7) | 18722118 | 49~1089) |  (3~31) (1~24)
| 42 0TH 75 14 7
MARED | 20.6) | (100~5185) | 1.25~9.9%) | (7~50) 2~13)
~EZOEY | 126 1.7 9.55 20 7
) ©61.8) | (9.0~150) | (63~109) | (5~48) (1~65)

¥2) [NEVuberiEd] coBfind (g/dL)
E3) EEEEEEAICBV T, BAEBRERERD [RIERAMR] 7L — PO 5H]
HEOWT NP ENEICEE L& &

IN5ORIERATREMEICES T TOHMIZI4~20H (FR{E) THY., EEETO
HRZLIFNB7H (hRfE) TH-o7.

()

17.1.3 EASEREEER
IR BV BAHI B 510 & 2 BB O L2 ENAE G 3 5 B IHEER (LA
L2051 3 — A0 HBEE7EERZESES) ICBWT, BH. EEHOBHARKS
Karnofsky Performance Status (KPS) %#&&#ICFHEd S REREMENRZH LT
TRE 24T > 7oA RERBAIRDRIC B 2 3HE T RO COHRIHI228.6% (2/76]) T
H-7:9,
FLARB TR, F1a-RA0RETIAFRICHEORD SN B VEHICBL TR, &
20— ZALBEANRTOHRE LA E LTV, E1a—ADOATREEPIETKT
L7240 % B < THIZBI T AR D SARNEITT 5 2 &N TET.
AAERICHB I HEIER (BAREHEEELH L&) 116114 (100.0%) 128D
bhi-. ERBAREHEEEEH L. HMBREL90.9% (10/1141). 4 HERED
72.7% (8/1161). ~NEZuE @D, y-GTPLRE., 7LHhV 7+ AT 75 —¥ LR
NENEN63.6% (7/1161). M/, ALT L&, AST EREHZNh2N54.5% (6
/11%1). CRPER. LDHERAZNZhn45.5% (5/116l) TH-otz. £7z. ExEfh
HAREERIE. BO - 1E90.9% (10/1161). BHART2.7% (8/1141) TH -7z,

17.1.4 B9 EIRBER. BHISENEEER
SHENC BT B AH AR 512 & 5 B8O 5-FUBRM B 03 2 IR ER & b5
PEARHIN T BRI BV T (WFh b5l a— 20 8] BRE7E#ER#%
HES)) | G R BT OERBHRICB I 2B RKOCEFYHETRO LB T
BHo 708,

s | EREWIES | SO otk | onnkk | 1ektn
ISR 27.0%
n=63) (76 | 3857 31% 15% 4%
EANGEEY 23.8%
(n=63) (15/63) 577 R 46% 24% 18%

¥4) WS TOREREMSE (Clinical Benefit Response) (& . SERmAIOMAE.
Karnofsky Performance Status (KPS) KUMKE % #&#ICEHlid 2 8l 5L T
HBo



SHENC B 1T 2 ARFIBAEE 51T & 2 (L2 FEEA) ERERGICN 3 2 SITTHRERIC B L TFA
B (81— 20B1HRR7TEEREREE)) 10RO s hEERHIZL T B0 T

HoTze

BIfER (RRREERE LB 2 &) 13636IF63M (100.0%) I[CED SNz, EuH

FITHMBRED (4460). ALT LR (4460). ASTER (4461) TH-7z
FREBELAEERE LT Y 7V yHRER (106]). KEkZE 256). 25
TEIEIE (16). 1FIE (401) D5z,

15) AA OREEIC B EERE - ARIE Y4 ¥ E & LTIEI1000mg/m2E 1 [E

B2 3MEG L. 4EEIRAKET 2, Chela—RE L THREEZRVET.
[CE=
17.1.5 ERSEIHEEER
ARFI IS & 2 RFTNEIT IS EBEER 2 & 2 BB O (LA FRIE GRS N I 5
SIMRHERICB VT BEHITORYRE) ROEFHMRLTOL B TH 7%,

e ESvE Sl HETEHR 14
i (1% FURE | AfER
17.5%(7/40)
s |0 o
(n=40) WFEAHI1 /23 (FLIEERE0/0 HE%I:%IL/IS\ | 7.6xH 25.0%
SLIREREO/S) i B FHI6/17 (FLEEERIES/6+
fEZERE2/4. FFAVIREREL/7)

6) MR/ NSRBI A AL RREE B SR E B0 - THIE L7z,

FHBRICBVTRO S NBHEFRI L TO LB TH > 72,

BIfER (RAMEERELS &) 1240614406 (100.0%) (CFBH 5Nz, EixE

PERIE. BEORUBHMAMENZN2EN52.5% (21/4061). F#437.5% (15/4061). #%
%35.0% (14/40f1). WEMH:32.5% (13/40fl) TH -7z, EEZEIEFAE LT, ALT
BIMKOASTHMALE, BB IR A1, ik OHIES 5 v 72516, &
FROELHS B0 BiK. FEED O, BNERESEERE. BRRESELE
nIBlcRD s hiz.
EHEEREEREER . FHIRBED R O H MEREED 22 h 2N 75.0% (30/40
Bl). NEZBEVED62.5% (25/4061) M/IMREHD R OV MEEE A 2 h 2 h
55.0% (22/40f1). ALTHEMBOASTHEMASZN2N32.5% (13/4061). M7 LA
VRRAT 77 —EHMN22.5% (9/4001). ¥EERD20.0% (8/4061) THo7z.
(PRE8_ERZFE)
17.1.6 ;B SEIIHBEER
S E T ER S N BIHET GERER 26 3 5 R _E RO O (L2540 a5 1
(Stage IV) IZH LT, RAIE VAT TF v LOfAKE (GCEE4EMEZLI— 2
& LT, AFI1000mg/m?%21HHE. 8HEXUISHHEIZ, Y27 FF > 70mg/m?%2
HEWK#E) 2M-VACEIE (XA b bLFY—b, BV TIAFVREBE. FFULE
VUEBIER Y AT S F OPRRRE) & HE USSR IC B VT GCRE20341,
M-VACER202612° 10 113 51, BoNzERIILTOEBY TH 7210,

(3.1%) SFHREREBIRD OB (2.3%). NEZTE VD, FHEAH (1.5%) FTH-
fzo [7.22H8]

*17.1.8 EHEISEINEHER (KEYNOTE-355:88)

R - BRIBICNT 228 ORMBEREO 2 VIR - BRXIIRAETEO R ILE Y
ZEKIEE P OHER2BEH O FUEERE-ATH (HAAN8THIZED) ZRFUT, RAT 10
Y X7 7200mg3E Rk 5 HEERE (R# [BE%Z1a—2& L. A#1000mg/
m2z&I—AD1IHE, 8HBEIK#KRSE] RUALATTF >, /879 % F+t)Lidnab-
N7 FFEI) OHRFEEY OFMEROREWN. 75 RS (KAl
UHLVETSF >, 870 5 F LN Xidnab-/327 ) ¥ 4 )L) OFFFFEES 20t
ELZEHERRBR TR SN, WRE L. AARUHILRTSF o, Ry ¥ Ft
L XiEnab-7¥27 Y & Fv)uid, HEEMASEE L IGRIR Uiz, LB, BEHSEHE TR
BOETAERD S NI/ A, REEIT 2R IIERIRD 5 N WEDERKRNICKE L T
WA BETIE, RELFEOEGIHE CREETIED SN ETRATOY AV TO#H
xS 5 EMTREE SNz, EEAMIEE I REEALGFHR (PFS) RULAERF
Wik (0S) &&h, RATOY X7 T HEEFEOHRIREEL T £ R HEEREO M
Ak LB LT, PD-L1BMY (CPSEIY 210) 0BE#E32361 (HAAN2801%2&T)
IKBWTPFSAFRICER L (RIKXURL) 12,

PD-L1E#E (CPS210) ORATUY AT T+AFRRIANRT S F ¥ HPRHE &
N7ZBH B 2RI RBI 125612261 (97.6%) (HARAN14BIF1461% &
to) ICEIERA R 57z, EREIER (20%LLE) & &m756] (60.0%). Ei64
Bl (51.2%) #FHREREADFEOSIHF (50.4%) . HFPEREGRA 4460 (35.2%) . 55424
(33.6%) « I/IMRERD 4161 (32.8%) IM/IMRIRARE4OH] (32.0%) HIMEREDAE
35f1 (28.0%). ALTH#IN3561 (28.0%). WERE30M%] (24.0%). HiMLBEREWEA 306!
(24.0%) KRUASTHEM27H] (21.6%) TH-7z. [7.25H]

¥13) PD-L1ZFH LM% (5, ~7a7 7 —Y ROV 2V8R) 2 RS

GO M-VACEE | HR(95%CI) pii
?‘f ﬁ;ﬁ 12.8 A 14878 | 1.08(0.84-1.40) | 055
E{igﬁig” 74nH 76#8 | 1.020.82-1.28) | 0.84D
BURGB) | 14 ? izz/fwm (6;/5 1 ;(ﬁﬂ) - 0515

##7) log-rankifiE
TE8) 711 2F|/ME

Fio, BEBE (RAESRT T OMEKRE) 1RO SMZEERIBLTOE B0 T
HoTze

IR (BARBREMREEES 2 &) 1$20361FH 19141 (94.1%) c@bbhl-. E&
BERIEANE R VD (18861). HIMEREHD (184%1). #FHhEEHD (176
Bl) ThH-otz. ERAENERIE. AM38H (18.7%). M/MRHAEI2H (15.8%) K
UFE220 (10.8%) FTH-7zo [7.158]

(FHITRER IFBRILE)

17.1.7 BHENREHER [JHQGHR]

SHETEME S N MRIIIHRICT > b9 1 7)) O RBEESIEZ 55 S h - Yk
EE. RATERXIGEBEIEEE 20 RE) (CARE 7 ) § XL EDHARSE
(GTEE:BHEZ1a—2& LT, 1HBICAAI250mg/m2K OS2 Y ¥ F )L 175mg/

m2z#5 L. 8HHICAA1250mg/m2&#5) /870 5 F L)L BMEES (TE:38
Z1a—A& LT, IHEISZ Y Y FE)L175mg/m2%&#5) &g U7 SIHERE

EEMELI. TOBRIILUTOEBY TH o721,

H9) BRMICT Y b IHA 70 U RIBEEEEOHEHAIRITHOLIL Y X v OftE

FRIEANC &L BTHT - AR L2ARER O TR RS ERIERE L HREHIC

BT L. 100% % U7-{8
#1) ARHERE (KEYNOTE-3553t5)

[PD-L1F3tE (CPS210) 0E#]

Ru7TaYAwT .
PR
200 3W )
(220) (1034)
PFS* o fE[A] 9.7 5.6
(95%fEHAX ) (7.6, 11.3) (5.3, 7.5)
N — RH# 0.65
(95% 5 X ) (0.49, 0.86) —
PfES 0.0012

T:RECISTHA FF4 ¥ LIKICED < B LA SIHE
FUBRICOXHBINT — REFIVIC & B 7Tt R+HL2pnk & O sk
§JERIT TS URE
Q3W: AR MRS
H14) RATBYX77200mg Q3W (HI—AD1HBICHE) LU TOlL¥RE

(Y EAAEE O EIGRR) 20 L [RAI1000mg/m2RUANVKRTSFF >~

AUC 2mg - min/mLI%SE (12—221HM. £a—201, 8HEICHEE). /¥
7% F £ N90mg/m? (17—R28HM. £a—AD1, 8, I5HEIKS) X
nab-’$27 Y # ¥+ 100mg/m2 (12— Z28HM, %2—2D1, 8, 15HEIC#H

5],

#E15) 7L RQIW (Fa—2AD1HBICHS) LUTO(LE5E (HERMIEBE S
LISEIR) ZHRE L [ARI1000mg/m2KR U AL A TS F »AUC 2mg - min/
mLAEYE (12—221HE. §3—A01. 8HHIZHKE), /7Y ¥ F+)1L90mg

/m? (12 —228HMH. £3—2ZD1. 8.

ISHEIC#E) Xidnab-87 V¥ F+

JL100mg/m? (12—A28HM, £a—A»1, 8, 15SHEIK#SE)],

HENTVS,
GTH TH HR(95%CI) pf#
HEAFHAR 18.6 % A0 15.8 » A0 0817 0.0489%11)
(0.667-1.000)
R . . 0.74 .
#10) #10) *11)
- 5.3#H 345 H (0.62-0.88) 0.0008
. 41.4% 26.2% FROZEE:15.1%
(110/266) (69/263) (95%CI:7.1-23.2)
110) HoRfE
#11) log-ranki®E
12) GTEE-TEE

ARBOAFBICB T BEIEH (BRAREEREL &) 1326261H2564]
(97.7%) 1B SNz ERBWERIREBE (23161). =2 —a/3F— (16761).

ANEZOEVED (1586l) TdHo7e. B2 REINEF &3 BNELF IR B E 8K

100
90 RLTTVZT200mg QIWHLEREE
804 ——— FouR+H s
® 70
% 60
£ 50
H
$40—
&30
201 e e e e e
104 ik
0
0O 3 6 9 12 15 18 21 24 27 30 33 36
at risk% BN (A]
RATTYZ27200mg
220 173 122 96 63 52 44 37 25 12 5 0 O
Q3W + L5
TR+ kg 103 80 41 30 18 15 12 8 8 7 3 1 0

K1) PFS®OKaplan-Meierifi## (KEYNOTE-35575%)
[PD-L1B3# (CPS210) DfE#&]

18. FEIE

18.1 {EAEF
FhyFEy (dFAC) MR TRESNTEREOX 7 LA F RThd ) VE#E L
# (dFACDP) KRUZY Bt (dFACTP) &7 013, Zh s ADNARKZ BN
RUHESEMICHES 2 2 Ik DRMRaER 2R, EEMNICE, dFACTPA T
FTTFIUZEY UEE (ACTP) EHA LN 5I9DNAKRY X7 —HIC & D DNAHIC
WoRAFEhiztk., M (F7Rb—2R) 2RI 519, /. dFACDPIZY KR
LVAFRLY Iy —EREETZIEICEDIONN, filaNOICTPREZ K TS5
72, BEICDNAGREENERE N2,

18.2 HEEHR
ruavrey (dFAC) &, F/NlaiE P A2 o & 258 1k e b ERES
Mifa, WO L 2T AR S OB I U TRHIaER 2R L1825,
Z DIERIZ R ORRIIRIEN T - 721921, dFACIE. REREE b EREEE 7L



ERVZRBICBL T, o MIRmEMR (CALU-6). LM (H-31. H-71)
B Ot DBk % 2 BBMIICH LT AT Y2 — VIREMIC2IFRESHRZ2R L
71;:24),26)—29)o

Tbb5, 3~AHICIEOREIC X VIEBFER TENHIBENRA RSN DITH L
T\ 1HIEOHEICB W CIBESBRFUEBEHNREBD S hkdh o iz, ZORMER
e MEBEETMIIBWVLTIE, IEROFEANICIMBERZETH L Ao TWDSE
MRS (H-74%0°'CPH SCLC54B) ICbERHEAASN22D28), F72, b M
FEME (MIA PaCa-2K%UPPANC-1) 30, b H#EMEMA (TGBC2TKBR U
HuCCT1) KUk MRE B (639-V, BFTC-909. RT-4, RT-112) B\
T @SRRI RIRD SN,

19. B ICRET BIBEZEHFR

—fREIE: S LY & € U ERE (Gemcitabine Hydrochloride) [JAN])

% 5:GEM

b % 4:(+)-2"-Deoxy-2',2"-difluorocytidine monohydrochloride

5 F H:CoH11F2N304 - HCI

5 F #:299.66

i REAE~BEAEDOERIEOHRTH 2.
KIZRREFR T XY —VITEFIKL, T —L95iEy T
FLI—FNITIZEAEETZ,

{b2tE R NH;
N)j
HOH; 84 N
- HCl
F
H
OH F
i RM:I237C (51R)
22, @E
(YT LY—)LiE5IR200mg)
INA 7L
(Y LY¥—IViEstA1g)
INA 7
23. FEEK

1) Esumi Y, et al.: Xenobiotica. 1994; 24(10): 957-964
2) HNER: BBEABEZICBISTLAYIE Y LT Y YIRS ROEY
Ei) S
3) fEMIER fl: 58 & L2EFE. 1996; 23(13): 1825-1832
4) ML fth: 8 & L2AEE. 1996; 23(12): 1681-1688
5) fERIERS fth: & & L2¥EE. 1996; 23(13): 1813-1824
6) Okada S, et al.: Japanese Journal of Clinical Oncology. 2001; 31(1): 7-12
7) Rothenberg M. L, et al.: Annals of Oncology.1996; 7(4): 347-353
8) Burris H. A, et al.: Journal of Clinical Oncology. 1997; 15(6): 2403-2413
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2023F2AUGET (B 1)

CB
875% 1 2~8CIRfE BAREERRIRES
BXER : 3 87424
B5E, UAEEERY
E>VA7ILAOA RRTTEMEREE
E/ VILE Y BEAEIEEE®R
L1} 11y @~
FAILESE10
L1] 11 oy @~
FANILEDSE 40
Navelbine Injection
10mgiE 40mgik
EERES 21100AMY00087 21100AMY00088
F)FEE-EMEOMAEICLIVERT L& BRFERIIS 19994658 19994658
P— 6. PR VAR
= GH/IvHAzAhEE)

g REZSTHAEREEE. BRFICTOWIRTE
BPEEMRICBVT, DNAEREEIC TR - 2
BREFDED® ET. AMEENEYEHRINDIE
BICDODVWTDHHIHERET DT &, Fie, BEBIBICHEIL
5. BEXNFZOREKICENEROEREEZ+95HA
L. BEZBTHEEBE5TD L&,

.2 BEEREEEINFIICRERT 2 & E X SN BIETEFINER
HESNTVNBDT. R’EICELTIF. SEOICIRFRIEEE
T5313E, BEOREZTDICHERTDI &, [8.188]

—_

—_

). =2

. BRRDBECFHRS LRV &)

2.1 BEHEETOFE LVWEE [EERYEZ L. B
MERBENDBH] [9.1. 18]

2.2 EEGBPVEL 0L TV HHEE IBREIEL L,

M EBDBINNH 5]

2.3 KAR OO E Y AT IV aA RRFUBEEEA O
AR IN UERE ZBIAE O BEEIE O & 5 B

2.4 BEENICIHREG LanC &o [14.2.280]

3. #EmK - MR
3.1 #8m
WR7E4 FRILE L0 [FARLE > HF40
A& (DEH) ImL 4mL
] B/ LLVEVilAREE|  13.85mg 55.4mg
BRI (¢ ey eLT)|  (1omg) (40mg)

3.2 REIDMER

B4 FARLEVEI | FRLE 40

=RRERN S ~ B LB O EGTR

pH 3.3~3.8

RIBEH #90.1

4. ZHEEN (IR
O3FR/viBRafmEE
OFMTEX FBFHIE

5. MEENIFFRICBHET 2:F=R
(FAFREX (S FBFEILE)
5.1 KHIOMWHT - MRLFEEIC B T 2 AEMER TR
HESL LT (ERRERR A 2 1) o

5.2 AROHERITHIEEFICE. T bITA 7Y U RIE

MRS A R S 45 > JPUBHEEIEANIC X 2 L¥BER D
HEAE L EEREMZNRETH L,

5.3 MIEMLAEEIC BT 2 4F] 2 & St O HFUBIE IS A & O
PEAIERRICBIL T AR UL EMEIRIEILL T,

BWE. BAIKIZE LLE Y & LTIE20~25mg/m?% 138
MR B CREIRP ISR IR ICIEST S %
sHB. FE, ERICKVEEERT 5. 2720, 1ERSH
21325mg/m*& 9 %,

(FINTEEX IS BRI
WE. RAIIZE ) LILE Y & L TIE25mg/m?% 13 K
fEC2EERS L. JBEIKRET S,
mB. Fi, ERICEDEERET 2.

7. BENUHEICEET 1R
GheEHE)
7.1 #B5Hi0 A MREA2,000/mm K TH - 7= a1 i
B3R L. 2,000/mm3LL FICEET 20 %> T59 5,
(FMABEX T BFEILE)
7.2 RE % ELMOPEEESEA & OFHBE 2T 12858
DOEIHER OZEEIIELSN TRV,

8. ERREARIIR

8.1 EEEMEENIH]. MEMWEMZ. LY 2AEOEEZEIEH
MBI ENHZHOT, AN HRIRE (MEIRE. FF
HERE - BREERE. DIRERES) Z2To% L. BEO
Rz BB T2 &, i, FRAPRMBICDLS
BIEAPB<HOobNBEIENHLHDT, HEFHEIC
752%0 [1.209.1.1,9.1.2, 11.1.1, 11.1.2, 11. 1.43f8]

8.2 BIUEDRBUIE LI HAERT ST &,

9. HEDBERZHEIBREICHT IR

9.1 BHIE - BIFESFDH2BE

9.1.1 BEEKEEIIHI D5 25 FE (BREEETOELLES
ZFR<)

BEEMEET X VRIHT 2 BTN B2, (2.1, 8.1,
11.1.135]

9.1.2 BN ISHRHAEDEEED S 5 BE
ERAPHEFET 2BENA DB, (8.1, 11.1.28]

9.1.3 #if% - BHRBEDEHS DV EEHEENS 2 E5E
RS (IREE. BRAHEE) PHEH5DND
BINDBH 5.

9.1.4 EMMIREXISZOBREEDSH 3 EE
TEREFHE L RE(LSEBBENSH 5. ([11.1.580€]

9.1.5 ERMERIDRVES
EREBILSEEBENID .

9.3 HkpEESERE
BWEFIA B HO5bNBBENIH 5.

9.4 &JEREZ BT BE
NRR AT SRR DB IR T 5 BEN B B A
i BIRICHT 2 EEE2ERT 2 Lo

RBHFE




9.5 1¥i%

IR AR L T WA TRER D & 2 I3 FRE Land
ENEFT L. BYERTRERSEE(S v b EHEES O
e, BERTIREFEOBRER, V¥ | BMERR,
R IR BAEOBRER) PRESN TV S,

9.6 &I

RALBZWIEPEE LWL, BWER(T v b) THITHA
DOBRITHRE SN TV,

9.7 IS

NREERNRE LA TR OZEE 2= E UZEERR
BRIZFEM L T Wiz,

9.8 HtnE

HE. RSHRSICEELT. BEoRE2BE LEEIC
BE595Z &, AEBEMETLTVSZENEL, HIM
R, &ifl. /MDD . BUNER., 68, RIE M2,
FREOBIERDIH 5 b,

10. #HEEH

10.2 HAFE (HEICEFRTD L)

HHR2E BRI - $EE AL | BT - fEERT

7YV —ILVRHEEN Moy hTIhalk 2 A X T

A NTaAFT—NE A FRUEEEER| N 7 0 — AP-450
< ragA RRFAR| & O THMESR (CYP3A4) 2HET

Ty 2uvA vy OBRHWEROEBPH A0 T, FHHICED

759203 A V|EENTWS, vryarvihuA R

VE OREZHEET 5,
F1V vy LEERA

INFTEL

—J7zIYV

NF)83 )%
RYVIITEEY R
A

DA VAN

) TVT L

VAN
YA hvArC | BUNRORE SR MRS IERH,
[11.1.32H] BARELLTVI

ERHESNTND,
oM EEEEA | BB HI % o8l BIERE S E I
TSRS VERA T 52 &S5,
BH 5,

1. BIfER

WROBWERDH 5bNB ENH 5D T BELZTITITVL,
BENROSNIGARICIRE2HIET 572 E B 2 LE %
7TH2 &,

1.1 EXREIER

11.1.1 S5EREEINH]

RIMBRIEAD - EEFRIEREE - BIMERERD (84.4%) . HF R
D(75.8%) . &Il (74.1%) M/ (28.5%) %05 5
bhaZeNdHs, [8.1. 9.1.15]

11.1.2 RO (1.4%) . BlizKEE (0. 19%KiH)

MIERX AR B REENRO SN BE&Ic3xG2dk L,
BB E AR E CROBRESEY) ZMEZ1TS 2 &L (8.1,
9.1.2%H8]

11.1.3 [UEEEE (0. 1%AKm)
BYn, BER#ESORESDH S b BE&ICIdk5%2h
U BIBERERILVE VHIOREEEY 2 UE 2175 2 &,
7B, AER RS ESDY S 2RHLAICRIRT 560 %
W, [10.250#]

11.1.4 FREMEA LD R (0.4%)
[8.15H]

11.1.5 1DAZ(0.1%) DEREZE (0.1%A30) ST DVEE (0. 1%A3)
[9.1.450]

11.1.6 3w T(0.1%KHH) . 7F 7« SF—(0.1%HKH)
395 PR EEE TR N EOERSH 5bNBZENH 5,

11.1.7 FREEASIE (BHEREA)

11.1.8 HFIRMKIVE Y AES D WEEIREE (SIADH) (0.1%)
{&F t U AME, KEBEMEE. Kb Y7 28080,
EIRIR. BRERES L D PURIRAIVE > AHE & 5 BT R
(SIADH)ZBH5bNBZEDRHEDT. DX RIERD D
5bNTAGEIIIK P EROHIREEY) 2 WEB 2175 .

11.1.9 EELGEBRE
SHEEEE0.2%0)EPH5DNLEIENDH S,

11.1.10 2R (0. 19%AK)
fEd. &7 37 —Y EREFRD s NIBEICBRE %
ik L. BYZAEZTS &

11.2 ZOftDEIER

20%LLE | 5~20%Kii 5% A SEEENEA
SBHOLE 7 LILF —KREER
R MEIRIRIEE, TRis
REIR, MEKTR.
TEERRY IMmE 5. #hiF,
Bk
MERYE - BRH
BE. HAwE. B
THFE - B, B IMETR.
FRER JEEE. AR,
EEEE, PERE
E
g . AR, O F |l
HRER WV, RHR
AST kR .| |FH#eERE. Bt
e ALTER.|ULVEYLER, ¥
Al-PER., gy ) =" B
LDH E#H . y-GTP LR
BUNLE. Z7|&EAR. 7L 7 F
= L7F=VER|I=V 7T IT VR
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BAHCR, (B, Ei. [OR%. BiE. 8
Wi{l e IESH Nl R, JEER I
k. BRI R
R PR
BiE B - BB K
8 & - BB MoR
. TORE
SR IR
B E A& T7TIVT IR | RAE
N, M#Ee
BRRE (5
REEE N T L,
fEE | HYU L,
ZJa—),
HL T
L) RE
FHE. 2HBE|MR. (RERD.
& CRPLA |fAEHM. KHEER
WL K. B,
ol Wois. PEME. Hi
TEREME S . AL,
L®»o><0

V) FEBUARE (3 MR B E 2 0 R e LA RE 2 & .
14. BRALDFER

14.1 ZEFIRNEFOFER

14.1.1 KA G2 K 5 MER. BIRREROERO ME MR
HIC X2 EBLMAMBREEEILT 2EET. KKz H 5 »
COHRBEEARER. HRES% 7 Fotshik. HRY >~
FIVESATHER Y > 7 IVIRFIS0mLICH RS 5 2 &,

14.1.2 hOFHAI LB A LZBEE ) LILE Y BHHT 5
BENIDHHDT, FHIE L TR & ORIBRES
Ea#rasz s,

14.1.3 REIDPERBICMHE L-BEICIZ. BE5ICABRKRDS
BOWKTHRVWRT I & 72 MBS LB,
BBLIZZEBOHAKTHEVWRT Z &,

14.1.4 BBICIFEMSETWC &, BICA-EEIZ. ES
IKTHHET B &, BBICAS A BU WS A
BESELIAZENDH D,

14.2 ERIGSEFOEFR

14.2.1 #5I3FE» 5107 DRI T T2 ENEE LU,

14.2.2 EIRWNES OAIHER L. BENICERELZNW S
Lo WA THESTE U ATIVAOA FREHR 2 BEREPIC R
EL. HECLELOBREND . [2.451]

14.2.3 S A MEIMIRN S LRSI - B2
CTEDHBHOT, HEOMEZFHT 24 E, kD
MESCRNBZ VWXL ICEEICERET S &,




14.2.4 MEF. BIRRZE T EAHZDT, TEHERAL,
HEHEAEFICHHER L. BERITFRSICKDERZ T
PURWIRT Z &,

15. ZO/DFR

15.1 BRERERICE DL 1B
MO hT7ILHaA FREANC KO NIFESESHE L
EOWMENDH B,

16. E4pEpRE
16.1 MPRE
16.1.1 BORS
BREEEEERE 2 RRIC, FLE 2 20mg/m?Zs 0 L25mg/m?
ZHEFIRANES L7z & & O MR EHER KOS ERE/ YT X
—FRUTOEBY TH -7V,

(ng/mL)
1000
o—e 20mg/m2(n=4)

0—0a 25mg/m2(n=5
1004 g/m2(n=5)

i B X B

0.1 T T T T T T T
0 12 24 36 48 60 72 (857

BREEEEEE CHEFEIRNER S U & & o M REHER
(EHE +IEERE)
BB R ICROEIRN S Uiz & EOFEMEEIST X -5
Jiik=s AUCo- Tz CL Vdss MRT
(mg/m?* | (ng - h/mL) (h) (L/h/m?) | (L/m?) (h)
20 553+379 |32.5%£13.2|56.6%£47.5|1790+1450|35.5+15.5
25 1140£550 | 22.2+8.2 |28.5£17.2| 419177 | 16.6+6.2
S fE + iR 2
16.3 2
16.3.1 EBHREEE
b MIEEEEARIUTOEBY TH -7 (in vitro) .

A EE (ng eq./mL) 50 1000
b MMEEEHEEE (%) 89 88
[RHV 2% & B

16.4 X3

in vitroiBIC BV T, REORFICTIE, FELIHFF Fra—24
P-450(CYP3A4) BS54 % Z LavRaE i3,
16.5 HEtt

SEEMEEEE 2 RIS, AFI0~35mg/m® P 2 EIRNES L

e ED, 4R E TORE(AD BRIR P HRIEERIZ5.8~12.4%

TH-oz,

W OWETIE, 30mg/m? P 2 FIRNES L- L&, miERIcE

WTIEEAEDPREETH o7, T FELTHRBESN T,

Rt s h iz,

) AR O AR, FE/NRAE <% LT 1E20~25mg/m?,
7272 L1 Bl & A B3 25mg/m2. FRARESUSERIE I L
T1E25mg/m*TdH %,

17. BRIREGAE

17.1 BMERUREECET HR

GE/\HERATTE)

17.1.1 EANRERE T1E5HER
FE/ RSB E 2 RIS, AHI20mg/m* X id25mg/m* % 138 1[a]
REBIRAES LTz 235R1320mg/m % 585516 1% (5/3141) |
25mg/m*% 58 7520.5% (8/39B1) TH Y« 2D > BALEEEAE
BREEICBVTIE. 20mg/m* 58 4521.7% (5/2361) . 25mg/m?
BEBEN138.1% (8/2181) DR TH - 727,
BIVEFI R BUARE 12, 97.1% (66/680) TH > 720 ERBIERIZH
IMERBCRD T OF FPEREEA T 20mg/m* % 58ET1d 4% % 80.0%
(24/30f51)  75.0% (21/28f1]) . 25mg/m* %58 Tld 4% % 100% (38/38
) 94.7%(36/38f5) Td > 7z,

17.1.2 BRI ER%E T1E5ER
(L2 B O /B RIS B 2 3350, AHI25mg/m? % 1
JA1 B A FARNI S L7z 2303R1E30.7% (23/7561) T - 727
BV AR . 1009% (75/7501) TH - 7z ERBIEMIZAMIER
BOR96.0% (72/751) B OV R ERBRIA93.3% (70/7561) Tdb > 72

17.1.3 EREEAE 1 BB
(bl O MR RS 2RI, AFI25mg/m? i
YTy U hEEE3mg/mY A AL RAEFIRNES Uiz, 230FRIEE
VT VR 58 059.2%(9/9851) TH 5 7o DITR L T AAFIE
E85531.1%(32/103f1) L ARICE WEMERIE 5N 72 (p<0.01)7,
KA S B ORI ERFEESEEIX. 100.0%(103/1036]) TH - 72,
F 72 BIFEF I3 mERBOHA95 . 1% (98/103%1) K OMF Hhr BR %5006k 4>
92.2% (94/102f51) T@H - 7=,

17.1.4 ER3HIGFA%EASE 1 ALLEEIER
{LZ gl EAE O B/ MR ATE B 2 0t RIS, AHI25mg/m2X
YT URBE3mg/mP 2 EL 8HEIC, Y AT T F »80mg/
m?%, v VAT 2C 8mg/m?EEIHBICHIRNILS L, 23—
MRS ERFAIE Uz, 28, 20— ANORBITIZ4E R TfT
W, FRLED I — ANOBITROGEREE Lz, EHRIEIEY T
> U RRBRIEREA38.5% (20/5261) Td > - DITxt LT AHIGHR
ERE57.4% (31/540) EBEICEWEMRTH - 72 (p<0.05)'9,
ARENGERR S B ORIMEFAFIEERE L. 100.0% (54/5461) TH - 7z
F 72 BIVE A IS B M EREG A 100. 0% (54/5401) T OVF rh ER %5060 4>
98.1%(53/54%) Td > 7=,

(FMTREX (S BHILE)

17.1.5 EREHEE 11858
HIT - BRIBICBIZ7 Y NI 4 7)) RFBEEEER LD
7 XY 2 REREER ORI 2 HRE LT, 3BEITI—R
& LA Smg/m* 2551, SHEICHIRNIZSG Lz F%R. FiEs
BIIRELOEBYTH- 72,

5N/ FARA)]

AR (Z80%)

TV NIHA D) O RGUBEEE A + & 5 2 REUEN

TSR 1]

10/34

Ty ETHA ) RUEEESA+ Y 9 2 RbUENE

TESF 27

0/16

it 10/50(20.0%)

RITEFFEHEIRE L, 100.0%(50/5061) Tdh > 720 FERRIWERIIAFHER
B 94.0% (47/5001) . FMBRELRA92.0% (46/5001) AR HILERE R
78.0%(39/50f1) TR O'NE 7 1 B 5 T76.0% (38/5061) Td - 7z
GHREHE)
17.1.6 ARG — 9 (CH(T 2 BMIRER UIFPEREY
- BMEREAN. FPERRIA DFIRE & 5
ARRRIE G/ N RaiiE . FHARESUIEFRIE) X TOENER
AERIC BT B AAEM D 2 L Iidfth O FUBME IS A & O HFRRS
D {mEREA (2,000/mmPAi) « HFHEREA (1,000/mmA

1) DFERBESEICOVWT, WRITR LT,

BRI 585 PERI SR it
=R % 55.5% 77.1% 61.2%
(2,000/mm>i) (324/584) (162/210) (486/794)
FFHRERiE D 68.6% 84.6% 73.0%
(1,000/mm>i) (376/548) (176/208) (552/756)
a) VAT T Fr EDOH ARG

SATSSF U, v bvA T rCEDHRER
TLFATT T YN EDOHRRER
RFVILEY UEBIE, Y 7urA7 7 I R & OHFRREG R

- BMEREL. SFPERERODIERE

AEIDOFET- 2EIEHA THERBIR T Th 5 H MBI FHEkiE
DIZOVTAHRANBEID 5 WIS OFTEM RS A & O SR SRIC
B 51 2 OREMEQ A MEREA2,000/ mm3Kii b 5 W IZEF
FREREAST,000/mmPRii & 2 5 L TORMORBMEE LS ET
O BE@®AMEREA2,000/mm>Eiif b 5 VIR ERE AT, 000/
mmiARiG & % o 7% FNFNAMBREA2,000/mm3Ll EdH 3
WIRIFFREREAT,000/mmPLL EICEE T % £ TCOHBORKMHEE
oty FRENAMBREA2,000/mmPLLEd % W IdiFBREL
A51,000/mm3LL EICEET 5 £ TOHBICDOWTIREITIR L,
BB, ARG HICIEAMBRFED . FPERED 210K LR
TH5ILICRBDT, BRUORKELZFEHE L CEET L2 TO
HARNIC O WTER 2 1To 720

RITRT EBY ., MR, FHIREORMKMEIZGrade3d 5
WidGraded T, 4P 56ETREME 2 o7, F72. EIEICIE]
BEREEZE L. BREOLO. RFIESEICIEHMBKE2,000/
mm?L b, HFRERE,000/mmPll k2R T AENH B, A
RIREBRGICE > T2 W LBETI OREEREE TR L, 6
BICIZAREZE L9,



BRI 5H B 5G| A EkE2,000/ | & EE2» 5 H
MmER2,000/ |5 BAMEI | mm K ¥ . | mEkE2,000/
mm’ R, HEHETO|HVIIFRERE | mm Y L.
mg |2V SRR AR 1,000/mm k| BV IEFERE
(/S;n—m3) 1,000/mm? WA EhZEN|1,000/mm Ll
WD 5 2,000/mmBL | BicEET 5H
TOHH H5E1,000/| %%
mm*BL_EIC[EE
THAH
B[ 1,600 2 7 8 8
b | EF| (400~1,980) | (6~162) | (7~24D) | (2~57) (1~57)
7| % 11,200, 1,745 [15, 29] | [19, 47] [5. 8] [4. 8]
Eedbs 531 16 2% 8 8
Tl 099 | w143 | 6509 | a5 | (~3)
| [300, 800] | [15, 221 | [19, 47] [5. 9] (7. 13]
B 1,400 5 43 5 5
or| | @00~1,900) | (8~120) | (5~145) | (2~24) (2~24)
A | 21,010, 1,700]]  [14, 20] | [15, 52] [4. 8] [4. 8]
Eedbes 378 15 43 5 6
FIE 0~ | 60 |a-4n| 2 (2~24)
| [162, 568] | [14, 171 | [16, 52] (4. 8] [4. 8]

a) FHE 1%« BIAIR S (A MR (n=473) . 4FhERkE(n=451))
PrA# S (AMBRE (n=210) . HFHERE(n=208)]
b) A DB | HrRAE (e ME ~ SRl (5510053 (zfE. 5530050 ffE] 2R 9o
) BAIE G CTlRA9EI P G-CSFRAIRMERBITH - 745 HIAREGET
FAI6EIDEEF CG-CSFHRAIMERENTHED . MHEOERNPEL S,

18. FEEIE

18.1 1EFtER
BHRDHMNEDEREREF 2 7)) VIGRRMICERL, 20
HAZEET S EICKVHEENRL2RTY,

18.2 HilERMH

18.2.1 RERERICXIT BRR
< AR AEMEEE R TBl6X 5 ) —< . FM3AZLFE. LewishiifE.
Sarcomal80% D [ETEER & O'P388. L1210H M < o fE /KB @ %
It U CENHEBER 2R Uiz, £72. in vitrok b EEH
IR RO X — Rv ABiERe NEE T 2 IE/ N (Lu-65.
Lu-99. LC-6. L-27). #J&(MX-1. Br-10)icxt L T BN 721
FEINEIRh R 2R U,

18.2.2 #ERRZHIRHER
MR DE R P ICAER L. M2 E I 0 G+ MBI il fa 2S5

L7219 (in situ. in vitro) .
19.)3@?‘252%(:553’%@1[:?—9’9%%

Y LILE ViEAEEE (Vinorelbine ditartrate)

{b¥%
(+)-Methyl(3aR,4R,55,5aR,10bR,13aR)-4-acetoxy-3a-
ethyl-9-[(2R,6R,85)-4-ethyl-1,3,6,7,8,9-hexahydro-8-
methoxycarbonyl-2,6-methano-2A-azecino[4,3-b]indol-8-
yl]-5-hydroxy-8-methoxy-6-methyl-3a,4,5,5a,6,11,12,13a-
octahydro-14-indolizino[8, 1-cd]carbazole-5-carboxylate
ditartrate

2FR
CasHs5aN4Os + 2CaHsOs

NFE
1079.11

{EEEER

27N
HE~MEABOMEK T, IZB0IEZRW,

TBERME
Ky AZ ) =)L, BKIY ) —IICHEBDTIHETFRLTL, TV
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V=l (Imgl HIE) XL 8 Y—L(2.5mgl BL1E) & QPRS2 F>7 &2 5 ([l
22 n 296, 2261 % 02561) B LEE E 2 2 EEER RO sSh ko721
AEAT—%).
+578) 7 AP-HEEAE (P-gp) DEETH - 7214 & 72,4 58 71dP-gp.
OATPIB1.OCT1 KR UMATEL %ZfHE L7219 (in vitro RERRRAHR) -

17. BRIRREAR

17.1 BERURLMICEET 55

(BERNBHESHIRSZHOBRINRECS I BHEFEE)

17.1.1 EFHESENEEER (SOLO2:HER) 10
BRCA BIZFZRBME T HE&RFUBEIEEH 2 &G pkic £ 20 u < L b 2mBL
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— A/ TESTOUR (h=47) Lo
0.1
- - TStR/PESTOVE (n=38)

0.0

EERTUATHSOHH (B)

Number of patients at risk:

AH/ PESTOVE 47 44 43 40 40 38 36 33 32 27 16 14 7 5 0
TSR/ PESTOUEE 38 33 29 22 20 16 13 1" 10 7 6 6 2 0 0
PROpeli§ : rPFS®Kaplan-Meier B (ESAMSE A3 MEEHRAEDO DL &
$—H B % BRCA AL T RIS VABRE Y EEAT I X 2 3Hili)

KA S NT239861 (HAA36H1 % & Ls) 38741 (97.2%) ICHHHRNERD 5.
FLRAEEFRIT AMIBLH(45.5%) EDL11261(28.1%) JEFH11141(27.9%) TH >
720 (202147H30HT =% A1y M4 7)

(BRCA Bz FEEBR M OSBRI TREGEEC ST 3HERNBUERHN ZSVIERER

EROMHFEE)

17.1.9 iB5EEIIAEEEER (POLOHER) 24
AGEMRRS O BRCA BIZF ARG (RIZ R ULRNZEREEN) T A& RFUEEE
B2 BT —RALERIEAS 16 E R DL_ERESE & W7o IREETPRY S T VwiERE
BB AT 2 RIS RE 1546 CRAIREO20]. 7F R #f620) 3R & LT AH (5
#1)300mg 1 H 2[5 OMERFFEIC B T AR O REME 75 1R & kg 5 J{F
HECEER T 7 AN R A SR 2 £ L. TEFHEE TH 2 EM
TTOMI R I & B MBEEBAEFERICE L TOARRNIE T T 2R B L THiEHE
FICERZER 2R L7z (VY — FH0.53.95%fF X #0.35~0.82,p=0.0038 [ ifi
B RRAE - ARABE7. AN AT T2 REE3.80 H) . (2019 1HISHT =4y b4 7)

1.0 4

—— AHIEE (926)

0.9 —— 7SR (626

084

) 28 ot HF S
o

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50
) EEARISITH S DM (B)
Number of patients at risk

il 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 0
TSURBE 62392310 6 6 4 4 4 2 2 2 2 1 1 0

POLO#MS% : BB OKaplan-Meier i (R H REH . EM T TO
Tk 7 R A

AEIDRG S N/91BIH87HI(95.6%) ICHERRARD Sh. ELAERRITIEI4]
B1(45.1%) ED4161(45.1%) TH - 72, (2019F1HISHTF =% H v b A7)

18. FHEIE

18.1 {EFHER

18.1.1 PARPFEE;E
%589 71E. & FPARP-1% UPARP-21Zxf U CHHEMER %2R L7z (FICsoff : 5KV
Inmol/L)2%,

18.1.2 [ESE5ENHIfER
Z589 7%, & b IR BRItk (59M.OVCAR-3.IGROV-1%) KUt b #LEH
KAk (MDA-MB-436.HCC1395.SUM1315MO2%) D5l % 1] L20), & b 3L
BHEHKHBCx-10EE MM 2R THBE L7 Y AICB VT BB OMAE 2 I0H L

727,

_6_



19. BN (Y BELRHIAR 26. BUEARSTRES

—R&EI2ER 26.1 SHERRSTT

#3581 7 (Olaparib) (JAN) — .

s AN
O e S PASCDBHREM

-[(3-{[4-(Cyclopropylcarbonyl) piperazin-1-yl]carbonyl}-4-fluoropheny!

methyl]phthalazin-1(2H)-one j(BELFﬁ:ItIZj( EIS%-IE
SHFR 26.2 POE—vavigk

C24H23FN4O3
p7 MS DI
e RRBFHRARNRIL1-13-12

AbFAE~HEROHRTH %,
{eEEsnt

(0]

20. BV EDFR
PRRD7-DPTPAEDOE FREFET H T &,
21. EERRM
BRI Y A 7 EHEHE 2 FED LGETICERET 5 L.
22. 9%
(Y LX—HE2100mg)
565 [85E (PTP) X 7]
(U LIN—HF150mg)
568 (8% (PTP) X 7]
*¥23. =t
AR GREFHMERE, 2017) (20181 H19H&F.CTD2.6.6.4)
2MNER (BARANBEREEE ICB T 2EMHE, 2014) (201841 A19H KGR,
CTD2.7.6.2.4.2.4,2.7.2.3.1.6)
3)Ruth Plummer R, et al. Cancer Chemother Pharmacol. 2015;76(4):723-
729.
DHNER (MEEAMEE [in vitro#B&], 2017) (2018F 1 A19H %R
CTD2.7.2.3.1.2,2.7.2.4.2.1.1,2.7.2.4.2.1.2,2.7.2.4.2.1.3)
S)HNERHRBEICES T 2 R#EEESR [in vitro #ER], 2010) (201851 A 19HA&FR.
CTD2.6.4.5.3)
6) MR (& MZ[MUC]-F 58 725 Lz v AN 5 > ZitBk, 2009) (20184E1H
19H%&RE.CTD 2.7.2.3.1.3.2.7.2.3.1.4.2.6.4.5.4.2.4,2.6.5.9.3)
T)ENER PR RERE 2 A9 2 BB REE S B 2 MBI, 2016) (20185FE7H2H
#8.CTD2.7.2.3.2.3)
) HMNER (BHRAEREL AT SEMBEE ICH T 2EMEME, 2015) (2018%1H19
H#&58.CTD2.7.2.3.2.4)
9)Dirix L, et al. Clin Ther. 2016;38(10):2286-2299.
10)HNERHCYPICR T B EMEA [in vitro #Bk], 2014) (201841 H19H %R,
CTD2.7.2.3.3.2.2,2.7.2.2.3.1)
1D #NERH(CYPICN T 5558 EM [in vitro #B&], 2015) (201841 H19H &SR,
CTD2.7.2.3.3.2.2,2.7.2.2.3.1)
12) &R (UGTIC T 2 HEMEA [in vitro #B%], 2019) (2020412 H25H &R,
CTD2.6.4.7.1.2.6.5.15.1)
BN ER (N wREROMEER, 2015) (2018F1H19H &R,
CTD2.7.2.2.2.10,2.7.6.2.6.2.3)
1) #NERHP-HEEAE OB S, 2007) (201841 H19HA&FE.CTD2.7.2.4.2.4.1)
IS)HMER (T Y 2R = — it 2EEMEA, 2014) (2018F 1A 19H &R,
CTD2.7.2.3.3.2.2)
16)Pujade-Lauraine E, et al. Lancet Oncol. 2017;18:1274-1284.
17)Ledermann J, et al. N Engl ] Med. 2012;366:1382-1392.
18)Moore K, et al. N Engl J Med. 2018;379:2495-2505.
19)Ray-Coquard I, et al. N Engl ] Med. 2019;381:2416-2428.
20)Robson M, et al. N Engl ] Med. 2017;377:523-533.
21)Tutt ANJ, et al. N Engl ] Med. 2021;384:2394-2405.
22)de Bono ], et al. N Engl ] Med. 2020;382:2091-2102.
23)Clarke NW, et al. N Engl ] Med Evid. 2022;1(9) doi: 10.1056/
EVID0a2200043
24)Golan T, et al. N Engl ] Med. 2019;381:317-327.
25)Menear KA, et al. ] Med Chem. 2008;51:6581-6591.
26)HNERH (S RIEBMEKROMEIEICN T 24 5% TOMER [in vitro #E#], 2013)
(201841 H19H#%7E.CTD2.6.2.2.3)
27) B HBCx- 105 EE 7B 54 5759 7 OPK.PDROAE RO
lin vivo #B&], 2016) (201841 A19H%#.CTD2.6.2.2.5)
24. TREERS: - HREESHOSDESE
TALTERIRREH XTAAINA Y TF A=V avkry—
T530-0011 KRR AFET3ELS
TEL 0120-189-115
https://www.astrazeneca.co.jp
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SN

* % 2023476 F LT (4530

% 2023411 24T

Bp =R
*GRHEAR (A T« HEe250me) 24 » . (¥4 T 1 H§500mg) 36 [

H AR 0 U

874291
B RTERER] (CYP17REEHA) )
S TESTOVEEI X 7IVER
M EERES ! — 1® Ay
1717) it250mg
* g ﬂ'® L
47177 5500 mg
. %50mg %%, *500mg
ZYTIGA" tablets KR | 22600AMX00749000 | 30500AMX00013000
WIERL — RAISF QML EIZ L) T 5 2 & Wi e B 20144291 202346 /1

2. BR(RDBEZICIEIHBELEVI L)

2.1 REOANR USBUE OB O & 5 88

2.2 EFE OB % 8 (Child-Pugh 2 2 7C) [9.3.1.

16.6.1zMH]

*3. fHRK - MR
3.1 fHR%

5% | 4 7 1 #$E250mg FA 7 4 H$E500mg
(1%eH) (1%Erh)

A |7 7u vEEBETA | TS T 0 o EEEET A
7 )V 250mg 7 )V500mg
FUBE KA . & oV | FUBE KA. o A R
O—2, ZOAH VA |BEESEELLVT— 2, 7
O—AF M) 74, K|OAA NV AT—ZAF b
YRy, I UNERE|Y Y AL T VR
FRUYA, AFTY|F R A, e TOA

g | BN AZ YL, B 02, AT T O

o BMAr A, K E |7 R n, BEE
STV A=V GG | KT AR, K =
AE) . BBILF 5 > . | Ty a— v G AL
<70 I—)4000. ¥ |W). BfLTFY . <7
Vo ZIERALER. ¥ | O T—)14000. F V7,
=gk =R ek, SRk

3.2 REDOHERK

WE4 WA 7 1 §E250mg | A 7 1 FHE500mg
R Er D7 4 Vs | B0 7 4 v sa—
& - AlE aI—7 4 V7§ TA VT
zn | (AA250

& (mm) 16.0 20.0
454 (mm) 9.6 10.0
R
X JZ & (mm) 6.3 6.9
Hi(g) 0.736 1.15
Al — K AA2Z50 AA500

4. FHEERIIRHE
OEBRIMERTILRE
ORDPREERBEONA VR IDOFHERTEET 25

SRR

5. MEEXIIHHRICEET 5FE
NAN A7 DOFERTFEHT 5 EHOEFREFIZONT, 17,
BRRBAUOHONE ZBA L . RAIOHIMIER L%
T IHR L7 ECHEIBEE OBIRE T 2 L. [17.1.1-
17.1.5%]

6. AERUVHEE
L R=vorkopEHIizBwT, @FE. BAIKETE
7 YEEET A7)V L CLIHLEL,000mg% 225 K12
OG- 35,

7. BERUHAZEICEET 3EE

7.1 RFFEFOKEIZ LY Coa L CAUCH EF-T 5720,
HEHEOIEF 2 5 BB T TOMOIRM IZ8IF 2
&, [16.2.251]

7.2 7L F=vu oG5B L CE, [17. BRRE O IE
ONERBIL., 5322 %, [17.1.1-17.1.55E]
7.3 BHHEG I IHERERAME O L7 Sz 8E1
UUF ode#e % S22 K38, 345 2 & (8.2,

11.1.2&:H]

T H ik - 2RO H%

ALT. ASTHE > flizx
IEEE 1 BRO5HE

BAE ARG L CIZALT,
ASTAlEA R L i R o2 545 DL

i THADOE ) E MEA IR -
EYIVE ME > gk | RO 5T ICEET 5 £ TR
EHAE LR O3ME + 25, HEHIZ750mgl i E LT

G%FHT 50
e A E R T A L2 E.
MRAME A3 G- A L < IEALT,
ASTiE ASHi % 18 H R o2 585 DL
THDE ) VK U E A % I fE
ROL. 55 LT ICHITE T 5 £ THRE
T 5, BEZIZ500mglE L T
L2 %0 MAHEAFEEL
Pl R B A R Ll i N

ALT. ASTME > ik
IEHE E R 2045
i

EYIVE ME > HiRk
EHAE L RO104

HBGedkT %,

7.4 FVRHO SO N R B & R L 2 WA O a1 K
UG EMIERET. L CnZe vy,

8. EELEXNEER

8.1 MEDLF., 7)) ¥ AllfiE. KEEE»H S bR
HZEDNHHLDT, TRlOHICHEETHI L, [9.1.1,
9.1.2. 10.2, 11.1.3%M#]

8.1.1 AFIFGBAMGHI MG A1 V) 7 2855 0 105 FE A B i
ZHIE L ARH ) 7 AMPEDSRED S A12E, MiEA Y
v AEEMIEL 72 IC. ARG 2 BT 28, EM
R I A ) 7 AMEEOIMEEREREOWELIT) T &s

8.1.2 AFFG LRI MR E, Mgt KED
gz T, BEOREL +ICBIgT 2L, F
IS L CRERI OIS, 7)) 7 2O EIT) 2 &,
YW@ z17) 2 &,

8.2 BIEIREDNHSHLNBEIT EDHY ., /-, FEkpEE
NHLbIL, ARAEBICELZENH DT, KFIFxS5 4
W CRR I3 G- 00 s ) ISP RE R 2 TV, B
FHOWRER TSR 52 b, [7.3, 11.1.251]

8.3 AHFNINTWEEAITH ) . DBAIZKT L EYHE:IC
DWCa R A - FERA FEOEMO b & T, RANZ XL S
EIRASHY) LB SN D BEIZOWTORFEHT LT &,



9. BENEREZEIHBEFICHETIER

9.1 AHHE - BMEEZEDNH2HEE

9.1.1 DINERBDHDBREIZOERETENDH 2 8E
AFHKI D17 a ~hydroxylase/Cir.2-lyase (CYP17) BREAEHIZ 1
VEaANF A FiEEO EHIZEY, SIE, &H )Y
ZNE B ORI ETE 233 & b A W kD S 5, [8.12R]

9.1.2 BAUIVLMEDBEXISEAHEEICLUEHY Y
LIMEFRITHEZIThDH 2BE
B ) 7 AMGEAFEE, IIHEES 2 B2 NW0H 5, 8.1,
10.22 1]

9.3 FFipEE=RE

9.3.1 EEDIFH#FEEEESE (Child-PughX7C)
BG L anwZ e, [2.2, 16.6.12H]

9.3.2 FEEDITHEEEE B E (Child-PughX 17B)
MR ES AT 28700 H 5, [16.6.15 1]

9.8 SkE
BEOREABE L 200%5 352, —RICSHE
TIHAEBERENMET LTWD 2 D%,

10. ¥HE1ER
TYI57u IICYPSAADIEETH S, F72. in vitroik
BRlZBWTC, TE¥I570 VFEBRI A5 VIEP-gpa HEL .
7 VY551 3CYP2CS. CYP2D6% FOATPIB1 % fHE
FTLIEDRSINTND, [16.7.451E]

10.2 BERZEE BHRICEE TS L)

ES P BRAGEIR - FEE A | B - ekl T
CYP2D63: 2] CYP2D6IZ X 1) {3 | RAIOCYP2D6
FHRAMTA MV SNDEF LG | BHERE-IZED .
AR LA, IS0 | 2N S 03EF O
TunNT /v | EFOMBEEN [ H S HE S
TJLHA=F ATLRESEDNH D0 | b0
NIRRT R — LA

[16.7.1=M%]

CYP3A4F:HE5| AFNOIMFERIEEDT | S5 DEH O
V77 rEYy BT L, KHIOHR) | CYPIA4GELE
A= MEASIRET T 5 T REE | FHIC & D . KA
AN B Y | DB DHOT, CYP3AL | DR H# AR &
V77 TF FHEAEHO RN | D,

T )N E Y — | FHVnERFIANDO R BT
% EETHIE,

[16.7.2& 1]

AV AMBEZRS | ) 7 A MUEDTS | RKF LT b

TBENOHLEH | B, LIIHES LB | oM, K

(8.1, 9.1.2zl] ENDVH 5, VY AMGEE B

TBENDGDH D,

S A I YA A7) &y WL | A#oCYP2CS

LS ) = F L7 = REGEH | & /EH 12 X

[16.7.321] TLEHAEE. INH |, IhH 0%

OIEFN O ML EEE A | F o R H 2B E
R L. RIS | Sb,
I rBENDEH 5

720, BEOREE
TorBsEdsZ
ko

1. BMER
ROBWERDRH b DI ENHDLDT, HEL 4512
T, BEDFRD L NEAIEHG 2Rk 5 7% &
YR s479 2 &,

1.1 EXLEIER

11.1.1 DEE
LARE(0.5%) FE0HELRLEENRHSDONDLZ LD H 5,

11.1.2 BERFR. AL, FiEES
BIENF 9 HEAI) S S5 bhbZ b b, T2,
ASTHN (7.1%) . ALTHN(7.4%). €)vE » EH
(1.4%) 5 % 01 ) IR L5 b, FAEICES Z
LB D, [7.3. 8.2%0K]

11.1.3 f&H Y 7 LIAE (14.0%)
A IR T EOREIRZ LD KA ) T AMEDSH S b
nsZEDdHY, QTEEE, Torsades de Pointes# & s
AERRICE S 720G SN T 5, EEDRED LT
WA \E A ) 7 A ORI ARFN ORIEE, W) Al &
119 2 &, [8.1=]

11.1.4 /R4 (0.8%)

11.1.5 EERRLARE (SR H)
BT, BAfE. CKER, M RORh I+ 7raE s
FRICEZFEL. 20 X9 RERED b1
Haxmik L, @O RMELRIT) 2 L,

11.2 ZOOEHER

591 f%ﬁf Wi | HUER
R R
S
g 5L FI LR | SR A
/}\
P50 R4
R . |7 37—
foa - e BRI | 5. Bk,
TIVT I IMSE
w7 AL
BT JE. BN TRY
7 X\ ME
) 0
AT F 0o T
WAL
gk e B2 .
" %hﬁﬁ\ﬁ
BT L. M
. g,
s RENR. &R,
HH 7oy 7,
LR
- Mg 4 2. %
O ) VEROE %
e L . | B B
HILS 1 o | R s
JiHiei ALPYSIN | LDHE N
L A7
A, A, b /f/\
- %ﬁ‘ﬁﬁi
- MR
W
T Wik L
PN I,
R PV T, PEEE
BCY | KRR | PR
BIE ) K E
2ot TN
P 5L R
5

13. BEKRS

13.1 fER
R E Y KA ) T A E R O AU RE S BEIAE.
Bl WHBEOERPFEH T L2 LD 5.

14, BRLEDIXE

14.1 EFZMEFOEE
PTPAEDHHANIPTPY — P2 S L CTIRH S % &
IFREST BT L, PTPY — PORRIZ L b, FEWELFAHED
IR ER A A L, EISI3ZEL%E B 2 L CHERs i 25
ODEELRAEELET LI DD 5D,

15. ZOMOEE

15.1 BREREER ICE D 1§45k

15.1.1 A¥0 /527 b YBEHREIZ, PSAD ESAA D 5
FRERSHRE SN TS, A¥T /57 ik, 7V F
07 v 2R ERA LPSA%E A S LW REMED D 5 o

16. EYEIEE

16.1 MeiEE

16.1.1 BERE

AR R AL AR 250mg. 500mg iz U1, 000mg™ % #ft £ ¢ B |
5 L2 &, 7Y 5502 OMSEREE IS %].5~2. 0
R (o) LI e R LS L, 14.2~16. 61 R CEIgME) i Jef
W T L7z MR T ¥ T 70 Y OCnax L FAUC=1E, HHE
AT T 2EmER Lz, Y



300 4

—@— 250mg
--Ml-- 500mg

250 A~ 1,000mg

200 +

DY32E(ng/mL)

g 50 4

Dre—a‘dmm 21‘1h 4éh 7éh Qéh
B5R&h)
R A ([CAKHEI250mg~1,000mg % BEIRRORS U /- & ¥ OMmiE
h7E ST OVIRE-REER (FHEHEERE. n=30)
fBRERL A ([CAHI250mg~1,000mg % BEFEOKRE U /- & 2 DM
TEZTOLOEYBNRE/NT X — & [Tl (IEHRE) ]

}%‘j@){i)ﬁfﬂ; 250mg 500mg 1,000mg
0 30 30 30
(ngc;;;L) 53.2(48.6) 90.5 (75.0) 172.1(150.4)
(n;%;m 294(290) 494 (434) 822(616)
Em 2.0[1.0-4.0] 2.0[1.0-4.0] 1.5[1.0-4.0]
tiz 14.2(5.1) 15.1(6.1) 16.6(6.9)

(h)

tmax S (ERH]

16.1.2 KRG
BIAZIRAE B S AFI250mg. 500mgfk O°1,000mg™ % A FH D 1k
I LLE R S A o 285 B DB BUERE G- L7z & &, I3
TEI T VREIHREICLS T, 5%7HEH F TIOERIREEIC
L7, RERIRGICE 2 RZBRIARICEIST1.3~1.7CH
o7z, T2, TV Fzvu MG RoMERTET a0
Coax L PAUC2IE, H=EIZ L 57, KAHAFERE KE R
Shrolz, ?

BUALBRTE B (CAHFI250mg~1,000mg % RIEEOKRE L - &£ D1

Fh7ESTO DEYENRE/NT X — & [FilE (IEERE) ]

5.5 (mg) 250 | 500 1,000 1,000
e 5 AROUEH L ERTUE | RFOURH | HO2RH
T ORI LLE B Bl
n 9 6 6 6
10 H 121.3 385.7 185.7 788.8
(A B A (37.9) (181.5) (104.4) (343.2)
. 7HH 183.6 625.5 205.4 919.5
( (ARFIHAT) | (69.8) (253.2) (97.2) (338.1)
ng/mL)
<71,3E}'E7\ 168.8 542.2 166.4 999.7
o \/9@) (83.0) (231.4) (70.9) (386.2)
1HA 3.00 2.95 2.00 2.50
CRAEAY | [1.97-5.92] | [2.00-3.95] | [0.57-2.95] | [0.98-3.97]
. 7HH 2.97 1.99 2.00 2.46
{;; CRFIHAR) | [1.77-3.05] | [1.98-5.98] | [1.03-4.05] | [1.98-3.25]
<7%15/EE_Y 2.08 2.46 1.98 2.97
i, | 0.9710.301 | [1.97-3.22] | [0.95-2.95] | [1.95-4.02]
1A H 516.0 1.698.0 | 869.7 | 2.724.7
CARFIHA) | (114.4) (830.1) (523.9) (1109.8)
AUCH 7HH 708.8 | 2.348.8 | 1,137.6 | 3.924.6
- (A1) | (164.7) (774.8) (524.4) (1137.2)
(ng - h/mL)
o, ez | 2238 | %648 | 3957
Sopem | asLn | (1002 | @75 | (1260.0)
tmax A (SR P ]
16.2 DRAR

*16.2.1 £YMZHIEEM
TYITu BRI AT V2550mgTEEE T YT T u VEER T A
FL250mg™ & U500mg™® 7 4 VAT —F 4 ¥ 7 (FC) Eld 4
B[RS CTH D 2 L5, HERC L0260 % R RIS N L 72 HilaliE
Bh a2k —N—RBC L DRI TV Y, GHEAT—%)

BERAICTESTOVERI X7 I)1250mgRitdst. 250mgFCHzd

$2$500mgFCHE28E (1,000mg) % ZRERFHEEROBRELLEEZD

MmigEh7E S FO OEYEIRE/NT X — 2 [FifE BERE) | RV
EMFIRSEMTME/ N X — 2 DRATFSEO (FCit/Hit)

7Y 7O AT Y 250mgFCHt 500mgFCHE
S RE . o | /2B0mgRsE /250mgFsE
25— | B0mgHsE | 250mgFCHE | S00mgFCHE | (o0osf=aalkr) | (00%/EHIXE)
1,000mg 1,000mg 1,000mg (%) (%)
n 100 100 101 99 99
Cuax 107 9.4 112 92.96 102.77
(ng/mL) (76.2) (63.6) (73.6) | (84.98-101.69) | (93.95-112.43)
AUCust 629 553 632 90.68 100.77
(ng - h/mL) (468) (323) (415) (84.42-97.40) | (93.82-108.24)
e 2.00 2.00 2.00 B B
(h) [1.00-6.02] | [1.00-6.03] | [1.00-12.00]
tre 163 16.6 165 B B
(h) 4.3)* (8.0 4.3

n ;AR

AUChs: © FHERTTRERER $ COAUC

o < TP ()

¥n=99

16.2.2 BEOHE
FERER S AFIL,000mg™ % &% (I AU m B £) 1 Hml
WG L7k &, MamkS L <, WEh 7S ro v
DCumax L NAUCIE, ZNZNTRE R OB IR &) . 17/ K% O
1065 (BRI ) BN L 72% . (WHEA T — %) [7.1%8]

H AR AR O EERE LS ARAI L, 000mg % . g 1R [ A ($ -
B P GARR R SR O E o 28EM # (B 53:C - 5
QWP ARIEEL, BeGED PG4I 210 SRR 12 AR
FHe G- Lz & &, IR (B 5EA) iR L ¢, miEh 7 e
570 Y DCuas e FAUC= I, FNZN2K L. 665, 12/ 07,545,
10K O7TREREIN L 729 [7.1518]

16.3 9
T YT T u Yy OMBEEAREEE399.8%TH - 72 (n vitro.
FEWTER) o BT OGAIEAKIZ4, 150LTH o720 O 7

16.4 X538
BB AICHC-7 ¥ T 71 VEEE T A 7OV & B O SP L 7z
&, TEITO VBRI AT IVIZESL ST €T 70 VK G #
ENfze TET TR TEE LB S, MRt te
DI2%\ET ¥ T T u OB TH o 7o MEH O EF AL,
TEYI 0 YREBIEARRON-F ¥ N7 570 B A R
TdH Y, TNENMAETRIEG HED43% % Fo 720 ¥ (FHEIANT— %)

16.5 Bttt
TR AIZHC-7 ¥ T 71 VEEEE T A 7 )V & AR L 50 L 72
& &, B R2640 M F TICH LU RED88% 5 H 2, 5%
MR HEE S Nz, TR, FICTET T VEERT AT
VREROT7ET 7 re LTSI, 2 et 5 mo55% Kk 0
2% % 507z ¥ FHEANT—5)

16.6 JFENDEREHFT 8L

16.6.1 FTikpEREEEE
#EFE (Child-Pugh A3 7 A) KU H%E (Child-Pugh A2 7 B)
DOIFBEfEREE B E 2, AHIL,000me % B3 S L/z & &, 1M
77 7uryOAUCKK. FEREIEF#ERE &L cene
N11% K US260%3E I L 729, (SHEIANT— %) [9.3.2501]
e ERHRERCICEERVDEEMEEEEERE CKH

1,000mg# BEEOHRE L /- &£ EOMIFF 7 E S 5 0O OEYENE

INT A — & [Fig{E (EAERE) ]

i

W EhE JFHEREIE R AR
NG A—F W iR i S A 1 e e
n 8 8 8
Eh> 1.75 [1.0-3.0] 2.0 [0.5-3.0] 1.5 [1.0-2.0]
Cunax
(ng/mL) 85.7 (46.6) 71.9 (40.2) 297 (258)
AUCst
(ng - b/mL) 321 (166) 355 (191) 1,530 (1,350)

tmae RO [HEPA]

H ¥ (Child-Pugh A2 27 C) OfftfEEEERE I, 7T¥IT70»
[EfE = 2 7 VIR 1 25mg (52762 Smgl 24 24) ™ % BLalRE 3% 5-
L7z-& &, BFHEgE IR b B (B2, 000mg ($2#11,000mg 2 H
)] &l ¢, R CHE L L 2z 7 €9 7 u  DAUC
13597%HEM L 7210, (JHEIAT—%) [2.2. 9.3.151H]

16.6.2 BikpEEERE
MEENT % % T A RITE BB A A5 12, A#I1,000mg
FHEREOHRG L2 &, MEFT7E T T3 2 OCuat WAUCust
PR AEIE RS L I LTI L 2o 72 (AEIAT— %)

16.7 EYHEEEA

16.7.1 TXZARAX MLT 7>
BRSPS FRPTME T 28 (mCRPC) 3 12 A #11,000mg (7L F
=V P ECYP2D6DIEE TH L TF A M X Mv7 7 v &
G L2 &, FFA TR MVT 7 v HEIEGE L LT,




FEAPTRA MV T 7 Y DAUCLIF200%8 M L 720 72, FF A
FaX V77 OEEREWTH L TFAMVT 7 OAUCIE
33%HM L7212, FHEIAT—%) [10.251/]

16.7.2 U772 EY >
BEHER N ICCYP3AADFHENEM A AT 5) 77 v ¥ Y 26HMK
BEHG-#%. ARHIL,000mgx HEFEOKG- L&, TEIT70Y
DAUCE55%iHA L 721 (BHEAT— %) [10.258]

16.7.3 ZDOZEH]

Ms+7141>
mCRPCHEF IZAHIL,000mg (7L K= Y6 f) & CYPIA20HEH
THbTH74) 2K G L s, 74740 Y DOCankk
CAUCksdd 74 7 1 ) Y HAE G LR TH - 72, (JHEA
T—=4)

(=A%
TR ACCYPSAAD THEER /527 b3+ — )b x KH|
1,000mg & BEHFEG- L7z &, 78T 710 ¥ OCrax X P AUChasild
RH AP G L FAETH - 720 BHEAT—%)

Q)R ) AV
TR N ZCYP2C8DIETH H EF 77 7 v & AHI1,000mg
EOEHRS L2 e &, ¥ ) ¥y OAUCIE46%EEM L., FD
R T HAM-TI. M-IV DAUCIZZENZ10%iH4 L7217,
FHEAT— %) [10.251]

16.7.4 In vitro
TEI T CEERET AT I)VIdP-gpE HEL. TEI TV RUE
DOEERBWIIFI Y AA T ¥ AK—¥ —THLH0ATPIBL %
B L7219 17, [10.507]

W) ARG - lEIE 7L F=va y Lo iz v, A#FIL,000mg % %2
BERELZ T H LR35 5

17. ESFRRRIR

171 BHRUORLMICEIT 2 5%

(EBIEIERT AR

17.1.1 #5188 M ARERPREBR (COU-AA-30258%)
SEAE (B P AR JE D IR % ) AL B B IE O 2 ViR k5
PR R B E T xR, L K=y 5mgon] H 20
RIS EOHT T, 792 Ra2x e LT, A#J1,000mg%
LH 1l s oo 1SR DB T 33 fr g o 2 ] DL B2 (20l 1 RS 19 5
L 72 CHRDPERRAT oF RAE T, 088%1) o EZEFFMHE H (. W{§H %
(PRI 58) 12 & A MEg EE A £ I (radiographic progression free
survival, rPFS) x OVEAAFHIH (0S) & 7 S iz, rPFSO ik
fiElE, ARFBFETIIHEERIE. 7T RBETEIIVATHY ., K
FIHED 7T L KBRS 5 B 2R S 47z (O — FH0.425,
959 HEIXIH : 0.347-0.522, pfii<0.0001, BT 7 F > 7 KiE) .
F 72, OSICBI9 2 T (HEEA XY MCH L7734 XV b
43% D A N NAIFEA L7 HE ) O R, UL, AR Tl
EARE. 7T RBETIE27.20 HTH - 72 OV — FH0.752. 95%
fEFEIX T © 0.606-0.934, pflE=0.0097. J@pla 7 > 7i5E). ¥
##1)Brief Pain Inventory-Short Form (BPI-SF) ®IHH3MD A 2 7 )50~1

(IEEE) X132~ 3 (B D FER)

11:2) Bl O E RSN OER % 49 5 BE M s hrz,
113) EIN AR AKGE

Bk EEAM R G 45154261 FR 40241 (74.2%) \RERASTBD i /z. F
b DL, PE57124061(22.9%)  1ETHI2((17.0%) &A1) ™7 A IfLfE
78151(14.4%) S IIE6IBI (12.7%) RRY M i7IE6661 (12.2%) TH - 720
[5.. 7.2&M1]

17.1.2 @58 M AHERPRELER (COU-AA-3015KER)
2LV AVRINT, oAb =2k K 2 VKwIC &
DALEFRRIE % A 2 SR I 2RI AT ST B E o S
TL K=y E5mgD 1 H2RER S L O T T, 792 R%
FHHE L LT AFIL,000mg % 1 H 1 £ o 18R LL_ERT T A
QMR Db B V2 H AR R G- L 72 CH DA i R B3 1, 195%1) o
FERHME H T 5 0SSO P N (HEEA X2 METH B79714 N
Y P DE9%D A N b DIFEE L ) OGS, i, AH]
HTI4.87H, 79 RKHTI0.97HTHY ., AHIHD T T LR
FEWIRS 2 ERMEAVR SNz O — FIE0.646. 95%fS IEIX R :
0.543-0.768, pfii<0.0001, EHIT 7T > 7 H5E) o ¥
1) EIP R

VR G 1791490 F 58961 (74.5% ) ICRINE I ATRRD & 7z,
F b Ol FEH20460(25.8%) . 012960 (16.3%) . &)
ZAIAELIL0FT (13.9%) . (T H 11061 (13.9%) . Ay 94141
(11.9%) CTH o720 [5.. 7.22M1]
17.1.3 ERE I HEEERFER (JPN-2015158)

(LR IE O 7 VISR IR PR R BB 2 W S, SL R
= »5mgD1 H2[F1#% 5 & O P T T, A#I1,000mg% 1H
10, EFOURFM L E UL EFH o 28 H DL R IE R3S L
720 EIRBARG12:80E 15 F TOPSAZRHR (PSAEDN— AT 1 ¥
550% L KT L, 2Ol E 2 S 4RF LIEOHIEIZ BT HPSA
fED50%LL HR T AR S Nz BE0HEE) (128K OPSAZL))
1260.4% (29/48%1. 90%ISHEIX R : 47.5%-72.3%) TH-720 ©

G VERFAT R SR BI48 B 3751 (77.1%) \BIEH AT bz, &
b Ok, BERIFELLE(22.9%) . ALTHEMOR) (18.8%) . ASTHIN
911 (18.8%) + A1) w7 AMMAESH (16.7%) + R IMAE6H (12.5%) «
EIESH](10.4%) Tdh o720 [65.. 7.22]

17.1.4 EINE T HHERPREER (JPN-20255%)
Ft & & 2 VKRG & DAL % A 2 it 28R
B R E 2RI, 7L F= v v 5mgd] H2E %S &
OPEFTF T, AHI1,000mgZx1H 1M, EFHOIRH L L s &S
D2ERILL_ B AR 3% 5 L 72e 128 OPSAZE3) 51328 .3%
(1374661, 90%IEHEIX R : 17.6%-41.1%) Td V) . 90%1= X [ D
BRI | BIAEZE RN (20%) & Tl 72, 2

AR S 514751 2861 (59.6% ) [ BITERASFR0 bz, H7
L DIE, HERIF6H(12.8%) . 4 1) 7 AMAESH](10.6%) . R
FESH (10.6%)  ASTHIINSH (10.6%) . FILF 4] (8.5%) Tdh o770
[5.. 7.25H]
(AP BEERBEONA ) 27 OFHRFEH T DRILIERE)
17.1.5 ERHEZ I#8585% (PCR301155%)

NI RIBIETD DN A ) A7 DT HNT- %2 B 5251
BEEZRIC, AH ROV F= B o HES (KA & 7
TR AR (F5 AR RIS A2 EERT 7 bR E FE
L 72 (A R R G01, 19961, HARNT0B) % &) o RAIFETIL,
AHFIL,000mg % 1 H LAl 3 oo 1R DL 157 300 fr 5 o 215 DL %
W HE %S L, 7L =Y v5mg# 1 H LAl H & C1#% 55 L
720 FEEFHEE HIZ. OSK UTPFS & j%5%E S/ze OSSO H [ fEAT
(BREA XY NETHDH852( XY DA% DA N k35 7=
Wipi) OFE R, hoEld. RFIECTIIHEERE. 77 2 RETIE
3473 HTH Y. RENEED 7T R A EEEIR SN
72 (N = F180.621, 95%fEHEIXH : 0.509-0.756. pfE<0.0001.
@Rt Ty s iE) . 72, rPESOMNT &R, hdefild, &
FIBETIE33.027 H. 77 L RBETIZI4.78 HTH Y. AHKIEED
75 REEICRT B EREDR & OV — FH0.466. 95%1E
FEIX I 1 0.394-0.550, pfti<0.0001. @yl s 5 > 7 igE), 2

1) EEEERG-BLERIS T H AN O 7 » a7 v BRFEEORITIRFES &
n7ze

1#2)32DF %K T ((1)Gleason A I 7 238 b, (2) A% ¥ » T3AFTLL
LoEmEES Y. QWEERED ) () SHiEBRERO))D B, 2
SO EEET D,

14:3) EIN ARG

FORKNOT T REN TV F=V v DT T2 Re 5 L7z,

WD ELE TNV T A NI L B EERRHFEH LB, Sme/H Y
OEIRE L Sz,

100
80|
g 60
B
e
A 40
20
04
T T r T T T T T
0 6 12 18 2 30 3 a2
LilSIeED)
Subjects at risk
PESFOVBMIRZL 597 565 529 479 388 233 B 9
J5eR 602 564 504 432 332 172 57 2

——— PESTOVEBMIATL ~--r-- TSER

OSMKaplan-Meieriifk [PCR30115%58 BB R B

100
80|
g 60|
b
*
b
® 404
®
&
20
04
T T T T T T T T T T T
0 4 8 2 16 20 24 28 32 3% 40
HER)
Subjects at risk
FESTOLEMIATL 597 533 464 400 353 316 251 177 102 51 21
J5em 602 488 367 289 214 168 127 81 a 17 7
—— PESFOUBBIATL ---r-- TR

rPFSMKaplan-MeierBig [PCR3011:KE8 H X145 BI]

LR MR R BI597 61 (H A A 3561 % & &) 133661 (56.3% ) (2l
TERDRRO bNTze £ bOid, ESIMELLI0R(18.4%) . K7V
L MAES3HI (13.9% )« ALTHIINTO (11.7%) . ASTHIINE0H] (10.1
%)\ I TH4LBI(6.9%) . FAYHEFE256](4.2%) TH -7z, [5..
7.250H]

18. FEZhEIE

18.1 fERA#F
TEITFUYEERI AT VIZERNTERSPICTET TO A
IR EN, 7 Far v GHl##%E Cdh 517 a ~hydroxylase/
Ci.o-lyase (CYP17) i PEx FHES %,
In vitrol\2BW T, TETFU it B RS ik
(NCI-H295R) 12 BB F A M AT Y OEKREHELZ, v 7 A
BTy MZBWTT YT 70 CFERET A 7 v (RAZREIE N ik
RS ZIAEm 7 A M A7 0 VREA KT S8/, B0



18.2 HESME
b b 2 SEPTVE AT S R H Sk o ISR (LuCaP23CR % O
LuCaP35CR) # B#E L 7z%8~ v A2 BWT, 7Y T 70 Ukl
T AT N AEREENE G ZERENO T A M ATy ROT e R
05 A MATOYERZINT S, BE ORI I L, M
A ER L, ®

19. BEIRDICEET 2 EBILZHE

— R - 7 Y5 7 UEERR T A 7 )L (Abiraterone Acetate)
124 : 17- (Pyridin-3-yl) androsta-5, 16-dien-3 f -yl acetate
513 0 CuHuNO2

53 ¢ 391.55

LV N = R XY 155 S

(== v

AT ¢ 147~148TC
SPECEREL  LogP=5.12(1-4 2 ¥ 7 — )V//K)

BRI (20C) - Y7mu 28 v >300mg/mL
FEE 7 v 98mg/mL
Iy /=) 52mg/mL
7K <0.0lmg/mL
21. &R&M
RS A 7 ERENE & e o . EEICERT S 2 &,
%22, ‘@I
(B4 7 1 H$E250mg)
568 (8% (PTP) x 7]
(F1 5 1 H$E500mg)
288 [4%¢ (PTP) x 7]
23. FEXH
1) SR EERACBIT L7 €T 70 v 0 EYEIREOHGT
(20144E7TH4HA %78, CTD2.7.2.2.2.1)
2) AR BEICBI A 7 E T 70 Yy Oy EIREOME (201445

7TH4HA&EE, CTD2.7.2.3.1.1)

PV 74 VA a—F 1 v V8L FEED Y RIS
15

HPER D 7Y T 70 v OSBRSS A AFOREOME
(20144E7H4HAFE, CTD2.7.2.3.1.1)

MHNEER: 7T 70y 0EYEEICHTLEROSAI T
DEBEOKE (201447 H4H &2, CTD2.7.2.3.1.1)
FNEE D T YT T u oM E A G OGS (2014457 F4H
KB, CTD2.7.2.3.1.2)

MWER  7TE5 70y O S SEY B RE AT I X B A
(20144E7H4H AR, CTD2.7.2.3.5.1)

HAGE : 7S T D7 AN v ZADOKE (201447 H4H
&z, CTD2.7.2.3.1.3)

FENERL B O R S RS LB IF AT YT T 0
> OIEYEREO KR (201447 HAH AFR, CTD2.7.2.2.2.3)
R EEAEREERE ICBI 2T T T 0 Y E)
REDMES (20144E7T H4H &GS, CTD2.7.2.2.2.3)

LR B RERE R R E IS B A T €T T 0 v O EIEED
Mt (20144E7 A4 HA&GE, CTD2.7.2.2.2.3)

HNER 774 ) P XEFFAPAAMVT 7 ETES
T 0 OMEAER OGS (2014457 H4H KGR, CTD2.7.2.2.2.4)
HNER )77 vy EY T ES T Oy OMESEHOMET
(20144E7 H4H AR, CTD2.7.2.2.2.4)

MNER 7y b aF Y= VETET T u y OMELEH OB
(20144E7 H4H &S, CTD2.7.2.2.2.4)

HPER  Ex sy v ET T T a s OMEEROBE
HAER 7T Ta 0P N T Y AR-F — %4 LA
VEH D#ET (2014467 H4H &2, CTD2.6.4.7.1)

HANEE D TS50 OOATPIBIHE IS 2 kET

Ryan CJ, et al. : N Engl J Med. 2013 ; 368 : 138-148

de Bono JS, et al. : N Engl J Med. 2011 : 364 : 1995-2005
FENERL - AbSRE R RIEEE AR L L2 BN TR R
ERp A% (20144E7 HAH &EE, CTD2.7.3.2.1.2)

HER: Fes s Gk b g 2 R e Lk
FEIPN &8 TOARER R BB (20144F7 H4H G2, CTD2.7.3.2.2.1)
R - N IEERIBEONA ) A7 OFHRERTF2ET 5
TS IRIE B 2 R R & L 72 (RIS 7] 45 T St B R ik

Potter GA, et al. : J Med Chem. 1995 ; 38 : 2463-2471
Haidar S, et al. : ] Steroid Biochem Mol Biol. 2003 ; 84 :
555-562

3)

6

=

7)

8

—
(=] ©
= =z

—
—
—

25) FLPNERL © MBI A 71 A AR EE A (2014487 H A H KGR,
CTD2.6.2.1.1.1)

26) Barrie SE, et al. : ] Steroid Biochem Mol Biol. 1994 ; 50 :
267-273

27) Duc I, et al. : ] Steroid Biochem Mol Biol. 2003 : 84 : 537-542

28) Mostaghel EA, et al. : Clin Cancer Res. 2011 ; 17 : 5913-5925

24, XHFEKRERUVEWVEDES
Yoy 77 —<vHAEH ATAINA VT A A=V ares s —
T101-0065 S5 #ET-X H [X 74 i 3-5-2
71 =¥ A4 Y 0120-183-275
https://www .janssenpro.jp

26. RBRTEESE
26.1 BUEBERSETT
R A e 5 e i
T101-0065  HLEHRT-XH X Pl HH3-5-2

BLERRTETT

Yoery 7 7—vHASH

T101-0065 RFEETFRHX FH#EEH3-5-2

~—
janssen )’



481S1iG

yf‘astellas

%2020 5 BERET (551 hR. XMEEEFE)

ARZEEmR N ERS
e : 874291
CIRVA SRS
IUHIE I NEE 5E40mg 5280mg
JFIE S iyrE /e T 4’1 9~ > neo ABES | 23000AMX00436 | 23000AMX00437
T — BRSO D J J 40 = s
LR - BT OL $iE ME [=zmn 201846 /1

BIZE, AL SR S ah
- ERSOMS %I XD
T 52 &

AR 80me

Xf(]nd o Tablets 40mg * 80mg
frik - HiRRT
BXHEAR 4 4

x7.27L— FP 3P EREL CIZAARTEZVEIERS
HiERE, (K3 (1 HAMHLVIEZL—F2UTICR

ZﬂfE

B2 (ROBHEICEBELEVNI )
BN DA LB BUE DBEERE O & 5 BE

%5 FT) LidEE (120mgdh 5\ 1d80meg% 1 H 1

3. 485 - Mk BIFEIHRG) 2 FBET LI L, B, FHRHRIZIZK
3.1 4R é%%@#é:ko \
H (1 st T ) 7L — FIZNCI-CTCAEIZH# L %,
v 7u A a— ARERET A T N 3 ==
. ‘ L M 8.BEELEARNIE
5 YV L Y F NS 3 RIVIANTERIAT N, FiE Sy . a
B R K emiot| B RIS IREIAICTH 1 | 484K 2 S
B, sOAnLAT-2F DWW T4 Tl - B FO IO b & T,
A EAANG AR A HANC & B EHASHE) & HBFS WD BHIZDOVTO
L7 A5 Y VT YHFELY IR 2, puy, vzaT—), AT L L,
30mg 80mg gi{t%& v, M= TR L 8.2 JEMHISNEN D S bNDE T LD LHDT, KEFES
- oo BB BB O E RS fE R 2 A O B 2 B R
3.2 SUEI DMK THBICIIEFEESELZ . [11.1.1 ]
Y | & I - KES - i 8.3 B MM EN D S b, Z WD DD T, AH|
% .1 W DOFGANZ B 725 Tk, WIHER (BT, - PR
Wik, ZSERGE) O K O XM AR A oD SE it 55
1725744 — BAOREE THIBET 2 2 Lo 70, BEIZH
SN Al Rl PEFIC DWW TR 2 & L b 1o, MRS 0%
¢ ww | mx | 5z IHERDFBL L 225561218, R0 0 AR % %
s L] I BENERE2EITHEEICHTIEER
9.1 AHHE - IFRESDH 2 EH
= 9.1.1 TAPAZDEBMEBEXIEZ N> ODEREED
Tiéy7f%ﬁﬁﬁi HoEE
o 12 e | mE | mm BRI+ B2 2. (111,155
N 0.1 2MBRIEEEI LPTVEE (BIBS. MEF
ﬁgémm #59mm | #90670g ZDEHNIEINhSDBRERDH 3 BEE)
0 Imam IR HRT BT NA D 5, [11.1.1 5]

91 3EEMMERENH 2 BENIIZDEREEDNH S
BE
UMM S B IEE T 2 BNV DH 5,
[8.3. 11.1.3 %]
9.7 /NEFE
NREZ NG E LA R O Rt iE5R e L
FRARSERIZFERE L T e\,
9.8 EHtE
BEORELZBIE L 2VOHRGTTHI L. —RIZA
HEEREDMET L T0d 2 3%\,

10. 48 E1EH
IUHIVE I i, £& L CEYRBEEECYP2CS
TREENS, T/, T UFLY I FIZCYP3A4,
CYP2C9. CYP2C19. CYP2B6*, UDP-7' L7 1~
FRic Rl (UGT)* R UPHEED (P-gp) “I2kF LT

4. ZHEESL I ZhR
OXBEM LRI IR
*OEMBEE BT 5 A1ILIRE

5. WEEXIIHRICEET 518
[17. BRG] OHOWEZ R L AR OA R
KO %+ B L 72 ECEIGEE O#EIRZ

42 >

TTI)\—- o

6.FAERUHE
. A= vy I FE L Tl60mgx 1 H
1 BECHG3 %0

7T RERVHEICEET 28
7 AN SOIRHE ST E O L 2 WG a0 %)
PR O PRI L T e,



FEEH 2R L. P-gp™. FUEIEEBE (BCRP)*,
HHFAH Y NT o AR—F—1 (OCTD*ROH
7= 7 AK—%—3 (OAT3)*Icx LT
MHEMEH 2R L72 (%:in vitroT7—% ) TV

1.1 EXLEER

111 EERME (02%)
i, CTADPABRBKESZOEZERENDH S bND
ZEWHbH, (8.2, 9.1.1, 9.1. 2]

7 I FOMEFERBHIZEWZ® 47 ~84H), &  =11.1.2 /i d (02%)
SR THLRBBEZER N F v AR—F —0FEDH  *11.1.3BEMMEE (01%)

BV IES T T A RN D 27, [16.4 % BEDPRO N E121E. KRG ZHIEL,

iy PEIE LTy WECT, Mg~ — 7 — S0kt s
10.2 R (BHAICEETSZ L) FERT L L L DI, HEYRMEEIT 2 &, [8.3.
EAI%E R - EESE | BE - RRET 9.1.3 2]
TRRFORE | BEREFRTsB2N | 2oLy s r| 1.2 ZOMORIFEA
YET S 5% | 2id b, RO NS 0% BUE | 1~5 %k 1% ki
Al Aizwdid i 2 NEZOE Y El
T2 FTVY BREOBIEE { . PEt g N
FAHE BTS¢, e
i»ﬁ%&vg Ll LEMQTER
EERTIDROE 3 o
—a—F/0y * EHJEE ﬁﬁ{\ [ﬂlﬁi
B K VR
¥ i PR
CYP2C8FHER] | =g I FOERLE | b 0FEHIE | s (B T B B B | F S, O
TFAT 470\ RTABLNEHLDT, | CYP2CSZHET ( 5 18 i gwmg? K ® % [:]pgﬁ‘
U (B | R CYPRCSIHER & Off | 5 720, fEH1C s PR PLR, A
&37) FIEB, RBOBRBEEN | L) TV F Vs e
FIORHEZET L2 L, 213 FORH AT | RERU |9, B | KREEE, E |, BE BEE
[16.7.1 28] | ©&ET, WHRCYP2CSH | & &, MmEEH BE R | i W, REEE | A
EH LR 2B, K BENSERT S = o
HOMEEZETHE LY | TilD S 5. Hﬂf‘ i H;ffﬁi TN
12, ,%%‘@i]ﬁﬁﬁ%‘lﬁﬁiﬁléﬁ i ARBR KA iE FUJ(
BYHCL, *| iR WA, JAT R B B
CYPICSHHA | =¥ 5 3 FORMAH | o 0EA b, BT | BRRE,
V77VEYY | BT B BENEH S DT, | CYPSE HEF * | HiER i, OO | BRI BIR M
s | EEIHST 5L, B, R ©, RERF, & o -niF -, @
[16.7.2 2] YT uHL S B, WEIR, GUME | W E, R E I EE,
e NS By BE, THEEA | F /R
I FOIMmE R Bl fe T
BT 5T IR :
A 2. T4 AIRAE I:%’j? %, HEELIK
e, KE
CYPSA4DIE |z HF Ny I FOFFHICE | = F Vs IR e
EhakAl |0 CLOERDNERE | OCYPALEE Sk KL
UL | EBseaBIARSL, |FICEY, 2R
7h | b L o G R Bk, L
[16.7.3 5] W AT S Kl MR BB, | 20 HE B BE
BRI D 2. % iF i . ALEE, BEKE 5K
CYP2CODIEE | =W 5 3 FORMIEE |22 F 15 3 K _ _ 5
LunH | ). S ORHOMENZ | OCYPICIHEL *|ME 3T | S WL
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13.8E#HRES

13.1 fEIR

WEBEGICL ) EEEE, B5. #SELIRER O E
BEOWETENEHAT A LD 5,

14 8HEDEE

141 EFIZFREDEER

PTPORD#HKIZIPTPY — 25 HLY) M L THRA
TAHEIHIRESTLI L, PTPY— FOBEKICL D,
NGB REAF A L, BIZIEgile B
CLCHEBIAREOEELRGHEEHET L L
WdHbo

*15. Z DBDEE

15.2 FERRPREBR (CE D < 1F%hR

WEREZ >~ M2 WV I F2 1048 E S L 72H°
AEERERIZBW T, K¥OLeydighiiff (M) .
FUBRORRHERRIE (M) . WoRRAE (iE) . BEbto BYEIR
P E Rz FLBERE (). RIS L R2E (M), JRE o FH
KB IE (M) . TEATIEORIE (M) A3y
U720 MEB ORI SN &EHE (10mg/
kg/H) 2B ABHEREIZ. AUCICES v MR
BD03ETH 729,

16. A EHRE
16.1 MARE
16.1.1 BE%S

FBIRPERI IR R EICA 2 A% P T2 %80mg.
160mg. 240mgHIAFELI#E™ L 72 & X ImsErp R ki
FEd SR D ~ 2WM TR Z 7R L. treld113 ~ 2028
fiCTd o720 REALAEDOCmax K FAUCInfld & DN
PEoCTEA L. AT (N- 2 FIuiR) RIS
P B L 5-142144 ~ 168IR: [ T RE % 7R L 720 TH AR
HW (N-IE X F VAR) OCmax M FAUC I3 H = OB -
TLERLEY,

B RO R OE B (V-5 A 7 VAR O 5 Be S5 2 — 5

Jiik B Cmax Tmax AUCY tue
(mg) | (ug/mL) (h) (ug-h/mL) (h)
REALE
80 | 3 | la2s017 | 21000 | 1122 | 113e11
160 | 3 | 2172055 | o 300 | e | 202625
200 | 3| 5722230 | 2S00 | 653+268 | 15135
N-Ii A F vk
80 | 3 | 035820030 |y o g2 | 313+67 -
160 | 3 | 046320049 | (00 | 365450 -
240 | 3| 095220384 | (1 ey g2 | 828%350 -
(P4l + 2R, Tmaxidhdefii (FEFH))

a) RZLKIZAUCIE, N-BiA F I EIZAUCH

(ug/mL)
10 1
—@— 80mg
—O— 160 mg
8 | —/ 240 mg
(FHiE + EERE)
Jii
*
=
B
)4
2 4
0 IREEEEEA R L B B |
0 24 48 72 96 120 144 168(h)
R
LB 514 0 I A8 T RAA LRI B HERS
(ug/mL)
1.5 1
—0— 80mg
—O— 160 mg
—7— 240 mg
i (FHiE + EERE)
£
N
B
X
g_
)
{4 0.5
-
E

0.0

R A o R R
0 24 48 72 96

B
HRES 0TI i A (V-Bix 7V 5) iR

e
120 144 168 (h)

16.1.2 MBS

FBIRPHRT IS BB A 2 A5 vV H TRV E160mg 1
H 1 RAEREI S L7z & & O RZBACE K O ER S (V-
Bi A FOUIR) omEhiEEx, 21 AR 2 7
HCERIRBEIZE L 720 BUERS-85H H DIEMBIFE/ S5 2 —
FIEUTOLEBY TH D, EHEIREIZBW T, WHHEAHY
(N-BEXFVAK) D b T 7 IR LA L FRRETH - 72
REACE R OEERHY (N-BEAFUIE) -2 /5
71 (PTR) 13, ZNZN126K L07TH O, AR
DOHWEIZ N E 25727,

SUES GO F AL R OTEE R (N-FE A TV R) 05 ERE T 2 — 4
% Cmax Tmax AUCon Con” a)
PR gm) | )| (gl | (ugmn) | PTR
KM | 25 | 14529 | o oo | 26255 | 11221 | 1262017
NBiAT 000 ,
WAT | 5 | 13926 | (00 o | 2eBess | 12023 | 1072007
a) n=21 CE35MlE + R, Tmax(EH I (FE))

16.1.3 BEDOFE

TEHERABYECA 7 A% ¥ P8k 160m gH mIRE 1% 5 L 72 &
&, EIEES (296)) (2 ERES GEIRNIAE. 2861)
Tt FRE(UEDOAUCInfIZ AR TH > 7255 Cmaxi0.79
fETH Y, Tmax?HRAEITH 1 EERLE D - 720 16 AL
W (N-BiAFUE) OAUCInf, Cmax/z O"Tmax i3 2288 Er 3
FEBRE G DS FRBEOMETH - 727 (SHEAN T —
%)



16.

16.

eI O R R O AT DT R (V-84 F V) OB 37 A - 5

Cmax Tmax AUCinf tiz
(ug/mL) (h) (ug-h/mL) (h)
FKEALER
ZREIHEY. | 3472080 <o5§£%02> 246+80 | 93+56
ity | 286+099 <05<§3%03) 260+72 | 100+35
N-BiAF ufE
ZMEE S | 0.758+0.153 (71;,61826& 342443 | 193468
S | 0698+0.152 (95,:_}3826@ 35481 | 191434

CPIME = MR A, Tmax(3 PRl (FEEH))

A4 EERIRE S

TR NB 29 2 0 U, A 7 Ay D8R A ¥
A vV T R & ZEREREZ160m g HL Rl P G- L 72 A
SRR N N OFE R HED O FIREoH
MAFFERELZHNT, A 2 AF Y VERPA 7 AT
IH TN OEYEEE L LT HEAT— 5,
80mgHe J UM40mg 7 7 )L D H W2 iy [ S 1t o M

AT
(80mgfEx 1
40mg7 IV x 2)

FATFIG O
90915 HE X 11

HA$ 5

AUClast (ug-h/mL) 101 0.96, 1.06
Cmax (ug/mL) 0.72 0.67, 0.77

SERIREE (HEEMH)

AUCos (ugrh/mL) 101 097, 1.06
Cmax (ug/mL) 091 0.87, 095

2 IR

TR AR 6 BN CTE#M LA 2 A Y VAT
VR ERERG L&, HEDA % <L $842%0°
WL END &2 Y BHEATF—4),

35T

AR v Ih TRV EES Lz & BEIRPUERT
VIR BRE BT D REARD A DTF D5 A B OF-
WEIZIIOLTH o7z MHEAT =% )0 Z ¥ 3
F o M2 P45 4281397 ~ 98% T LA EMIET
VT I ThHotze R TH D W IVKR »EAR KON
PG (N-E 2 FOUR) oI EREAEARIL. £
N2 198% % 1°95% T d - 727 (in vitroEER) o

L4 F

b AT o FACHE L, BV R YRR K O A
W (N-BLAFUAR) THho7ze WHHEAHY (N-B
AFIAR) 1E. in vitroiBRIZ BV TRE(E & HE
FEOMMIEH 2 H$ 5 2 EATR SN2, IR A
P2 A 7 A% v T h 7V & 160mgH [ERE 1#% 5 L
Tl &L WVR VBRI G %3 ~ T HL EEAH
W (N-BiAFVAR) 13F%5-%5 ~ 9 0 Cle@EliEd
BEIEL, SRS ORHWOERIIHERTH - 72,
TNy I FoRBIETICCYP2C8AS, F 72—
CYP3A4/5° 5 L. & bIimtAay (V- x F
WAK) RAERT 2 Z &R ENTZ, In vitroidBEIZB
WL MR (N-BAFVE) v RF T
AFT—¥1LICE ) A NVR VBRSNS 2 L
_/]—‘< é hf:l)?)éi)ll)wlzoo [10 Z}ﬁ?ﬁ}

5 Bttt

TR AR 6 I CTE#M LA 2 A Y VAT
LV EERARORG L8 &, BilEeE s L TIED
TL0%A R A HEM S 7z R HE S 7 T ag
EFICH VR BIETH D) . REAUR R ONHEACH Y

(N-BE A FVAR) OIRHBHEIEIZ042% LT Th - 720
FEd 12 HED136%0 kM S v, RZELIR K OGP
W (N-Bi A F k) ofmiktxizHEOZN2
10.39% % 150.98% Td - 7% JHE AT — %),

6.6 BFENERERT 2BE
16.6.1 BH

HEfEEEE

TREHE R AT M (591 Jr OS - B84EPPE Rl 7 e B (873
Bl) ZxtG & L7z RHENSE BHREIRAT ORGSR, BREEE
ek 2 (60<Cer<90mL/min. 33261) Jx N4
FEEEREE E B (30<Cer<60mL/min. 88f) D#
LALED 2 ) 75 v A (CL/F) ofdufiiix, Bihe
% (Cer290mL/min, 51261) R L CTFhZ
N095ME J 09I L EE SN (A 2 RF VI h T
LWVIZBT LT —%), B, BRERE)I T FIL
& 3 FOSEYEEEC KT HEA FEM T % 720 O
ST FER L TV Wn FREAT— %),

<%

S

16.6.2 fTi&aeEEE

L2 A% TH TRV EIOMgH RIS L7z &
&, BB (Child-Pugh A, 661) Ti
TEHER AT (661) & B LT, RELE L AR
S (N-PE A FVR) OAFTOAUCInfIE13%5E < o
Cmax|323% & 22 - 72 T RER % (Child-
Pugh B. 8%l) TldfER AR (86]) &Ikl
T R S FHEAHY (N-BLx F k) o &5
DAUCInfIZ18%E <« CmaxlZ11%Kd - 720 EEEHT
HfEEE £ (Child-Pugh C. 8#l) TIXEENARM
(8%1) LI L <. REMGEEERBY (V-Hx
FIVAR) OEFHDAUCInAL 4%5 <. Cmaxi342%
B oloe T REMKRR OB (V-2
FOUIR) Dtipld. RS L LB L, BEEIFH
REREE S TII & B ICERETH - 7295, hEREFHAE
MBI L8R M UNL5M%, A RERE EE Tl &
HI22265TH - 72V HEATF— %) o

JFHERERE S8 L O RO B A B 1 O S B RE /8T X — &

FEAR L N-FiAF

N-BiAFpoar | RELE T

AUCinf Cmax tie tie

(ug-h/mL) | (ug/mL) (h) (h)
TS RERE E S (n=6) RO BOMBERABE (n=6)
TR B 568+126 | 381+1.34 | 115+43 | 210+61
BERRREREES | 6402131 | 447+0.76 | 84.3+25 | 200%45
AT RERE EE (n=8) M OSHIROMRERABE (n=8)
fRERFE R A S 528+109 | 3.86+0.83 | 108+53 | 194+55
hE IR ES | 627154 | 3.70%2.10 | 196+185 | 284*137
EERTHRERE S S (0=8) RUTTHOMEER AR (n=8)
TERER AT Y 733+129 | 4.64+1.67 | 11234 | 222+54
HEIFRRERES | 763158 | 260075 | 249=155 | 488+236

CEI4fE + R =)
a) KIFHEREREEH LW (£ 5/%) ROBMI (x15%) »—3%
T 5 &9 A AN FFEBE DI 70 fERE RN I3 14

16.7 E4EEEF
16.71 5 L7« 702 (BRNERAR)

fi e R A B 11465 % 1} 5 IZCYP2CSIHEH] T % 7 4
74 70Y) (600mg#x 1 H 2 [\ AEREOHS) & A
7 A8 T TR (160megk BRI OHRS) %0
L7zb &, TNy I FOREAE & EEA Y
(N-JE A F VAK) D4 5O AUCInf I3 B 555 (1361)
L2017 ER LY EAT— %), [10.25
]



16.7.20 77>
TEHE LN B Y1400 % 0t RAICCYP2CSREEH] T 5 1)
77 ¥y (600mgx 1 H 1 EERO#RS) &4
Ay YV H TRl (160mg? AR %S-) % 6EH
Lzl &, ZHLy 3 FOREBIE E GRS
(N-Ii A FvAk) &5 AUCInfI1 3 BEARH: 51 (1441)
EHAR063BIET L2 EATF—%) . [10.25
]
16.7.334V5 A
f%mmﬁﬁjhﬁ%%MM%ﬂ%’lyw»&:
ERIRAE (160mgZ 1 H 1R XEZRO¥HKRYS) T
CYPSAM)?K G CdhDH I YT A 2megk W O
HL7zEE, 349 ADAUCInf K "Cmax |3 B A%
G (1461) & e_ZFN 2101465 K 0.23F5 12K F
L7Y WEANF =5, A7 A5 I H TEeMIIBT
L7F—%) . [10.2 2]
16.7.4 70771 >
FeBARHOEHT R BB A 2RI L Y 3
OERIRE (160mg#x 1 H 1 M KERO%ES) T
CYP2CODRETH AT IV 7 7 1) »10mgk HAIFE ]
H5 L7z &, CYP2COOR-ETHLS-TNVT 7~
DAUCIn{E OCmaxld 7 V7 7 1) » Hlidy 51 (14
) & HNZNZ 04405 T 0935 12K L7222 (U
EANT—=%, A2 A I HTENIIBITLT—%),
[10.2 ]
16.7.564XT5J—I
f%ﬁﬁﬁﬁﬁ%ﬁ%%mm%ﬁ%ulyﬁwyz
o5EFRAE (160mgx 1 H 1 AIKEROHKS) T
CYP2C190)$Q T Cdh B A AT T — L20mgh AR
%5 L7z &, F 275 —=)VDOAUCInf M FCmax
4 A 77— VEARBE SR (146]) & hexZFneh
0.30f5 T 0.38MEICIE T L72Y MEAF—%., 47
5N TENVIIBITLET—%) . [10.2 ZR]
) RAOAKB SN HER ORI, [EE, ARG o9
Vg I FELTI60mgx 1 H 1 EEIH%S35] TH b,

17. BRIR AR #E

171 BpMER OCRSMICET 28R

(BRI RE)

17.1.1 EREE I/ TERER
EIM S T/ T ERDOPhase 2 78— MZBWT, Ft%
F L IVIRRIE 2 A % 8RBT R B % ﬁ%i
W A2 A5 T h TR NVELIOmg/H. 386112
w5 L7, I%‘&J—ﬁthlﬁﬁfﬁ)éDay%iT@FT% Lﬁ
L oFRFEAE1353% (2 /3861, 90%EFIXH - 09 ~
157%) TdH 1. 90%EHIX O T BRAE I B EZ2)E &
(5%) % Tl - Tz, PSAERIEIG G TR
PSAMEAR—=A T A ¥ H50%LL HET L 72 BE 0 H
A) 13289% (11/38%1. 90%IEHEIX [ : 17.2 ~ 43.3%)
Tho7-,
BIEM 12476 (Phase 1/%— h 91, Phase 2/%—
138%1) 3161 (66.0%) (ZFR0 Sz, F 2 EIER
(10%LL 1) &, &inE (149%). fE (14.9%). 9%
97 (12.8%). EHEE (128%). M ERM A (106%)
ROVGERQTIEE (106%) THh-oz,

17.1.2 BN E MERER
HEAVE AR BV C, ey T ViREREEET
B EBIRPUERT I IEEEY 210, 7T RS

EREEEE LT, AV AY I H TV E160me/H.
00BN H A% G- L7ze B, IS 2 3t L C
WHRWEFICIE, GhnRH7P I =A /7y T b

X B EEWEHFEOPH T WS Lz,
E%uﬂﬂﬂlﬁﬁfzﬁé A (0S) o g (B
AR METHH6501 N2 b B, 5204 X2 b
WG L oRER) OFER, Pz, ULy IR
HTI84H H, 77 XBETI36IHTHY, = H
VI FHOOSIET TR ERE L CASICEE
L7z ON¥F— FH0631. 95%ETEX M : 0529 ~ 0.752.
pfE<00001, @RI 7T > 7 #sE) ¥,

W) MR LR RS 2 2, Ky L b & el
BRAT o 2 BROWBMEST (TRNP3OD I H1oBEIzY
TE2) HdorBY

1B L ORI THSE S N7z 3 ELLEOPSA ERAED S

N, A2 ) ==V ZBOPSAH 2 ng/L (2ng/mL) Pk

- RECIST (ver. 1.1) TEF SN 5 BREHBIRA O tErT

CHY T T T T 4 =T 20U 0OFBERESHE

100%

80%

60%

48

40% _ I HILEIR (n=800)
hRfE 184 HA
774K (n=399)

thRfl 136 H B

NH— K =063
95%{E#EX M (0.53, 0.75)
P < 0.0001

# R b

20%

0%+ T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24

YR EE B R GB
I HILZI K 800 775 701 627 400 211 72 7 0
TR 399 376 317 263 167 81 33 3 0

HEVEE TARERER 12 B 1) % A AE R o Kaplan-Meier 75

BRI L8001 55451 (69.3%) 1288 bz, F i
FITER (109%2L 1) &, 9857 (215%). L (20.1%) .
1ZTYH (15.0%) . ARIHR (12.6%) K O¥EJ7%E (10.0%)
Tho7,
17.1.3 B E MHERER
WIS AR ER 12 B T PSAREINIERI 2510 H DL
T DAL R O 70 IS 1 7 SR B A S RS
BEY 23502, 7RG ENREEE LT, 172
A% ThTENELIO0mg/ H. 93061 (MEAEAILEI%L
933%1) WZEHIG L7ze k. MBS 2 K0 L
TV WEEIZIE, GaRH7 I=A N 7y T=RA
2 & B RBGHIROGH % WHE L7z,
FEFHIEE Th 5, HEBELFYE (MFS) Ok
WARAT (RAT A X2 DN EATA X2 b)) OFER, i
fElZ, =¥V g I F#EET366T A, 79 2 RBET
UIHATHY, =Y F I FEOMFSIE 7T R
LR L THEICER LA OV — F1029. 95%
fEHEIXH 0 024 ~ 035, pfE<<0.0001., fEplia 7 >~ o
#BE) o
) AR IR RS T 2 B O EEST (1 AR
ORI CHE S N7z 3E L EDOPSA ERMED S, A2
) ==Y FHEOPSAN 2 ug/L (2ng/mL) UE) 23dH -7
B




100% §
® 7
80%]
[ ]
B 60%7
£ 40%]
# ] -
& 2% S
] — zypisan-smnmacnn ny_ri=020 \
ol 77 (N=468) sHER{B14.707 O5%(EAAKN (0.24, 0.35) , p<0.0001
.........................................
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
YR %S Bome®
IV¥A43F 933 865 759 637 528 431 418 328 237 159 & 77 31 4 0
F5+tK 468 420 296 212 157 105 98 64 49 31 16 11 5 1 0
NS TUARGRBR | 35 1) 2 MRS A A7 0T O Kaplan-Meier i

17.

BIIE 1293051 H58161 (62.5%) 2788 bitize F i
AIVER (109%LLE) &, 9557 (282%) K METH (104%)
ThHo70

1.4 ERFE £ RS MAERER

FEI P 3 [ 48 TR 3BR 12 B\ €L EEE R X O
TRV % 0 5 AL 20 R O 72 > 25 SR i 7150 R
B 2w RIZ, TT L REGEWBREE LT, 42
A T TV EL60mg/H. 87161 (HEVEZ LEIEK
726, HARN28H &) ICHEHAKG Lz % B,
RIS 2 F20i L T e W IZI1Z, GnREH7 O=
ANST U H TZA ML DEBIEHEO & WIHE
L7
2ODEFEFFMEA O b, &EFWE (0S) o
AT (BREA XY METH D764 XV b D) B,
5404 N> P AFEA L 72K R) O R, HIHEIE, =
YHINNEY I REET3240 H. 77 ARBETI02HT
HY, TUHFLY I FEOOSIET I RHE LEL
THBIZILRE L2 O — FI80.706. 95% S HEX R
0596 ~ 0.837. pfE<0.0001. FER@HIT 7T > 7 I5E) o
o> 3 BEEFATE H C & 4 W {535 W0 b o #3447 3
M (rPFS) ORFSFHT AT A X2 M 543914 X 1)
OFER, i, oYY I FETHEREST, 7
T RETIONHAHTHY, :L‘/"'F}I/57 I R#EODOrPFS
X7 7R R L CHBICER L OMF— R
0.186. 95%IEHEX [ : 0.149 ~ 0.231. pfiE<0.0001. FE
g g s ksE) 2,

7£1) Brief Pain Inventory-Short Form (BPI-SF) ®IHH 3 (24
R DA U 72 e D iV A OFEE) DA 7250 ~ 1
(EfEfEYE) Xx 2 ~ 3 (BREDREIR)

VBRI ORI F: 8 % 2 72 BRI BEST (TRt 32
DI H1OUEICSTIRED) Bhol B

1L OB CHE S s 3R EOPSA ERAED
B, A7) == FEOPSAY 2 ng/L (2ng/mL) Bk
- RECIST (ver. 1.1) TiEF S5 HEHIRZ ORREMETT
YT T T 4 =T 20U EOFHHERED I

12

=

100% -
2 80%
 60% -
3
# 40%{ — T HILEIF (n=872)
shifE 324 HH
= v 778K (n=845)
20% sk fE 3027:)3
NY—
95%1—1EEF‘1 (0 596 0.837)
0% At
0 3 6 9 12 15 18 21 24 27 30 33 36
RS #E A
IHN43K 872 863 850 824 797 745 566 395 244 128 33 2 0
75+%K 845 835 781 744 701 644 484 328 213 102 27 2 O

el e 1) 2 AT BB L

Bl B LA AR O Kaplan-Meier Hi#5

100%

— I YILAIRN (n=832)
= R HEeT
E : w77 2K (n=801)
& 80%q i GkiE 397 1
4 i, NY—KHE
-

B 60% \‘ ss/of—iﬁlzfﬁ 0540, 0230)
g 77777 L‘T«".T """"""""""""""""""""
W 40% Y
= | M, \
S i
Eooowl 0 e .
ES

%+ """ 11

0 3 6 9 12 15 18 21
2o EE # | A
IV¥LEIF 832 514 256 128 34 5 1 0
75K 801 305 79 20 5 0 0 0
P [/ 55 TUAH BRS04 TGRS I 1 o0 MERE S A A7 o
Kaplan-Meier i

BITERE87161 (HAAN286 % &) 56661 (65.0%)

IR b7z, EREIER (10%L 1) 1. 957
(253%). 1Z2TY (134%) L OEL (133%) TH - 720

CRIRErtE 28 § 2 I IRRE)
*17.1.5 EfF £ RS M ER

N 3 7] 25 T AR RER I B\ CL EIBiE % A 3 S Hi7
%%%%méﬁ%~\77%$&5%ﬁﬁﬁktf\
AR VI8N EA 7 AY I H TN %160mg/
H. 572061 (/e AALBIE5746]. H A A366I % & i)

WE ARG Lzs B, MHIBREMZER L TWwiw
HBEICIE, GaRH7 I=A b /7y IT=A ML D

FEHEOEH 2 LEE LTz,

FEFHMIE H Cd % W {55 W b o> 4 18 5 A 17 0

(rPFS) DWRAIFENT (RN A R 5529214 X )

DfEF, hYMEIX, T oLy I RETHEEYT, 7

T ARHETIO0NATHY . TNy I FEEDOrPFS

377 RBEL IR L CHBICIER L M= R

0.39. 95%EFEIX M - 030 ~ 050, pfE< 0.0001. 5l

nyg e Y,

) MR & A T 5 B ALIRE (SRS A R (SRR,
SHERE T FM) O wEEPHRE STz, 72721,
TREOBHGEIIFA S/,

(i) MEVEBALATO 3 71 HUICRIE S 27 v Ra sy v ik
EAHE B (7272 Ly IEEBALRT I (S L o5 i
FEAT B O MIEPSA O BIANATFRD 5 N e Wi

(i) #EMEAILD 4 B/ F TIZEBS N2 1 T — 2O 7% b
SR L Tl

(iii) MEAEAALRTOD 2 7 H LIS EE3% 52556 T L7261 7 b
PND FEs FL Vs (72720, FesFe b5 dh R
U5 BET DD LN WG

(iv) kg (i) oBEICBT L, EEAILETO 6 77 A LN IZH
WHENZT v ROy v IRFIEE IR0 (7272 L.
HEVEZ LTI ES B O BAEST J OIS PS A O B3 hn 7578
D HNEWEE

(v) #EVEZALD 9 H AR E TICHEE S L7z,
8] A< D il iy

FEE A R A%3971 A
- WRRABIRE L LT 7 v Fuy R



oy LESES:

E 80% AL 18.1 "EFRER
E \_,\“\H TP IR, T Y FuS Y EEE (AR) V7
2 L R e T TVREREETH L, ARNOT ¥ Fur v ofe
e Eoliouid ! EWAIICHE L. 7. ARDENEBIT K TFARE
I =T ) DNA LG R T A8k L DA e lET 2% 2,

95%{E#ERM (0.30, 0.50)
0% P<0. 0001 18.2 N BEE1EH
L I YIS I RiE, n vitroll BT, & b aiaz s
Zf%i? 574 516 493 370 256 m:::mez 8 4 1 0 0 HRRIZRS Ly ARMAPEO BRI 2 MG L, Al
F5wR 576 511 445 314 191 106 3 10 0 0 0 0 ORI 2 & 2 2. Hlast % g | 20
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9.2 BEHREEEES
9.2 1EEDETHEEREE (eGFRA30ML/min/1. T3m’KiHE) D
HhoHEH
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[16.7. 1 2] 1T BEORERETIE | ° SESE.
B WL, WEROETIC . R
FREETL L, (FH)
H R OGSk BB [Edi o F g
1. 2I4EM il
. . . e e L LR DARA, D
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# 25 -

N

=~ 20

S 15

N

» 104

w54

8 o —

0 2 - 6 8 10 12 14 16 18 20 22 24

v b e (h)

S 5 OG5 A — ¥

BehH [2E Cuax AUC. Thax
(mg) (ng/mL) (ng-h/mL) (h)
1 6 32.84 244.7 1.03
(14) (21) (0. 733,
1.92)

To Z P IAE (e/MIE, BRI | 2B IME (BT B iR %)

BBPUHERTN IR BE 5 Bl = L ¥ I K 160mg & D
BEAT, A 0.5mg 2 1 H 1 EIEROZREG L X0
5 9B BICERIT 285 Y8 TOEYTIE ST A—F T
KOLEBY Thotz GMNEATFT—X) 9,

BB G DI IFE T A — X
C

ey B Btk AUC,a Toux

(mg) (ng/mL) (ng-h/mL) (h)

0.5 5 8.74 133.9 1.95
(25) (22) (1.0, 4.0)

T EFUE R/, iRl . Z BN T (e By R )

16. 2 R4

16.2. 1 BEDEE

TR BV 18 Il AH 0. bmg Z HERR A& G L= & X,

G 5T 2 B R %R &SRB T 2 78y 7

D Cppox L OV AUC ¢ DIEMERE D LI, ZIEHL 0. 539 LY

0.976 Tho71= GrEATFT—%) 7,

16.3 %1

v MiEFR O X R0 TOWEEZ LT fEESRIE, 0.01

~1pM OPREFIFE TR 74% (& S fSE O IERE ARy 3

130.260) ThV, REKRFMHTRDONARPo7 Y,

16. 4 {35

HEATHETERE R 6 BN MC-2 Z V%0 7 Img & B[RRSO %

HLe &, P TIEREMARO B BH Sz (O E

ANF—5) 7,

16. 5 ittt

HEATHEITERE R 6 BN MC-2 Z %) 7 Img % HARIRE 0%

5 LIz & &, 5 504 BEEHE £ CITHEH S - it ae

1T, RPEOEMHTENEI 68 TN 19. 7% Th o7,

F7. RE(GERITR ST 54. 6%, FEFEDIC 13, 6% 03 HEH Sh

7= GEAT—%) 0,

16.6 B ENDEREETHES

16.6. 1 friaElEE 289 5 E8E

AF 0. bmg ZHERR OB G Lz b &, FERRERES (7

B) xbd A ORE 8B, @FEE G H) LKUO@EE
(13 ) DNFHEREMEEBREY CTOHMEERTRE T ) TD

Crax J2 OV AUC,, DI DO LT, 2 1D0. 946 KT

1.18, ©0.922 K T*1.08, W NZ®0.844 KN 1.18 Th -

7= GMEAT—%) Y,

7#) NCI-ODWG (National Cancer Institute — Organ Dysfunction

Working Group) K:¥EIZ X 5 53%d

16.6.2 BHEEEE2HT HE2E

AF0.5mg & 22 BREIKER OGS L- L &, BHEREIE R

# (eGFRZ90mL/min/1. 73m*, 6 #l) Zxl4 2., ORE

(eGFR : 60~89mL/min/1. 73m*, 7 #l), @ %% (eGFR : 30
~59mL/min/1. 73m*, 8 fil) K U@ (eGFR : 15~
29ml./min/1. 73m*, 7 f5]) OEHEREREEE TOIERAIE ¥
TR T D Cpo O AUCy, DR O IE, ZhZh
DL 17 OV 1. 19, @1.28 FTON1.39, WNZ@2. 06 KT
2.87T Thoi= GMEATF—%) @, [1.3, 7.7, 9.2.1,
9.2.2 /]

16.7 EYHEE/ER

16.7.14 r5a+J—L

EATEE RS 196z, v 7 2V — (P-gp FREIR)
100mg % 1 H 2 [IKER DO E S L, AFH 0. 5mg % HiAIRE M #
G LT- b & ARFIHMB GRICHT 54 N T 2 —ff
WD 5 F 73U T D Cpo Fe OY AUC,, D A E-EIfE D b
I, FAFHL.40 V156 ThHholm BEATFT—%)

¥ [10.2 ]

16.7.2 ZDfth

M YyzrreEdy
WATEIEERE 1THNCY 77 B3 600mg 2 1 H 1 [EIK
ERRORE L, A4 Ing ZHER ARG Lz & &, RAIHE
ML D) 7 7 BV PGSR & 5 %Y
TD Cpag LN AUC, e DRATTEIEO T, TR 1.37 K&
W12 THoT- BEATF—%) W,

(2) AFKNLBCRP DIE L 725 (in vitro) P,

17. ERERRLHE

17.1 MR VR EMEICET 58
(BROAEIEFEEGEDRRBER T 5 E2ERMERIL
BREE)

17.1.1 EREEE I4EER (TALAPRO-2 5XER)

IR & A T 5 BERBIERTTRE  (mCRPC) 12k 2 38
WIHRIEIRE D 72 Y mCRPC B84 805 5] (HASA 116 f1 25
o) ARRIC, XTI RY T+ oz I RER (TAL+
ENZ) #5- & 7R+ Pz 3 ROEH (PLA+ENZ) £
SOFMEERFIT L2 L2 BNE L, EEA(L, R
B, 77 EARR EEREEFBIHERRAE T Lz, #
Z VR 7L, BARHE L LTO0.5mg & 1 B 1 [BlEFeRE O
BEL, =¥ Fid160mg 2 1 H 1 [EEEHRR 0 &5
Lz, 728, MRS 2 5200 QR WEBE I, MR
FEAR VT VALY (GnRH) 72 =& FXUIT v &
T=R MZ LB EBRED Mk SN,

FEIMHIE H b S MR Z B (HRR) #8420
DIRWVEFERICI T 5 Bl TN R X 2 W2
Wr b oo M AE AR (rPRS) O FPJfiEiE, TAL+ENZ BEC
K, PLAFENZ#ECT2L.9 #» A TH Y, ~P— K 0.627
(95%EHEIXH - 0.506, 0.777 ; A lf@RIm 77 v 7 Mg
p<0.0001) T, TAL-+ENZ B CHEZHAICH E R vPFS DIER
NRD LN (202248 H 16 HF—F > hA7),
Fio. BERINCENE STz BRCA AT (BRCAI XX BRCA2
WHAT) ZEBMAERTED | BRCA A T-LIS O HRR B 5
FIE BB MY | K OV HRR BEWE (525 B A MR R Y
@ rPFS K OVRAAFHIR (0S) DR FIZENEN TERD
LBYTHoTz (rPFS:2022 458 A 16 HTF—4 v b4
7. 0S:2023 4£3 H 28 HF—4 v b4 7),

W) Ty RaZ UBREREROE T v Fa 7 Al
PR SNz, F7o, I EBIESZ MR ARE ICT LC
TEITFu s EES Y RPUEEEAITTE SN
7=

1 2) HEAERLATIZ SN L 7o Tl T A BB O RN
BoONBE. LOEMELLRTORARE RITRH SR
ZAUETZEREL U7 MR AR L 5 TR I & 0 B a2 5
REOERENGONT-BEEZ IS E LT,
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BRCA AR T 3% BRCA B T-LAS 0O HRR B AR A R oA
AR D rPFS K TN 0S

N o (7 A) A= R
IR TAER B HRE lGES ] )
[oomfEaE X ] | [95%(=HH <]
TAL+ENZ B | 30 - [16.8, -] 0.27 [0.13,
BRCA Bt
PLA+ENZ | 39 |11.0 [5.9, 21.9] 0. 56]
TAL+ENZ #¢ | 77 | 24.6 [16.5, -]
BRCA LIS+ HRR 0.72 [0. 46,
) 19.3 [11.0,
rPFS e PLA+ENZ # | 68 1.14]
27.7]
TAL+ENZ B | 270 - [33.1, -]
0.72 [0.55,
HRR [ 23.3 [19.2,
PLA-+ENZ Bf | 277 0.94]
30. 5]
TAL+ENZ # | 30 | 41.9 [24.4, -1 | o0.61 [0.31,
BRCA Bt
PLA+ENZ #£ | 39 | 26.1 [15.2, -] 1.22]
BRCA LIS HRR | TAL+ENZ B¢ | 77 - [34.5, -] 0.73 [0. 44,
0S
[l PLA+ENZ | 68 | 38.2 [30.2, -] 1.22]
TAL+ENZ B | 270 - [33.0, -] 0.98 [0.75,
HRR &
PLA+ENZ # | 277 | 38.7 [35.0, -] 1.28]

—  HEERRE, *1 1 FERERI Cox Wl P — RET /L, *2 ¢ LR (R S
WERRIR DU T BROA AR T4 B E &b ST fBA | *3 - EBHE AR
RSO MSERIR O VF AT BRCA AR T- LS 0 HRR B = 128 B p5 1 & )
W S AU w4 SRR IR S OUERR (A 0> 7 C HRR BE A5 7248 Bl
PEEHWT Sz, XE—F ORIEDZ THRAERRES GBIV, L%k T HRR B
R T2 R RN LI Sz B

B TN B RSl 12 K D rPFS @ Kaplan-Meier ghifi
(BRCA T 175 Syt AR )

0 TAL+ENZ. (N=30)
. poed i
s , - = - - PLA+ENZ (N=39)
it 1104 A
; o >'
b
£
7 ooa
i

O JEREE o — R 02T
oo | 9BGEIER : 0.13, 0.56

8 0z 4 6 B 10 12 14 16 18 0 2 4 N B N R M ¥ M 0 &

W (»H)

U Ay BE
TAL4ENZ:» 2 =2 2 » =2 B 18 B ¥ 15 W 1B W 6 5 3 1 0
PLA+ENZ:» 13 s =2 =a 1 o9 ° o 9 8 & 4 2 2 1 ®© 0

TAL: #5307, ENZ: =2 HAF I F, PLA: F 5B

25N RGN 398 6] (HAN 60 fil&Ede)

357 {51 (89. 7%) \CEIEM RO bz, EARRNERIXE M
(62.1%) . LFHRERERISD (34, 2%) . &S5 (30.4%) . /MK

g (22.4%) . A mEREGED (20.6%) FTHo7 (2022

8 A 16 Ay MATHEDER) 19,

(DAL EEED H B BROABIZFERGMEMN D HER2 &

HEDFMAEER ETEFHIE

17.1. 2 ENEE | tHERER (C3441030 KER)

ERERANE SR AN D BRCA TBARTZ8 5 (JRRUZS S 33w 28 S g
V) B2 HER2 B4t 0O AT R RE X UL BRI FLas BT 19 4
R L LIziRk/S— MZBWTC, BIttHEE L TH T Y

RYZ Img & 1 B 1 AR OG- Uz, EERMEE T
B DR (RRETEAHE) 2HEE LZBFE 114 [

Zh= 57. 9% (90%fSHEX MM : 36.8, 77.0)] Th ol

5'7 VR TG & 19 B 19 1] (100%) ICEITER
RO Bz, EReRIERIFE M (68.4%) . 4 PERBAE
(63.2%) . FIMERIAME (42.1%) . BLEISE (31.6%). AW

& (31.6%) . M/RIBAME (31.6%) . HBEsE (26.3%) T
botz (202141 H 11 BA v b4 7S 0%ER) 17,
17.1.3 5V 5 M4AERER (EMBRACA XE&)

AFERRESREN D BRCA AR T- 5 (A B UTIRrO s J ke
W) BEtEOHER2 2 THY . T T A 7 U UREUE
PEREEAI L & 54 RPUEME ISR (22 CThRVigEA)
2 X DIBEE AT 5 TITARRE U I AL B 431 %
RGBT %) T L ERIDEIR LI LS EE (X
ZEey, 2 YTV FAVEZELCIE ) LLE DN
TNNEER) OFIMEERFITLZE2AME Lz,
&AL, FEEMR, SEATEER., Vs 25 ARG 4 580 L 72,
2Z ) E, BRRAHEE LCing 2 1 H 1 [BIEFRE O
BE L=,

FEFHIE H Cd D B TN PGl & 2 MR
W OHRIAEIL, %5V Z7ETS8.6 1 A, (LFRRIER
T5.6 #ATHY, ~"NYP—KEIZ0.542 (95%EHEXM -
0.413, 0.711 ; WMERI 2 7' F > 7 BiE p<0.0001) T, #

Z R 7ﬂifﬁu+%ﬁ’3 BRI OER 2
e b,

BTN A (2 & A B AR AR A O Kaplan-Meier
kR (TSR )

I 558 S (N=287) {e2psheit: (N=144)

5 N e \_\ tigafili 8.64 1 hfili 5.64 1
s

B A NN
E i~ i
B y -

® -

VA BEK w (» A)

RIYKYTIM M L8 9 s 4 W @11z s 8100

ts—iﬂ‘ 144 88 34 9 8 4 2 2 1 0 0 0 0 0

2580 T B & - 286 fild 256 ] (89.5%) T
TERMRO biviz, ERREWERITE M (49.3%) . ¥%
(39.5%) . > (36.7%) . LFhERHEAE (25.5%) . WBLESE
(24.8%) EThotz (202143 A5 HU v MATHREREOE
9,

18. EapEE

18. 1 tEFH#E

18.1.1 PARP FRE;E 1

%5 %0 71, b b PARP-1 } OV PARP-2 (25 L CRRE/E
AZR LT (% ICsfE : 0.7 K0, 3nmol/L) ',

18. 2 [EEATEINFI/E

278 VL, BRCABIGTAERGYED © Flyg B i ia
KR (MX-1 J2 OV MDA-MB-468)  J2 ON BRCA #&15 TR &
I BITSZ AR F kiR (LNCaP, C4-2 KON 22RV1) (2% LT
WEINEIVER 2= LT (in vitro) ., F1-. # 5 /%Y
TUX, BRCAEAR 125 FERG M 0> FL8 fR A 1 RN S A A
(T168 J TN HBCx—10) KON BRCA WA F RSO & MRS
Mg AR (LNCaP) % FRAE L7-X— K< D RILE
W, BEETEHRIER 2R LTz (in vivo) 2V,

19. AR I Y S ELEIME

SREA TR - 2T %Y T R VERME (Talazoparib
Tosilate)
1b2#44 « (8S, 9R) —5-Fluoro—8-(4-fluorophenyl) -9- (1-
methyl-1/#1, 2, 4-triazol-5-yl) -2, 7, 8, 9—tetrahydro-3/4#
pyrido[4, 3, 2—de]phthalazin-3-one mono (4—
methylbenzenesul fonate)
45 F 2 ¢ CooHyFoNgO = C7Hg0,8
y-H: 1 552.55
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MO AR~ BAORETH D, PAFILANLK
XU RKRON, FORAFARLAT I RIZETRTL, =4
/b (99.5) ITRRRITITL K, 2-F X — Vs
12 <L KIZIEE A EEIT 2,

(b=

21 EREH
A ) 27 FHEE A RED L, WEICE/LT D L,

22. @%

(Z—EF+HTEI)L0. Img)

10 78N [10 L (FY 2F2—) X1]
(B—E+H Tt 0. 25mg)

10 77BN [10 878N (7T 2Z—) X1]
(Z—EFHTEIL Ing)

10 78N [10 8L (FY 2&2—) X1]

23. EE XXk
D) IR - RVEFRAICET DB (20XX 45 XX H XX HA&GR
CTD2. 6. 6. 6. 2)

2) FLiFeh P (20XX 4E XX H XX H KGR CTD2. 6. 4. 6. 5)

3) RERGFEMERER (MR axxT 4 7 Atz &)
(20XX 4F XX H XX H7KGE CTD2. 6. 6. 3)

4) WnFEMERER (20XX 4F XX H XX H7KFR CTD2. 6. 6. 4)

5) ENE T AHRER (03441030 3BR) (20XX 4E XX H XX HK

R CTD2.7.2.2.2.1)

6) [EBSIL[E S MIFEEAER (TALAPRO-2 34BR) (20XX 4F XX H XX

H7&FR CTD2. 7. 2. 2. 2.12)

7) BEOEE (20XX4E XX H XX /AR CTD2.7.1.2. 1)

8) 3Aii (20XX 4E XX H XX H/KFR CTD2.7.2.3.4.2)

9) fAE (20XX 4E XX H XX H/KF8 CTD2.7.2.3.4.3)

10) HEHE (20XX 4F XX H XX H7&FR CTD2. 7. 2. 2. 2. 6)

11) FTEEREREE %8

12) BHEREREE OB

13) 4 N7 aF Y — L OFEMMEEMER (20XX 4 XX A XX

H#&FR CTD2.7.2.2.2.7)

14) V77 e 0EWHEIER (20XX4 XX A XX H

FKFRCTD2.7.2.2.2.7)

15) fo@Eimths L OHEE b 7 o AR —% — (20XX 4E XX A

XX H7&F CTD2. 6. 4.3.4.1)

16) [ERSILESMAEEER (TALAPRO-2 3X5R) (20XX 4F XX A

XX H7KE8 CTD2. 7. 6. 14)

17) [ENE TR (03441030 3BR) (20XX 4E XX H XX H

AAFCTD2. 7.6.11)

18) VAMETIAEERER (EMBRACA 35%) (20XX 4F XX A XX H &

#CID2.7.6.7)

19) PARP (Zxd % &% 7 V'R 7 O&RMER L O ERE
(20XX 4= XX A XX H7Z&GR CTD2.6.2.2. 1. 1)

20) In vitro HEFER (20XX 4 XX A XX HAR

CTD2.6.2.2.1)

21) In vivo FKIEEFABR (20XX 4F XX A XX H KGR

CTD2. 6. 2.2.2)

24, XERERER VB WEDEE

77 A Y=ot "WAERE 2 —
T151-8589  HURTHIEA KAR 4 R 3-22-7
FHHER A A YL 0120-664-467

FAX 03-3379-3053

25 RIRFEIT EDEE

AHNIHEIRG TH D72, BATBEERE 1075 (F
18 4E3 H 6 HAN) 1TH-3&%, 202X 4E X ARH £ TIL. #
X 1E 14 BoZREE SN TWET,

26 BERTEEESE

26. 1 BiEHRFET

7 7 A P&t
R KA % K 3-22-7
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250 T VR
1.8 IwftE (%)
1.8.2 Zhe U3z (%) , HIEAROHE () & Z0ORERIL

L ZEEXIIBIR (R) & ZORERM
L1 BT R ()
(#—¥F 7%/ 0.1mg)

O R EEHTIERTNI
(X —E¥FH 7 N0.25mg)

O EBIRTMERT T e

OBRCATEAR T2 B 151 > DHER2 2 O AT AR RE XIS FF 58 I
(#—CF 7N Img)

OBRCAE T 25 B 5 H > O HER2FEME: O AN RE X% 78 A

1.2. FEEXIIR (B) OR TR
1.2.1. EEBEGUIE AT BRE ORR EARHL

EBHECHIMERI IR (CRPC) 1Zxf L C, [EBRILFEZE 3 FHER (C3441021 iABR) D/X— 12 =2
A— 1 OFZME, 725NN M55 HIZEH#HOZ T ) T oL g I RoOJFHEE 0%
RIS E FIRENIIRIERE () ZERE L.

FHFEL ZE1E (HRR) (ZEEEE 72 ILMEEMICE 59 % HRR BIn FICEROFEA D720
CRPC BIMEEE Zxf5 L L2 C3441021 RBRIZBWT, IR+ P I REEE L
T, X7 RN TH2 PN I REECHREBEITEZIIRTCOY 2708 373% KT L, EEM
HH TH D BB PN RGN E W X 2 Ei{g o M A TR (tPFS) (2 DWTHERFIIC
HENPOWRNCERO H 5 L ENEO b [N — R 0.627, 95%(FHEX M (CD)
0.506, 0.777 ; )ﬁﬂ'l):%'JD 7T U RE p<0.0001] , rPFS OHEX, %7V R 7+ WL
2 REECIXRETHY (95%ClL: 275, KiE) , 7'7R+= P2 I REETE21.9 » A
(95% CI : 16.6, 25.1) Th o7z, EELFIKRFHMIEE Th o 2AEFHE (0S) T
FERITHR S TELA XY M TIiEZAeW72S, HRR B FEROAEL b W EBRESN
HTIE, #T7 N T A oW E I REETO BB RNED BTz, 252 DR TICHS =
BEINEAF— R (5 %) 7% 7T 8AR) 130.888 (95% CI : 0.693, 1.138 ; FIfE 5]
077 I RE p=0.1736) THV, X TV NRX) T+ Px I RETRERFERTH -T2,
OS OHRAEIX, ¥ TV XY T+ P Z I REET364 7 H (95%Cl: 335, KiE) , 77%&
RAT P I RRECRE (95%CI : 33.7, RiE) ThoT-,

C3441021 ABRDOJERMER T & L7 HRR B FAEROF )b LT, EOEsEMIZHE W
TH rPFS DIEE MR ST, Al & ME T HRR &5 AR 0 OFEM TlE, PFS OH
RAEIEH TR T+ oz I RRET279 4 H (95%CL: 16.6, KiE) , 7R+
NH I REET 164 5 A (95%CI : 109, 24.6) ThHY, ~¥— KEiE 0457 (95% CI: 0.297,

0.702 ; FERI v 7 o 7 i€ p=0.0001) Td-7=, £7-, HRR BEiaF+ERA L/ RHDERSY
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250 T VR
1.8 IwftE (%)
1.8.2 Zhe U3z (%) , HIEAROHE () & Z0ORERIL

M TIE, PFS OHFRAEIZZ 7V %) T+ X I REECRE (95%CI : 27.5, RiE) , 7
FER+T PN E I FEET22.5 5 H (95%CL: 19.1, 30.5) THY, »¥— KT 0.697
(95% CI : 0.544, 0.892 ; FlERI = 7 Z o 7 1€ p=0.0020) ToH->72, ZD XK 9 IZ HRR Eis
FEBROFEIZL SFREEMICEIT 2 FTEMTOME L —F L T\,

C3441021 #Broo A AR NER (116 #l) TiE, PES OFRAEIZZ TV R T+ WL & 3 Nt
(95%CI : 279, KiE) BIOT TR+ P ¥ I REE (95%CL: 249, KiE) & HICKRE
ThHolz [»NP— K 0887 (95%Cl: 0.450, 1.751) ] , OS OHFRAEII X TV XY T+ W
VA REE (95%CI:29.7, KRiE) BIXOT 7R+ B I FEE (95%CI: RiE, R
) EBLICRETHSTZ, NP — REIE1.062 (95% CI: 0.511, 2.205 ; F{AlERIa 72 > 7k
iE p=0.5642) Th o7z, 12 # ARRORAEFRIZF FZ NN T+ Py I gL 7T 8R
+ W I REECENEI0.950 3 X 100.923, 24 » HRFSOLEFERITIY TR 7+
TN E I REEE T TR+ X I REETENZEN 0833 BL 0785 TH Y, Wi
DOIRFRIZBNTHE X TR T+ oLy I REECHEIE EEWER RO Sz, £ 0o
BIRFEHH 2OV T, HEBRAERORER &R, BARNBFEMIBNTE 7Y Y 7+
TUPNE I REECRARERNPE LN,

DlEnbry, 27 R) 7P g I ROFHEEIT HRR Gia 2RO L 5%
BHCHIME RS REE BE IO U CRRRICE RO S 5892 R L2 2 &0 D, eI sh &
(%) % [EBIRPIERISIIRE & Lis,

F D%, eI EITARBEDOBRICB WU TORHEK & 2o,

OBRCA BAn T B D 1w sk 2 A 5 2 BB R IR eE

1.2.2. BRCA SExFZ 2 5>0 HER2 M0 FHFAREE I HE R ILE O R ERHL

BRCA /5T R >> HER2 [2PE D FHAGE £ 72 I3 HFEFMICR LT, #Esh CofE L 7= 1
TEZ AL 3 FHRRBR (C3441009 7kBR) , &5 3 FHRBROAZIMEZ AT 2 3 DDakBR [C3441008 3
BRSNS 2 AHRRBR) , C3441007 sk GEAMEE 1| AHRAER) Rl T RE 722 P A R B L O

C3441030 3R (EWNH 1 HRE) DI S— ] 2o/ AALME, 705 TNT M2.5.5 IR
WL TR TOREMITESE, PREXITR (R) Z#RELL,

gBRCA B{x 1- 2 551 HER2 B2 RTHETT £ 721358 ILE O B 2 %15 & L7- C3441009 7
BRICBWT, #7080 TREXIERE(TER 2 IR L7253 (PCT) (v &by, =7
Vo, FAUvAEVEZFE  Lrey) BEE B L C, EAEITEIIE T OMRT Y 27 %
46% 0 7o, FEFHMEEE Th 2 MM (PFS) O HJEIL PCT #£0 5.6 » H
(95%CI: 4.2, 6.7) LHELT, ¥V /N TEETIEH86 # H (95%CI: 72, 9.3) IZHEE
L, HEHICH B OB CERIICERO S HeEE /R LT [N — R 0.542,  (95% CI
0.413, 0.711) ; WAIERIT 7 F > 7 #E p<0.0001] , EEARHFMEORIKRGEHMIER TéH 5 0S
D T AT TII&R G RER O~ — RERIE 0.848 (95% CI : 0.670, 1.073) , Wiflf@Hla 7 < 7
RREIZE D pfHiX 01693 TH Y, HEAEITRINGRNSTZN, X T )0 THETRIF 7@ RN
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250 T VR
1.8 IwftE (%)
1.8.2 Zhe U3z (%) , HIEAROHE () & Z0ORERIL

BOBNTZ, OS OHRAEILZ TV R TRET 193 5 H (95%CI : 16.6, 22.5) , PCT BT
195 7 H (95%CI: 17.4, 22.4) Th-ol=, 2FEEHFERB L O3 FEAFERICEE LOENED S
A, PCTREL I LT, # T R THECREEREZ R LT [T Y80 78 42% 2 4)
27% (34) , PCTHE :38% (24F) , 21% B4) 1., &6iT, 7Yy R THEEICLY KB
Z5h% (ORR) , Z&2hHifl (DOR) , L OERRIICERRD & 5 R IRFIREE « ATEOE D
T E oMM s LT,

[EIWNE 1 AHRBRTH D C3441030 ABROILK/N— MIBWNT, ¥ TV " 751X, ¢gBRCA E
B2 RGO RPTET £ 72 BB AR 26 T 5 HANBFIZB W THEIKRMIZESRO H 5 HuiE
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EPACFIFRERE QLU AVUT) ObLBEEFGEL, 7o NIV A7V RELITHF
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C3441021 BRI L OV E TIEM L 72 R OR RICESE, AAOHELOCHE (8)

EROEBOVERELL,

FEMIIRTS IR M2.7.3.4 I A S,
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60mL/min/1. 73m* Ajii) TIEAKI 1 H 1[5 0. 35mg ZBAAEH & &
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3H-pyrido[4,3,2-de]phthalazin-3-one
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AN)2,189-7 N T & Ru3H-E'Y R[432-de]7 ¥ 7Y v-3-F v —@-AF )L
O AP o 37

I

(4 —¥FH7+E/L0.1mg)
OBRCA JBARF ARG DR R 24 3 5 BSFRETME R IR

(4 —¥FH 7=/ 0.25mg)
OBRCA JBARF ARG DR R 24 3 5 BFRETME R IR
O IALTFHIEIED & D BRCA TBARTF2E FLB5E) > HER2 2D Fif A He I
IR R

(H—EF W 7FEN Img)
OMNAALEFIEIED & % BRCA R T2 B PE7 > HER2 FRMED FIRARE U
FRIEFLIE

& - &

(BRCA &5 F2 5% O MREsks 2 3 5 BEMRHUERT L vE)

TP E I FEOHHICBWT, #HE, RAIIZZ 7N 7L TLH I
] 0.5mg A& 535, 7ok, BEOREBICXVEERET S,
(DAACTFRIEIE D & % BRCA iB151Z8 B 15514 7> HER2 214D TR AEE X
RS AL

WH. RACIEZ TR 7L LT HLE Img 208515, 2k, B
OWRFEIZ LV EERET D,

IR DIRE

iR K OF
HISY - Sy

JJE

JRE 2T R T VR

A

L4 —EF N TN 0Img [1 BT RAFHZRY 7 & LT 0.Img
(%730 7 FIOVEEHE 0.145mg) ]

H—EF TN 025mg [1 7 EALHZ T3 7L LT 025mg
(%730 7 FOVERHE 0.363mg) ]

2 —BF N TN Img [1 BT EAFHFYRY 7L LT Img
(%30 7 F I O)VEEHE 1.453mg) ]

s Hila] & 575k
B Fd el B GAR S WS O EIE &
7 vk s &1 1 mg/kg/H
A X St 3= 0.1 mg/kg/H
AR 8 5- 2%
h& =R o
EhE | 54 (mgkg'H) | (mgkg'R) sty
Fyh| SHE | 0% <0.3 0.3 mg/kg/ H LA E - ARZEHARIH1IZ 1 BI5E
(#%m) 0,03,1,3 T, RE, BRI, RmERST A—
& (RiEkE, ~erovry, ~<h
7 Uy MB) {, AMmMEKATA—%
(FrEkEk, U o SEREk, BERE, K
RGEGL I ¥, g, 7
a—21, #Y s, ASTY, ALTY,
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s & O AR EE R, i BRI IR
B, BBIOGBEOT R b— A
M, GALT OiBfE, U v 300
SBHE, MARRY BRI, BTl BE
Shaimn T, REHL O FE/ 2

1 mg/kg/H ULk« RO TEEO—HR
BEDZEAL, K3 6~7 H ORUMIEICZ L B
SETC/HREE, B REMARIE D 3 K Otk
RE DAL & B L 7~ Mk Al
X OMMEAE L EREEOR, ST
R& LT FHEMERIROZE L, MoZs
&, FEROBRLE L OFEE FiRo %
&, BRI, DEOMEZN, M
i L OFFIROBES M E T, Ml ~
sa7y—iFM, T o,
TR, M, BHEIS X O COmEN O
HIE DA M2 B 72 O RE F 7213 H
i, FEHI X OWRER LR, i
falEst, YREOIPPASE, MFs L O
TEMERRERT, MREE]
3mgkg/H : K3 1~3 HOBIE (i
FEHE, TR b= A [T KB
T, KEE(E, 773, kbR
WIEER, MRRY o SERER, MgE R

Page 2

1AM | 7% <0.005 | 0.005 mg/kg/ A 2Lk FFHE EROE A
(&) | 0,0.005, 1
0.015, 0.05 0.015 mg/kg/B : LFRICINZ T, HFFEd
NEFFRRL
0.05 mg/kg/H : fKHEl, EEFE], #E
OIEN, BRI, Rk < Z
A—& (R, ~Er7mEy, ~
< 27Uy ME) , AMERAST A—
& (U v Bk, HPERED) L, SR
BrompER, OEEET, L
EowEB i, BROEM L OWER
EAREEN OMIARRE, B AR
A, TR L OB Y oo Ei o Rt
s, g X OWIARD U Bk,
MRE B IO IGO0 7T R h— R
m, o EHERREEIE, AE IO ZEE/ZE
4
3nHM | 0 ? 0.015 0.005 mg/kg/ A« FFL TR E TR L
#11) |0,0.005, 0.015 mg/kg/ B PA L« fKTE], $HAFE:
0.015, 1, ek, FHRmsRART,
0.05/0.04 AR EREL, IBREY v oY >
(0.05 SSERL
mg/kg/H 0.05/0.04 mg/kg/ H : PYHIE, EJE ORI
#R 50 H BT A — 2 L7 BN — R B D 2
A5 63 H b (], FBLIOROKEH) 0L 58k
F T HEEE, ~Er/nerl, ~< L
L, #l Uy ME, SEERIMERART, R
64 Hin b MmE~E 7o e &Y, [imEks
0.04 me/kg/ A5 FBERLSN DY 7 5 A
Hzp L ), M, WREET, Mg
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BB LU LBk, B L O
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FEE AR DB RS R, Mg /K
JRE-E B> MEE b T S 72 LI e i
T, BBEELY L SEio Y oSER], il
Shidm T

P

5 HH
(&)

S
0, 0.003,
0.01, 0.03,
0.1

0.003

0.003 mg/kg/H LA E - fafo> U o _Ek]
0.01 mg/kg/ H LI« @A IMEREL, A
MmERES, MRERL, Moy ok
, BEo7 R =21, GALT,

U »NEids KOO Lo Y 2o
BRI, i BB e

0.03 mg/kg/ H EA E - (R 5, A &GE
BERT, B, EEORE, F
RERE, HEREL, GREERERE, K
A E M, Rk, ~e
o, ~v b7 Uy MEd, f/ME
#d

0.1 mg/kg/ H : GFERERE), FE1C/HAZE,
REL, REIZFERE, WLEOEE
(R EIIRERE) , U Eio%k
o (REAs) | MR, Dl K Ovifio
2t (FR) , BEEERALAERE, FLEAM
B L UMD L T F R £ 721
I FURWEOAE, WIBOEM,
PERIRE Y 2 B O NS DB, T
A=V RAEEZ LMazEE 24
ke OIRsR, AR (R,
", +80, =, 8%, &, B
B, U ooxHf, Mo, B, GOMs, R
W) CoHif, EHGER (i, R
ik, EME) TOMIE AR Hil,
DTV a—=F UL, WEROMEMEZE
P, ERER LV oo bITEE
F U 7o MBS iE

1 » AR
(# /)

I?

0, 0.0005,
0.0015,
0.005, 0.01

0.005

0.0015 mg/kg/ H LLF « RFRt 9~ X pr AL
el

0.005 mg/kg/ A BAE = U »osEkEkd,
GALT, VU >/ Hik X O R L
DY R

0.01 mg/kg/H : ARMEREL, ~~ k2
Uy MY, i REN,  HERR i ERE
I, AmERE, U ooNERE], HEREK
1, BEEOMBEELY, + 8B 7T R
h— RN, BIG, B K OWE
T?D GALT DB

34 HM
(/)

N
0, 0.0015,
0.005, 0.01

0.005

0.0015 mg/kg/ A @ Bt &2 L
0.005 mg/kg/ H LA L @ JRIfWER ST A — &
2

0.01 mg/kg/H : AIMER T X =21 (F
FRERLASN DRFY) , SR M ER AL
T, EHRMERANE 7w B R, K
BORE LR O/, FR B
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OWNPEHINEFEE, KIEEEHO 2<%
EED M:E H T

BI1E

(BRCA BARF L G ORIREAE & 3 2 EERBUIERT LR
EIRR I ESE 3 FHRABR (C3441021 #BR, TALAPRO-2 RABR) 2B\ T, = L
I REDHHBEREELTEZ TR TE2EELZREORENT —% (55—
Ahy AT H 202248 H 16 H)

BIER O3Bk 357/398 = 89.7%
AI1E R O FEXE W %
21 247 62.1
A ER AR 136 342
97 121 30.4
iR 89 22.4
SRRz e 82 20.6

%

(DAACTFRIERE D & D BRCA EAn1 22 F 5 7>> HER2 [ O FHTASEE T
RIS
WEANES 3 AHEAER (C3441009 385k, EMBRACA #BR) 1B\ T, # 7 R) 7%
BEL-REOLZENT—4% (F—%hy A 7H 202143 A 58)

BIVER O FRHELHR 256/286 = 89.5 %
BIVEFH O " %
=il 141 493
P 7 113 39.5
N 105 36.7
I H BRI iE 73 25.5
it i 71 24.8
e

EWNE 1 AERER (C3441030 RBR) DK/ N— FNTBWT, ¥ 7y XU 7 a#kh
LI-BEORENT —4% (=2 A7 H 202141 H 11 H)

BIVER O3Bk 19/19 =100 %
BIlVEF o FldH " %

=Xl 13 68.4

T BRI E 12 63.2

I I BRI E 8 42.1
BEEAE 6 31.6

M N 6 31.6
/R iE 6 31.6
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32511 Nomenclature
32512 Structure
32513 General Properties
32521 Manufacturer(s)
32522 Description of Manufacturing Process and Process Controls
32523 Control of Materials
32524 Control of Critical Steps and Intermediates
32825 Process Validation and or Evaluation
32526 Manufacturing Process Development
32531 Elucidation of Structure and Other Characteristics
32532 Impurities
32.84.1 - Specification Ty APk 20l 20l F- [ MR A
32542 Analytical Procedures
32543 Validation of Analytical Procedures
32544 Batch Analyses
32545 Justification of Specification
3285 Reference Standards or Materials
32561 Container Closure System-Description of Container Closure System
32562 Container Closure System-Specification
32.8.63 Container Closure System-Analytical Procedures
32571 Stability Summary and Conclusions
32572 Post-approval Stability Protocol and Stability Commitments
32873 Stability Data
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32p.1 Description and Composition of the Drug Product - JP
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32p22 Drug Product
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3.2.P3.1 Manufacturer(s) - JP
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3.2.P33 Description of Manufacturing Process and Process Controls
3.2.P34 Controls of Critical Steps and Intermediates
3.2.P3.5 Process Validation and or Evaluation
3.2.P.4.1 Specifications-Compendial - JP
3.2.P4.2 Analytical Procedures-Compendial - JP
3.2.P43 Validation of Analytical Procedures - JP
3244 Justification of Specifications-Compendial - JP Ty APk 20l s | ShIE TR i
3.2.P45 Excipients of Human or Animal Origin (NCE & BIOS)
3.2.P4.6 Novel Excipients
3.2.P5.1 Specification(s)-JP
32.P.5.2 Analytical Procedures
3.2.P53 Validation Analytical Procedures - JP
3.2.P53 Validation of Analytical Procedures - Addendum 0.1 mg
32.P.54 Batch Analyses - 0.1 mg
32.P.54 Batch Analyses - 0.25 and 1 mg
3.2.P5.5 Characterisation of Impurities
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3.2.P.6 Reference Standards or Materials
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3.2.P.72 Container Closure System-Specifications - Blister
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33 BEIM
3.3.1 Sheldrick GM. A short history of SHELX. Acta Cryst. 2008;(A64):112-122. Sheldrick GM SE Acta Cryst 5 i
Burla MC, Caliandro R, Camalli M, et al. SIR2004: an improved tool for crystal structure Burla MC, Caliandro R, N
=] BE
332 determination and refinement. J Appl Cryst. 2005;(38):381-388. Camalli M, et al. #hE J Appl Cryst >
A . Volume C matt 1, physical and chemical tables. In: Wilson AJC, editors. International tabl
333 International tables for crystallography. Dordrecht/Boston/London: Kluwer Academic Anonymous SE f“ ema tmltlm * : s 5 e
Publishers;1992: 219. for crystallography
334 Burnett MN and Johnson CK. ORTEP III: Oak Ridge Thermal Ellipsoid Plot Program for Burnett MN and Johnson P _ . -
- Crystal Structure Illustrations. Oak Ridge National Laboratory Report ORNL-6895. Jul 1996. [CK =
Farrugia LJ. ORTEP-3 for windows - a version of ORTEP-III with a graphical user interface . N
335 F: aLJ J Appl Cryst e e
(GUI). J Appl Cryst. 1997;(30):565. amugia #hE pp Ly >
Flack HD and Bernardinelli G. Absolute structure and absolute configuration. Acta Cryst. Flack HD and N
= %5 £
336 1999;(A55):908-915. Berardinelli G e Acta Ciryst > k
Flack HD and Bernardinelli G. Reporting and evaluating absolute-structure and Flack HD and N
i BE
337 absolute-configuration determinations. J Appl Cryst. 20005(33):1143-1148. Bernardinelli G #HE J Appl Cryst >
Hooft RW, Straver LH, Spek AL. Determination of absolute structure using Bayesian statistics [Hooft RW, Straver LH, N
= %5 £
338 on Bijvoet differences. J Appl Cryst. 2008;41(Pt 1):96-103. Spek AL #hE J Appl Cryst > ’
339 Flack HD. On Enantiomorph-polarity estimation. Acta Cryst. 1983;(A39):876-881. Flack HD SE Acta Cryst EEe i
Feeder N, Pidcock E, Reilly AM, et al. The integration of solid-form informatics into solid- Feeder N, Pidcock E, N
k| 2 e "
3310 form selection. J Pharm Pharmacol. 2015:(67):857-868. Reilly AM, etal. e  Pham Pharmacol 2455
Galek PTA, Fabian L, Motherwell WDS, et al. Ki -based model of hyd bondis Galek PTA, Fabian L.
3311 Lo S : ° ° : y Acta Cryst b=
propensity in organic crystals. Acta Cryst. 2007;(B63):768-782. Motherwell WDS, et al. #hE cta Ly >
Dong X, Tsong Y, and Shen M. Statistical considerations in setting product specifications. ] [Dong X, Tsong Y, and . N N
B 2% e
33.12 Biopharm Stat. 2015;(25): 280-294. Shen M #hE ) Biopharm Stat > ’
3313 U.S Environmental Protection Agency. Propylene glycol monomethyl ether (PGME); CASRN |U.S En.vlronmsmal P _ Bz "
107-98-2. 01 Jul 1991. Protection Agency
3314 Landry TD, Gushow TS and Yano BL. Propylene glycol monomethyl ether: a 13-week Landry TD, Gushow TS P Fundamental App . -
- toxicity study in rats and rabbits. Fundamental App Tox. 1983;(3):627-630. and Yano BL Tox -
European Union Risk report: ethyl European Commission - Joint European Chemical
3315 Research Centre Institute for Health and Consumer Protection, European Chemicals Bureau  [European Commission SE l;uyzgea emicals EEe e
(ECB). 2002; Vol 13. CAS No:141-97-9, EINECS No: 205-516-1:1-85. ureau
3316 US Food and Drug Code of federal . Title 21, Volume 3. us F?od anf:l Drug P _ s P
21CFR172.515 Administration.
Colgan ST, Watson TJ, Whipple RD, et al. The application of Science- and Risk-Based Colgan ST, Watson TJ, .
3.3.1 ] Pharm Innov 2 &
317 Concepts to Drug Substance Stability Strategies. J Pharm Innov. 2012; (7):205-213. Whipple RD, et al. S+ J Pharm Innov 5%
Colgan ST, Timpano RJ, Roberts M, et al. Opportunities for Lean Stability Strategies. J Pharm |Colgan ST, Timpano RJ, .
3.3.1 ] Pharm Innov % &
318 Innov. 2014;(9):259-271. Roberts M, et al. S+ J Pharm Innov 5%
Tadros TF. Colloid stability, the role of surface forces — part 1. In: Tadros TF, editors. Colloids Colloids and interf:
33.19 and interface science series. Germany, WILEY-VCH Verlag GmbH & Co. KGaA Tadros TF Sh1E -oTolds and Infertace) 5 .3
science series
2007;Volume 1:1-22.
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4.2.1.1 Zh)1 & BAHT 58k
BIOCHEMICAL SELECTIVITY OF TALAZOPARIB ACROSS A PANEL OF ADP- _ - S _,
42,111 pr-06944076_ [ 092045 | G ENZYMES 20fl=1A Kl S LR FHi
42.1.12 BMN673-J093 Single Agent Cytotoxicity of BMN 673 and Related Compounds in Cultured Cell Lines | ] 20l ~ 201 ‘ S PR FHi "
Determine Anti-proliferative Effects of Talazoparib (MDV3800) as Single Agent or in _ ] o 2 =5
42113 MDV3800P017 Combination with Temozolomide or SN38 in Prostate Cancer Cell Lines L 2ol 2ol W A HARH Hil
42114 pr-osoas076, N 091646 E/I?]I:I/ji[cl)\r:;RIB INDUCED CHROMATIN PARP TRAPPING INBREAST CANCER | 2ol 1 Pfizer (San Diego), K[ i — i i
MDVT- Invivo Study of Efficacy of MDV3800 in the Subcutancous BR-05-0028 Patient-derived S .
2 ~2 S dRgleE i e
42115 20[ll0830B (MDV3800P058) Xenograft (PDX) Model in Female BALB/c Nude Mice - O.$IH O.$IH . HARH !
42116 MDV3800P014 I\D/[zlz:mue anti-namor Actvity of MDV3800 In LNCaP Human Prostate Cancer Xenograt | gy 2ol ~ 2ol i — s
Evaluation of the Antitumor Activity of Talazoparib in the Patient-Derived Breast Cancer _ ST a3
: 2 ~2 SAE kLR : i
42117 cllsso sl Xenograft Model T168 in BALB/c Nude Mice ol ol H PR il
Evaluation of the Antitumor Activity of Talazoparib in the Patient-derived Breast Cancer _ . ST, a3
2 ~2 , 7T kLR : i
42118 lilbso s 2 Xenograft Model HBCx-10 in BALB/c Nude Mice ol 2ol L AR HARH Hil
Evaluation of the Antitumor Activity of Talazoparib in the Patient-Derived Breast Cancer _ . e a3
: 2 ~2 , 7T SAE kLR ] £
42119 lilbso s ks Xenograft Model HBCx-6 in BALB/c Nude Mice ol 2ol L . HARH Hil
Evaluation of the Antitumor Activity of Talazoparib in the Patient-Derived Breast Cancer _ . ST a3
- 2 ~2 , 7T SAE kLR ] £
E R B e L U U - SR LU
Evaluation of the Antitumor Activity of Talazoparib in the Patient-derived Breast Cancer _ . ST a3
2 ~2 |, 752 ShE R :
421111 clilbsolls ks Xenograft Model HBCx-12B in BALB/c Nude Mice ol 2l L . HARH Hil
4212 RIREIA G
42.1.2.1 AA86818 (BMN673-J-022) Hit Profiling Screen Data Report ‘- 20l 4 PR 5% 1
4.2.1.22 AA87288 (BMN673-J024) Adverse Reaction Enzymes Data Report ‘- 2017 S LR % "
4.2.1.3 2R
42151 5220172 (Bvne73 Jl075) ;«‘\;e“ce«voégll\:r\l 67315 on Cloned ERG Potassium Channels Expressed in Humn Embryonic | by Lol —oll=l P pn— i "
Central Nervous System Safety Pharmacology Evaluation of BMN 673ts following Oral — " - e "
- 2 ~2 S kR B
42132 8227534 (BMN673-J-052) A e Rts ol ~20l=l» HE PR i
Single-Dose Respiratory Safety Pharmacology Evaluation Using Head-Out Plethysmography | sy - - PRI -
- 2 ~2 SHE P i &
42133 8229153 (BMNG673 . 068) of BMN 673ts following Oral Gavage Administration to Male Rats Ol*lﬂ [).4:.):! HE AR FFA
4.2.1.4  FIIERFEMAE AR
ML L | |
422 HHEERG
4221 HHERONY F—a Ul #H
Validation ofa Method fo the Determination of BN 673fb n Rat Plasma by HPLC with | g 20l ~ 20l 20l 2 - -
422.1.1 8225814 (BMN673-J047) MS/MS Detection A E S KRR i
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12212 g225815 @73 JHos7) Validaton of a Method fo the Determiaton of BMN 67310 in Do Plasma by HPLC with | g i) o=l . 20l=1n ] AE N— - "
MS/MS Detection 0 A 3
4222 WL
42221 BumNe73- 101 Lead Therapeutic Caco2-001: In Vitro Caco? Bi-directional Assay Report | ] 20fl=1A FHi m
ineti FLT- Following Si I a e
42222 BMN673-.-0]2 ;l[‘;lRa[S inetics of LT-0673 Single and Oral to Male _ ZO.iT—IH KPR nE
Phar inetics Study in Spi Dawley Rats Following a Single I or Oral - =5 e
42223 BMN673-JH072 (8229865) Gavage Dose of BMN 6751 | ] 20l 201 B
Pharmacokinetics of BMN 673fb and BMN 673ts Following a Single Intravenous or Oral _ - 1N 5 =5 e
42224 BMN673-JH010 (8225450) Administration i Dogs Using a Crossover Design 20l ~20ll=l PR A
Pharmacokinetics Study in Beagle Dogs Following a Single Intravenous or Oral Gavage - 1N 5 =5 e
42225 BMN673-JH073 (8229866) e N 673 | ] 20l ~20ll=l1 PR AT
A Comparative Pharmacokinetic Study in Beagle Dogs Following a Single Oral o 2 =5
2 ~ (N ] 3
oners o (ATl s e o _-— R N R
42227 BioMarin 0100_.>00] (8223467) :/l:‘r::nacokmeucs after 14-Day Repeat Daily Oral Administration of BMN 673fb to BALB/c _ 20.$IH NZO.%.H KPR SEfi
4223 SrAi
42231 BMN673-Jo19 Protein Binding Using Equilibrium Dialysis ] 20l LR FHi e
42232 MDV3800P005 In Vitro Assessment of Protein Binding for MDV3800 in Mouse, Rat, Dog, Monkey, and - ZO.iT—IH KPR SEf e
Human Plasma
Absorption, Distribution, and Excretion of "*C-BMN 673ts Following a Single Oral .
42233 BMN673-J069 (8228660 I ] 20l ~ 20l i "
I ¢ ) Administration to Rats 0. I 0. . !
42234 BMN673-J070 (8228667) Absorption and Excretion of "*C-BMN 673ts Following a Single Oral Administration to Dogs | G TN 20l ~20ll=l1 LR i
Comparative Exposure Study of BMN 673 in Plasma and Brain Tissue after a Single Oral _ - =5 e
42235 sue7s Jlhods s308292) Dose to Wild-Type and Berp:Mdrla/b Knockout Mice L L ERel G U Hil
4224 {8
Profiling and Identification of Metabolites in Selected Rat Plasma, Urine, and Feces Samples
42241 BMN673- 088 (8228668 ] 2 i "
I ( ) after a Single Oral Administration of '“C-BMN 673ts from Covance Study No. 8228660 O.iT—IH "
Profiling and Identification of Metabolites in Selected Dog Plasma, Urine, and Feces Samples P
42242 BMN673-J089 (8228669 ] 2 KRR i "
I ( ) after a Single Oral Administration of '“C-BMN 673ts from Covance Study No. 8228667 O.iT—IH "
42243 BMN673-J013 Metabolic stability in rat liver microsomes ‘_ 20D 20l KPR Gl 3
42.2.4.4 BMN673-.-0]5 Metabolic stability in human and dog liver microsomes ‘_ 20.$IH s 20.$IH R Al g
. . 14, 14 . —
42245 BMN673-.—083 (8232720) In Vitro Metabolism of "C-BMN 673ts and "C-BMN 674ts by Mouse, Rat, Dog, and Human _ 20.¢IF! AR SEA i
Hepatocytes
4.22.5  Hri
Hepatobiliary Disposition of BMN 673ts using B-CLEAR" and Transporter Certified™ | | Y 4l =5
4.225.1 BMN673-Ji§-004 2 ] ~2 ShE FEPE R ¥
3 i Hepatoeyes rom Rats, Dogs, and Humans — -l [ ! i
422.6 FEMBREFRIEEDAE FAER (FERHR)
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In Vitro Evaluation of BMN 673ts as an Inhibitor of Cytochrome _ _ I ST a3
422611 BMN673-J004 PASO (Y Py Ensymes i Human Liver Microsomes 20l ~ 20D KIE S PR A
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53.1.1.1 |C3441023 (673-103) |A Phase 1 Food Effect Study of BMN 673 Administered to Healthy Adult Male Volunteers |7 |20] 34221 . H~201 3’$I)’J . H |’71»E! — 55 |4!:
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Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800 _ N - s .
53.1.4.1 3449001 (151208) (BMIN673) in Human Plasma (Assay Range: 25.0-25.000 pg/mL) 20164E1 7 8 H~2016426 {8 H ShE 5%
3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) - (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) — 201641020 H KIE ShE — % i
Addendum 1
Addendum 1
3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) - (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) — 201744 H250 K ShE — e e
Addendum 2
Addendum 2
3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) - (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) — 201841 H25H KIE ShE — % i
Addendum 3
Addendum 3
3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) - (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) — 201841 H25H K ShE — 5% e
Addendum 4
Addendum 4
3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) - (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) - 20194E6 4 12H KE ShE — ¥ i
Addendum 5
Addendum 5
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3449001 (151208) Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800
(5.3.1.4.1) (BMN673) in Human Plasma (Assay Range: 25.0-25,000 pg/mL) — 20194E10 A 181 K ShE 5% e
Addendum 6
Addendum 6
Validation of a Method for the Determination of BMN 673fb in Human Plasma by HPLC with P - - " P .
53.142 3449004 (8236549) MS/MS Detection (BMNG673-10-113) 20104E12H 150 ~20114:9 71 K[E SHIE 5%
Validation of a Method for the Determination of BMN 673fb in Human Plasma by HPLC with
(53.14.2) €3449004 (8236549) MS/MS Detection (BMN673-10-113) — 20124241241 KIE SHE 2% ]
Addendum No. 1
Addendum No. 1
Validation of a Method for the Determination of BMN 673fb in Human Plasma by HPLC with
3449004 (823654
(5.3.1.42) €3449004 (8236349) MS/MS Detection (BMN673-10-113) - 20144254301 ShE = =
Addendum No. 2
Addendum No. 2
Validation of a Method for the Determination of BMN 673fb in Human Urine by HPLC with
~ P qEs BE fiig
5.3.143 3449005 (8236550) MS/MS Detection (BMNG673-10-114) 20114828 H~20114E9H 7H KE S 5 b
Validation of a Method for the Determination of BMN 673fb in Human Urine by HPLC with
3449 2!
(5.3.1.4.3) ¢ 005 (8236550) MS/MS Detection (BMN673-10-114) - 20124E7H10H KE S 3%
Addendum No. 1
Addendum No. 1
Validation of a Method for the Determination of BMN 673fb in Human Urine by HPLC with
(3449005 (8236550 ) N
(5.3.1.4.3) ( ) MS/MS Detection (BMN673-10-114) — 2014481 1411 KIE SHE 5%
Addendum No. 2
Addendum No. 2
3449006 Method Transfer Validation Report for the Quantitation of BMN 673fb in Human Plasma .
~ KIE %5 £
33144 (BMN673-12-042) Using Liquid Chromatography with Tandem Mass Spectrometric Detection 20134117 A ~20134F3 A28 K AHE > ’
3449006 Method Transfer Validation for the Quantitation of BMN 673fb in Human Plasma Using
(5.3.1.4.4) (BMN673-12-042) Liquid Chromatography with Tandem Mass Spectrometric Detection — 2013411 6H KE SAE EE i
Amendment No. 1 Amendment No. 1
3449006 Method Transfer Validation Report for the Quantitation of BMN 673fb in Human Plasma
(5.3.1.4.4) (BMNG673-12-042) Using Liquid Chromatography with Tandem Mass Spectrometric Detection — 201442616 H SAE EE e
Amendment 2 Amendment 2
(C3449007 Method Validation for the Quantitation of BMN 673fb in Human Plasma Using Liquid _ - - - T P .
53145 (BMN673-15-035) Chromatography with Tandem Mass Spectrometric Detection 201576748 ~2015F124171 K sHE 2%
3449008 Method Transfer Validation for the Quantitation of BMN 673fb in Human Urine Using Liquid e N
— ~ | 5%
33146 (BMN673-13-003) Chromatography with Tandem Mass Spectrometric Detection 2013427120 ~2013424 A 191 K AHE >
3449008 Method Transfer Validation for the Quantitation of BMN 673fb in Human Urine Using Liquid
(5.3.1.4.6) (BMN673-13-003) Chromatography with Tandem Mass Spectrometric Detection — 20134E9 A 11H SAE EE e
Amendment No. 1 Amendment No. 1
Partial Method Validati f an LC-MS/MS Assay for the Ds inati f MDV3:
53147 €3449009 (16138) artal Method Validation of an LC-MS/MS Assay for the Determination o 800 2016479 A 13 1 ~20184%1 1 181 K ShiE 5%
(talazoparib) in KsEDTA Human Plasma
53148 3449010 (16145) Partial Me(ho.d Validation ?I an LC-MS/MS Assay for the Determination of MDV3800 2016629 719 [1 ~201841 5 18 [ K S nE
(talazoparib) in Human Urine
The Validation of an LC-MS/MS Method for the Determination of Talazoparib in Human
5.3.149 C3449013 K:EDTA/K:EDTA Plasma 2022482 H17H th S > b
The Validation of a LC-MS/MS Method for the Determination of Enzalutamide and N- - - " & .
5.3.1.4.10 3439002 Desmethyl-Enzalutamide in K:-EDTA Human Plasma — 20184241 10 H ~2020428 119 1 KIE SHIE 5%
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The Validation of an LC-MS/MS Method for Determination of Enzalutamide and N-Desmethyl
_ E 2% £
5.3.14.11 C3439003 Enzalutamide in Human K2EDTA Plasma 20224E9H20H i S 5 ,
53.14.12 Report-00165 (NGS-VR-103A) NGS Germline Consolidation Validation Report (20-0103) — 202242878 K[E S 5% i3
531413 P170019 PMA Pl?O[]lO: FDA Summary of Safety and Effectiveness Data (SSED) _ 2017411 A 301 K S BE i
- FoundationOne CDx™
PMA P1 2: FDA f Safet Effectiv Dat: SED
53.1.4.14 P190032 9_003 . S‘_"“"“'ry" Safety and Effectiveness Data (SSED) — 202048 26 11 KlE ShE 5% 3
- FoundationOne” Liquid CDx
The Validation of an LC-MS/MS Assay Method for the Determination of Talazoparib
(MDV3800) in 50:50 Human Ks EDTA Plasma/Buffer Mixture and
53.1.4.15 3449002 (170579) The Validation of a Rapid Equilibrium Dialysis Method for the Determination of the Extent of [— 20174698 158 ~2018%7H9H HK[H S 5% i3
Protein Binding of Talazoparib (MDV3800) in Human
Ks EDTA Plasma
Method Transfer Validation of an LC-MS/MS Method for the Quantitation of MDV3800 - N
[ = B 1
53.14.16 3449003 (160850) (Talazoparib) in Human Urine (Assay Range: 25.0-25,000 pg/mL) 2017414300 K[E SA[E BE
532 b MEKBEZ S B R B O RBR 5
53.2.1 MU ARG RBUE S &
| BN RL | | | |
5322 JFFAGHE R O AE B 1R BB i
| BN RL | | | |
5323 flio b MRS A 7 REBE
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533 EREMBIE (PK) ABHsEH
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5332 BHEICHT HPKEUYIM R 5
53321 3441003 (MDV3800-03) ?ull’:oa:: 1 Open-Label Study of 14C-Labeled Talazoparib in Patients With Advanced Solid 2016$9H.U '\2017’$—6)’J.U SNH Y — S BE i
53.33  PIRIPEZEIRN 2 B L 7o PRIRBE S &
A Phase I Open-Label Pharmacokinetics and Safety Study of Talazoparib (MDV3800) in = - - . W > P N
53331 C3441001 (MDV3800-01) Patients With Advanced Solid Tumors and Normal or Varying Degrees of Renal Impairment 201727218 ~2019F14301 KB, HFH sHE 2% #
A Phase 1 Open-Label Pharmacokinetics and Safety Study of Talazoparib (MDV3800) in - - e P
33332 (3441002 (MDV3800-02) Patients With Advanced Solid Tumors and Normal or Varying Degrees of Hepatic Impairment 2016497130 ~2020422 4 121 *E AHE Ze f
53.3.4  SHKIPEZER 2 B L 7 PRIABE, &
A PHASE 1 OPEN-LABEL, TWO-ARM, DRUG-DRUG INTERACTION STUDY TO
EVALUATE THE EFFECT OF ITRACONAZOLE AND RIFAMPIN ON THE NCHY—, FERN, K—F %
- ~ v v BE
53341 (3441004 (MDV3800-04) PHARMACOKINETICS OF TALAZOPARIB IN PATIENTS WITH ADVANCED SOLID 201641147 H ~2018521 4201 k, mv7 s > f
TUMORS
5335 REal—va U PKRB#GE
5335.1 PMAR-EQDD-C344a-DP4-840 Pf)pulau.on Pharmacokinetic Analyses for Talazoparib in Patients with Various Forms of - o BE e
Cancer in Phase 1,2 and 3 Studies
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Population Pharmacokinetic Analysis of Talazoparib (Talzenna®,
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P (Xtandi®) Combination Therapy for Patients with mCRPC
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5341 BEHEHERFE 1T 5 PDRER K UPPK/PDMBR L &
B ERAL |
5342 BEICIT HPDRERK OPK/PDABRH &
53421 3441005 (MDV3800-14) A Phavse I.Open-Label Studytf) Assess the Effects of Talazoparib on Cardiac Repolarization 20164210/ 13 [l ~2017456 1 22 1 iE ShiE o nE p
in Patients With Advanced Solid Tumors
53422 PMAR-EQDD-C3442-DP4-841 Population Exposure Response Analyses for Talazoparib in Patients with Locally Advanced or | N N N sk &
Metastatic Breast Cancer
. Population Exposure Safety Analyses of Talazoparib in Combination with Enzalutamide in - ) X
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53.5.BC AR O M B i
5.3.5.1.BC  HIGHT 2 B 2 B9 5 LLigext IR
KE, SAF¥F—, TITURA, FA
A Phase 3, Open-Label, Randomized, Parallel, 2-Arm, Multi-Center Study Y, TAN VR, 42T, K
. 673-301 (C3441009) of Talazoparib (BMN 673) Versus Physician’s Choice in Germline BRCA Mutation Subjects = ’ —JUR, ALy, KEH, rY =5 .
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KE, _X—, TIUR, FA
A Phase 3, Open-Label, Randomized, Parallel, 2-Arm, Multi-Center Study of Talazoparib YV, TANTUR, AX)T, K
673-301 (C3441009) (BMN 673) Versus Physician’s Choice in Germline BRCA Mutation Subjects With Locally = " —T VR, ARAr, HEH, nv =z N
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Regimens for Metastatic Disease TANTYT, TTON, A,
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KE, SAF—, TITURA, FA
A Phase 3, Open-Label, Randomized Parallel, 2-Arm, Multi-Center Study of Talazoparib YV, TANTUR, AX)T, K
673-301 (C3441009) (BMN 673) Versus Physician’s Choice in Germline BRCA Mutation Subjects With Locally - . M AR v, HE, vy N
201 1 14 0 ~201 3 . i ] —
0OS/Safety Update Advanced and/or Metastatic Breast Cancer, Who Have Received Prior Chemotherapy 1310148 01997308 sHE f
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N 20134%1 140 ~202143 ] — X
Safety Update Advanced and/or Metastatic Breast Cancer, Who Have Received Prior Chemotherapy 1310148 02143758 sHE f
Regimens for Metastatic Discase
5.3.52.BC FExfHRMRBH L #
A Phase 1 First-in-Human, Single-Arm, Open-Label Study of Once a Day, Orally - - " . - -
3352.1.8C PRP-001 (€3441007) Administered Talazoparib in Patients With Advanced or Recurrent Solid Tumors 20111 A . A~201543A31 R K, S5 AHE G f
. 673-201 (C3441008) A Phase 2, 2-Stage, 2-Cohort Study of Talazoparib (BMN 673) Administered to Germline - - " KE, %[EH, 770, R4V, ] o =5 N
53.522BC PCD BRCA Mutation Subjects With Locally Advanced and/or Metastatic Breast Cancer 20141 I ~201659 111 ALV sHE R #
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A Phase 2, Non-Randomized, Open-Label, Single-Arm, Multi-Center Study of Talazoparib for
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Epidermal Growth Factor Receptor 2 Negative Breast Cancer
A Phase 1 Study of the Safety, Pharmacokinetics and Anti-Tumor Activity
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