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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

IBRANCE? (palbociclib) capsules, for oral use
Initial U.S. Approval: 2015

--------------------------- RECENT MAJOR CHANGES -
Indications and Usage (1) 03/2017
Dosage and Administration (2.1, 2.2) 03/2017
Warnings and Precautions (5.1, 5.2) 03/2017
Warnings and Precautions, Pulmonary Embolism (5) Removed 03/2017

INDICATIONS AND USAGE
IBRANCE is a kinase inhibitor indicated for the treatment of hormone
receptor (HR)-positive, human epidermal growth factor receptor 2
(HER2)-negative advanced or metastatic breast cancer in combination with:
e  an aromatase inhibitor as initial endocrine based therapy in
postmenopausal women; or
e  fulvestrant in women with disease progression following endocrine
therapy. (1)

----------------------- DOSAGE AND ADMINISTRATION --------enmeeememmee e
IBRANCE capsules are taken orally with food in combination with an
aromatase inhibitor or fulvestrant. (2)
. Recommended starting dose: 125 mg once daily taken with food for
21 days followed by 7 days off treatment. (2.1)
. Dosing interruption and/or dose reductions are recommended based on
individual safety and tolerability. (2.2)

DOSAGE FORMS AND STRENGTHS---------meemmemmeem
Capsules: 125 mg, 100 mg, and 75 mg. (3)

CONTRAINDICATIONS

None. (4)

WARNINGS AND PRECAUTIONS

e Neutropenia: Monitor complete blood count prior to start of IBRANCE
therapy and at the beginning of each cycle, as well as on Day 15 of the
first 2 cycles, and as clinically indicated. (2.2, 5.1)

e  Embryo-Fetal Toxicity: IBRANCE can cause fetal harm. Advise
patients of potential risk to a fetus and to use effective contraception.
(5.2,8.1,8.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >10%) were neutropenia,
infections, leukopenia, fatigue, nausea, stomatitis, anemia, alopecia, diarrhea,
thrombocytopenia, rash, vomiting, decreased appetite, asthenia, and

pyrexia. (6)

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

. CYP3A Inhibitors: Avoid concurrent use of IBRANCE with strong
CYP3A inhibitors. If the strong inhibitor cannot be avoided, reduce the
IBRANCE dose. (2.2, 7.1)

e CYP3A Inducers: Avoid concurrent use of IBRANCE with strong
CYP3A inducers. (7.2)

e CYP3A Substrates: The dose of sensitive CYP3A4 substrates with
narrow therapeutic indices may need to be reduced when given
concurrently with IBRANCE. (7.3)

USE IN SPECIFIC POPULATIONS--------—--mm oo -
. Lactation: Advise not to breastfeed. (8.2)

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

Revised: 03/312017

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

IBRANCE is indicated for the treatment of HR-positive, HER2-negative advanced or metastatic breast
cancer in combination with:

e an aromatase inhibitor as initial endocrine based therapy in postmenopausal women; or
e fulvestrant in women with disease progression following endocrine therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dose and Schedule

The recommended dose of IBRANCE is a 125 mg capsule taken orally once daily for 21 consecutive
days followed by 7 days off treatment to comprise a complete cycle of 28 days. IBRANCE should be
taken with food /see Clinical Pharmacology (12.3)].

Administer the recommended dose of an aromatase inhibitor when given with IBRANCE. Please refer
to the Full Prescribing Information for the aromatase inhibitor being used.

When given with IBRANCE, the recommended dose of fulvestrant is 500 mg administered on Days 1,
15, 29, and once monthly thereafter. Please refer to the Full Prescribing Information of fulvestrant.

Patients should be encouraged to take their dose of IBRANCE at approximately the same time each day.
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. IBRANCE capsules should be swallowed whole (do not chew, crush,
or open them prior to swallowing). Capsules should not be ingested if they are broken, cracked, or
otherwise not intact.

Pre/perimenopausal women treated with the combination IBRANCE plus fulvestrant therapy should be
treated with luteinizing hormone-releasing hormone (LHRH) agonists according to current clinical
practice standards.

2.2 Dose Modification

| The recommended dose modifications for adverse reactions are listed in Tables 1, 2, and 3.

Table 1. Recommended Dose Modification for Adverse Reactions

Dose Level Dose
Recommended starting dose 125 mg/day
First dose reduction 100 mg/day
Second dose reduction 75 mg/day*

*If further dose reduction below 75 mg/day is required, discontinue.

2
Page 2
Reference ID: 4078038



Table 2. Dose Modification and Management — Hematologic Toxicities”

Monitor complete blood counts prior to the start of IBRANCE therapy and at the beginning of
each cycle, as well as on Day 15 of the first 2 cycles, and as clinically indicated.

For patients who experience a maximum of Grade 1 or 2 neutropenia in the first 6 cycles,
monitor complete blood counts for subsequent cycles every 3 months, prior to the beginning of a
cycle and as clinically indicated.

CTCAE Grade Dose Modifications
Grade 1 or 2 No dose adjustment is required.
Grade 3 Day 1 of cycle:

Withhold IBRANCE, repeat complete blood count monitoring within
1 week. When recovered to Grade <2, start the next cycle at the same
dose.

Day 15 of first 2 cycles:

If Grade 3 on Day 15, continue IBRANCE at current dose to complete
cycle and repeat complete blood count on Day 22.

If Grade 4 on Day 22, see Grade 4 dose modification guidelines below.

Consider dose reduction in cases of prolonged (>1 week) recovery from
Grade 3 neutropenia or recurrent Grade 3 neutropenia on Day 1 of
subsequent cycles.

Grade 3 At any time:

neutropenia® with Withhold IBRANCE until recovery to Grade <2.
fever >38.5 °C Resume at the next lower dose.

and/or infection

Grade 4 At any time:

Withhold IBRANCE until recovery to Grade <2.
Resume at the next lower dose.

Grading according to CTCAE 4.0.

CTCAE=Common Terminology Criteria for Adverse Events; LLN=lower limit of normal.

*  Table applies to all hematologic adverse reactions except lymphopenia (unless associated with clinical events,
e.g., opportunistic infections).

Absolute neutrophil count (ANC): Grade 1: ANC < LLN - 1500/mm?*; Grade 2: ANC 1000 - <1500/mm’;
Grade 3: ANC 500 - <1000/mm’; Grade 4: ANC <500/mm’.

Table 3. Dose Modification and Management — Non-Hematologic Toxicities

CTCAE Grade Dose Modifications
Grade 1 or 2 No dose adjustment is required.
Grade >3 non-hematologic toxicity (if Withhold until symptoms resolve to:
persisting despite optimal medical e Grade<I;
treatment) e Grade <2 (if not considered a safety risk
for the patient)
Resume at the next lower dose.

Grading according to CTCAE 4.0.
CTCAE=Common Terminology Criteria for Adverse Events.

Refer to the Full Prescribing Information for coadministered endocrine therapy dose adjustment
guidelines in the event of toxicity and other relevant safety information or contraindications.
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Dose Modifications for Use With Strong CYP3A Inhibitors

Avoid concomitant use of strong CYP3A inhibitors and consider an alternative concomitant medication
with no or minimal CYP3A inhibition. If patients must be coadministered a strong CYP3A inhibitor,
reduce the IBRANCE dose to 75 mg once daily. If the strong inhibitor is discontinued, increase the
IBRANCE dose (after 3 to 5 half-lives of the inhibitor) to the dose used prior to the initiation of the
strong CYP3A inhibitor /see Drug Interactions (7.1) and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

125 mg capsules: opaque, hard gelatin capsules, size 0, with caramel cap and body, printed with white
ink “Pfizer” on the cap, “PBC 125 on the body.

100 mg capsules: opaque, hard gelatin capsules, size 1, with caramel cap and light orange body, printed
with white ink “Pfizer” on the cap, “PBC 100 on the body.

75 mg capsules: opaque, hard gelatin capsules, size 2, with light orange cap and body, printed with
white ink “Pfizer” on the cap, “PBC 75” on the body.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1  Neutropenia

Neutropenia was the most frequently reported adverse reaction in Study 1 (PALOMA-2) with an
incidence of 80% and Study 2 (PALOMA-3) with an incidence of 83%. A Grade >3 decrease in
neutrophil counts was reported in 66% of patients receiving IBRANCE plus letrozole in Study 1 and
66% of patients receiving IBRANCE plus fulvestrant in Study 2. In Study 1 and 2, the median time to
first episode of any grade neutropenia was 15 days and the median duration of Grade >3 neutropenia
was 7 days [see Adverse Reactions (6.1)].

Monitor complete blood counts prior to starting IBRANCE therapy and at the beginning of each cycle,
as well as on Day 15 of the first 2 cycles, and as clinically indicated. Dose interruption, dose reduction,
or delay in starting treatment cycles is recommended for patients who develop Grade 3 or 4 neutropenia
[see Dosage and Administration (2.2)].

Febrile neutropenia has been reported in 1.8% of patients exposed to IBRANCE across Studies 1 and 2.
One death due to neutropenic sepsis was observed in Study 2. Physicians should inform patients to
promptly report any episodes of fever /see Patient Counseling Information (17)].

5.2  Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, IBRANCE can cause fetal harm
when administered to a pregnant woman. In animal reproduction studies, administration of palbociclib
to pregnant rats and rabbits during organogenesis resulted in embryo-fetal toxicity at maternal exposures
that were >4 times the human clinical exposure based on area under the curve (AUC). Advise pregnant
women of the potential risk to a fetus. Advise females of reproductive potential to use effective
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contraception during treatment with IBRANCE and for at least 3 weeks after the last dose /see Use in
Specific Populations (8.1 and 8.3) and Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS

The following topic is described below and elsewhere in the labeling:
e Neutropenia [see Warnings and Precautions (5.1)]

6.1 Clinical Studies Experience
Because clinical trials are conducted under varying conditions, the adverse reaction rates observed
cannot be directly compared to rates in other trials and may not reflect the rates observed in clinical

practice.

Study 1: IBRANCE plus Letrozole

Patients with estrogen receptor (ER)-positive, HER2-negative advanced or metastatic breast
cancer for initial endocrine based therapy

The safety of IBRANCE (125 mg/day) plus letrozole (2.5 mg/day) versus placebo plus letrozole was
evaluated in Study 1 (PALOMA-2). The data described below reflect exposure to IBRANCE in 444 out
of 666 patients with ER-positive, HER2-negative advanced breast cancer who received at least 1 dose of
IBRANCE plus letrozole in Study 1. The median duration of treatment for IBRANCE plus letrozole
was 19.8 months while the median duration of treatment for placebo plus letrozole arm was

13.8 months.

Dose reductions due to an adverse reaction of any grade occurred in 36% of patients receiving
IBRANCE plus letrozole. No dose reduction was allowed for letrozole in Study 1.

Permanent discontinuation associated with an adverse reaction occurred in 43 of 444 (9.7%) patients
receiving IBRANCE plus letrozole and in 13 of 222 (5.9%) patients receiving placebo plus letrozole.
Adverse reactions leading to permanent discontinuation for patients receiving IBRANCE plus letrozole
included neutropenia (1.1%) and alanine aminotransferase increase (0.7%).

The most common adverse reactions (=10%) of any grade reported in patients in the IBRANCE plus
letrozole arm by descending frequency were neutropenia, infections, leukopenia, fatigue, nausea,
alopecia, stomatitis, diarrhea, anemia, rash, asthenia, thrombocytopenia, vomiting, decreased appetite,
dry skin, pyrexia, and dysgeusia.

The most frequently reported Grade >3 adverse reactions (=5%) in patients receiving IBRANCE plus
letrozole by descending frequency were neutropenia, leukopenia, infections, and anemia.

Adverse reactions (>10%) reported in patients who received IBRANCE plus letrozole or placebo plus
letrozole in Study 1 are listed in Table 4.
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Table 4. Adverse Reactions (>10%) in Study 1

IBRANCE plus Letrozole Placebo plus Letrozole
(N=444) (N=222)
Adverse Reaction All Grades | Grade 3 Grade 4 | All Grades | Grade 3 Grade 4
% % % % % %

Infections and infestations

Infections” | 60 | 6 | 1 42 | 3 | 0
Blood and lymphatic system disorders

Neutropenia 80 56 10 6 1 1

Leukopenia 39 24 1 2 0 0

Anemia 24 5 <1 9 2 0

Thrombocytopenia 16 1 <1 1 0 0
Metabolism and nutrition disorders

Decreased appetite | 15 | 1 | 0 9 | 0 | 0
Nervous system disorders

Dysgeusia | 10 | 0 | 0 5 | 0 | 0
Gastrointestinal disorders

Stomatitis® 30 1 0 14 0 0

Nausea 35 <1 0 26 2 0

Diarrhea 26 1 0 19 1 0

Vomiting 16 1 0 17 1 0
Skin and subcutaneous tissue disorders

Alopecia 334 N/A N/A 16° N/A N/A

Rash’ 18 1 0 12 1 0

Dry skin 12 0 0 6 0 0
General disorders and administration site conditions

Fatigue 37 2 0 28 1 0

Asthenia 17 2 0 12 0

Pyrexia 12 0 0 9 0 0

Grading according to CTCAE 4.0.

CTCAE Common Terminology Criteria for Adverse Events; N=number of patients; N/A=not applicable;

Infections includes all reported preferred terms (PTs) that are part of the System Organ Class Infections and
infestations.

Most common infections (>1%) include: nasopharyngitis, upper respiratory tract infection, urinary tract infection,
oral herpes, sinusitis, rhinitis, bronchitis, influenza, pneumonia, gastroenteritis, conjunctivitis, herpes zoster,
pharyngitis, cellulitis, cystitis, lower respiratory tract infection, tooth infection, gingivitis, skin infection,
gastroenteritis viral, respiratory tract infection, respiratory tract infection viral, and folliculitis.

Stomatitis includes: aphthous stomatitis, cheilitis, glossitis, glossodynia, mouth ulceration, mucosal inflammation,
oral pain, oral discomfort, oropharyngeal pain, and stomatitis.

4 Grade 1 events — 30%; Grade 2 events — 3%.

¢ Grade 1 events — 15%; Grade 2 events — 1%.

Rash includes the following PTs: rash, rash maculo-papular, rash pruritic, rash erythematous, rash papular,
dermatitis, dermatitis acneiform, and toxic skin eruption.

Additional adverse reactions occurring at an overall incidence of <10.0% of patients receiving
IBRANCE plus letrozole in Study 1 included alanine aminotransferase increased (9.9%), aspartate
aminotransferase increased (9.7%), epistaxis (9.2%), lacrimation increased (5.6%), dry eye (4.1%),
vision blurred (3.6%), and febrile neutropenia (2.5%).
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Table S. Laboratory Abnormalities in Study 1

IBRANCE plus Letrozole Placebo plus Letrozole
(N=444) (N=222)

Laboratory Abnormality | All Grades | Grade3 | Grade4 | AllGrades | Grade3 | Grade4

Y% % Y% Y% Y% %
WBC decreased 97 35 1 25 1 0
Neutrophils decreased 95 56 12 20 1 1
Anemia 78 6 0 42 2 0
Platelets decreased 63 1 1 14 0 0
Aspartate aminotransferase 52 3 0 34 1 0
increased
Alanine aminotransferase 43 2 <1 30 0 0
increased

N=number of patients; WBC=white blood cells.

Study 2: IBRANCE plus Fulvestrant

Patients with HR-positive, HER2-negative advanced or metastatic breast cancer who have had
disease progression on or after prior adjuvant or metastatic endocrine therapy

The safety of IBRANCE (125 mg/day) plus fulvestrant (500 mg) versus placebo plus fulvestrant was
evaluated in Study 2 (PALOMA-3). The data described below reflect exposure to IBRANCE in 345 out
of 517 patients with HR-positive, HER2-negative advanced or metastatic breast cancer who received at
least 1 dose of IBRANCE plus fulvestrant in Study 2. The median duration of treatment for IBRANCE
plus fulvestrant was 10.8 months while the median duration of treatment for placebo plus fulvestrant
arm was 4.8 months.

Dose reductions due to an adverse reaction of any grade occurred in 36% of patients receiving
IBRANCE plus fulvestrant. No dose reduction was allowed for fulvestrant in Study 2.

Permanent discontinuation associated with an adverse reaction occurred in 19 of 345 (6%) patients
receiving IBRANCE plus fulvestrant, and in 6 of 172 (3%) patients receiving placebo plus fulvestrant.
Adverse reactions leading to discontinuation for those patients receiving IBRANCE plus fulvestrant
included fatigue (0.6%), infections (0.6%), and thrombocytopenia (0.6%).

The most common adverse reactions (=10%) of any grade reported in patients in the IBRANCE plus
fulvestrant arm by descending frequency were neutropenia, leukopenia, infections, fatigue, nausea,
anemia, stomatitis, diarrhea, thrombocytopenia, vomiting, alopecia, rash, decreased appetite, and

pyrexia.

The most frequently reported Grade >3 adverse reactions (=5%) in patients receiving IBRANCE plus
fulvestrant in descending frequency were neutropenia and leukopenia.

Adverse reactions (>10%) reported in patients who received IBRANCE plus fulvestrant or placebo plus
fulvestrant in Study 2 are listed in Table 6.
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Table 6. Adverse Reactions (>10%) in Study 2

IBRANCE plus Fulvestrant Placebo plus Fulvestrant
. (N=345) (N=172)
Adverse Reaction All Grades | Grade3 | Grade4 | All Grades| Grade3 | Graded4
% % % % % %

Infections and infestations

Infections® | 47" | 3 | 1 | 31 | 3 | 0
Blood and lymphatic system disorders

Neutropenia 83 55 11 4 1 0

Leukopenia 53 30 1 5 1 1

Anemia 30 4 0 13 2 0

Thrombocytopenia 23 2 1 0 0 0
Metabolism and nutrition disorders

Decreased appetite | 16 | 1 | 0 | 8 | 1 | 0
Gastrointestinal disorders

Nausea 34 0 0 28 1 0

Stomatitis® 28 1 0 13 0 0

Diarrhea 24 0 0 19 1 0

Vomiting 19 1 0 15 1 0
Skin and subcutaneous tissue disorders

Alopecia 187 N/A N/A 6° N/A N/A

Rash’ 17 1 0 6 0 0
General disorders and administration site conditions

Fatigue 41 2 0 29 1 0

Pyrexia 13 <1 0 5 0 0

Grading according to CTCAE 4.0.

CTCAE Common Terminology Criteria for Adverse Events; N=number of patients; N/A=not applicable.
Infections includes all reported preferred terms (PTs) that are part of the System Organ Class Infections
and infestations.

Most common infections (>1%) include: nasopharyngitis, upper respiratory tract infection, urinary tract
infection, bronchitis, rhinitis, influenza, conjunctivitis, sinusitis, pneumonia, cystitis, oral herpes,
respiratory tract infection, gastroenteritis, tooth infection, pharyngitis, eye infection, herpes simplex, and
paronychia.

Stomatitis includes: aphthous stomatitis, cheilitis, glossitis, glossodynia, mouth ulceration, mucosal
inflammation, oral pain, oropharyngeal discomfort, oropharyngeal pain, stomatitis.

4 Grade 1 events — 17%; Grade 2 events — 1%.

¢ Grade 1 events — 6%.

Rash includes: rash, rash maculo-papular, rash pruritic, rash erythematous, rash papular, dermatitis,
dermatitis acneiform, toxic skin eruption.

Additional adverse reactions occurring at an overall incidence of <10.0% of patients receiving
IBRANCE plus fulvestrant in Study 2 included asthenia (7.5%), aspartate aminotransferase increased
(7.5%), dysgeusia (6.7%), epistaxis (6.7%), lacrimation increased (6.4%), dry skin (6.1%), alanine
aminotransferase increased (5.8%), vision blurred (5.8%), dry eye (3.8%), and febrile

neutropenia (0.9%).
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Table 7. Laboratory Abnormalities in Study 2

IBRANCE plus Fulvestrant Placebo plus Fulvestrant
. (N=345) (N=172)

Laboratory Abnormality All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4

% % % % % %
WBC decreased 99 45 1 26 0 1
Neutrophils decreased 96 56 11 14 0 1
Anemia 78 3 0 40 2 0
Platelets decreased 62 2 1 10 0 0
Aspartate aminotransferase 43 4 0 48 4 0
increased
Alanme aminotransferase 36 ) 0 34 0 0
increased

N=number of patients; WBC=white blood cells.
7 DRUG INTERACTIONS

Palbociclib is primarily metabolized by CYP3A and sulfotransferase (SULT) enzyme SULT2AL.
In vivo, palbociclib is a time-dependent inhibitor of CYP3A.

71 Agents That May Increase Palbociclib Plasma Concentrations
Effect of CYP3A Inhibitors

Coadministration of a strong CYP3A inhibitor (itraconazole) increased the plasma exposure of
palbociclib in healthy subjects by 87%. Avoid concomitant use of strong CYP3A inhibitors

(e.g., clarithromycin, indinavir, itraconazole, ketoconazole, lopinavir/ritonavir, nefazodone, nelfinavir,
posaconazole, ritonavir, saquinavir, telaprevir, telithromycin, and voriconazole). Avoid grapefruit or
grapefruit juice during IBRANCE treatment. If coadministration of IBRANCE with a strong CYP3A
inhibitor cannot be avoided, reduce the dose of IBRANCE [see Dosage and Administration (2.2) and
Clinical Pharmacology (12.3)].

7.2 Agents That May Decrease Palbociclib Plasma Concentrations
Effect of CYP3A Inducers

Coadministration of a strong CYP3A inducer (rifampin) decreased the plasma exposure of palbociclib in
healthy subjects by 85%. Avoid concomitant use of strong CYP3A inducers (e.g., phenytoin, rifampin,
carbamazepine, enzalutamide, and St John’s Wort) [see Clinical Pharmacology (12.3)].

7.3 Drugs That May Have Their Plasma Concentrations Altered by Palbociclib

Coadministration of midazolam with multiple doses of IBRANCE increased the midazolam plasma
exposure by 61%, in healthy subjects, compared to administration of midazolam alone. The dose of the
sensitive CYP3A substrate with a narrow therapeutic index (e.g., alfentanil, cyclosporine,
dihydroergotamine, ergotamine, everolimus, fentanyl, pimozide, quinidine, sirolimus, and tacrolimus)
may need to be reduced, as IBRANCE may increase its exposure [see Clinical Pharmacology (12.3)].
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8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
Risk Summary

Based on findings from animal studies and its mechanism of action, IBRANCE can cause fetal harm
when administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There are no available
data in pregnant women to inform the drug-associated risk. In animal reproduction studies,
administration of palbociclib to pregnant rats and rabbits during organogenesis resulted in embryofetal
toxicity at maternal exposures that were >4 times the human clinical exposure based on AUC [see
Data]. Advise pregnant women of the potential risk to a fetus.

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

Data
Animal Data

In a fertility and early embryonic development study in female rats, palbociclib was administered orally
for 15 days before mating through to Day 7 of pregnancy, which did not cause embryo toxicity at doses
up to 300 mg/kg/day with maternal systemic exposures approximately 4 times the human exposure
(AUC) at the recommended dose.

In embryo-fetal development studies in rats and rabbits, pregnant animals received oral doses of
palbociclib up to 300 mg/kg/day and 20 mg/kg/day, respectively, during the period of organogenesis.
The maternally toxic dose of 300 mg/kg/day was fetotoxic in rats, resulting in reduced fetal body
weights. At doses >100 mg/kg/day in rats, there was an increased incidence of a skeletal variation
(increased incidence of a rib present at the seventh cervical vertebra). At the maternally toxic dose of
20 mg/kg/day in rabbits, there was an increased incidence of skeletal variations, including small
phalanges in the forelimb. At 300 mg/kg/day in rats and 20 mg/kg/day in rabbits, the maternal systemic
exposures were approximately 4 and 9 times the human exposure (AUC) at the recommended dose,
respectively.

CDK4/6 double knockout mice have been reported to die in late stages of fetal development (gestation
Day 14.5 until birth) due to severe anemia. However, knockout mouse data may not be predictive of
effects in humans due to differences in degree of target inhibition.

8.2 Lactation
Risk Summary

There is no information regarding the presence of palbociclib in human milk, its effects on milk
production, or the breastfed infant. Because of the potential for serious adverse reactions in breastfed
infants from IBRANCE, advise a lactating woman not to breastfeed during treatment with IBRANCE
and for 3 weeks after the last dose.
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8.3  Females and Males of Reproductive Potential
Pregnancy Testing

Based on animal studies, IBRANCE can cause fetal harm when administered to a pregnant woman [see
Use in Specific Populations (8.1)]. Females of reproductive potential should have a pregnancy test prior
to starting treatment with IBRANCE.

Contraception
Females

IBRANCE can cause fetal harm when administered to a pregnant woman /see Use in Specific
Populations (8.1)]. Advise females of reproductive potential to use effective contraception during
treatment with IBRANCE and for at least 3 weeks after the last dose.

Males

Because of the potential for genotoxicity, advise male patients with female partners of reproductive
potential to use effective contraception during treatment with IBRANCE and for 3 months after the last
dose [see Nonclinical Toxicology (13.1)].

Infertility
Males

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

8.4 Pediatric Use

The safety and efficacy of IBRANCE in pediatric patients have not been studied.

Altered glucose metabolism (glycosuria, hyperglycemia, decreased insulin) associated with changes in
the pancreas (islet cell vacuolation), eye (cataracts, lens degeneration), kidney (tubule vacuolation,
chronic progressive nephropathy) and adipose tissue (atrophy) were identified in a 27 week repeat-dose
toxicology study in rats that were immature at the beginning of the studies and were most prevalent in
males at oral palbociclib doses > 30 mg/kg/day (approximately 11 times the adult human exposure
[AUC] at the recommended dose). Some of these findings (glycosuria/hyperglycemia, pancreatic islet
cell vacuolation, and kidney tubule vacuolation) were present with lower incidence and severity in a 15
week repeat-dose toxicology study in immature rats. Altered glucose metabolism or associated changes
in the pancreas, eye, kidney and adipose tissue were not identified in a 27-week repeat-dose toxicology
study in rats that were mature at the beginning of the study and in dogs in repeat-dose toxicology studies
up to 39 weeks duration.

Toxicities in teeth independent of altered glucose metabolism were observed in rats. Administration of
100 mg/kg palbociclib for 27 weeks (approximately 15 times the adult human exposure [AUC] at the
recommended dose) resulted in abnormalities in growing incisor teeth (discolored, ameloblast
degeneration/necrosis, mononuclear cell infiltrate). Other toxicities of potential concern to pediatric
patients have not been evaluated in juvenile animals.
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8.5 Geriatric Use

Of 444 patients who received IBRANCE in Study 1, 181 patients (41%) were >65 years of age and

48 patients (11%) were >75 years of age. Of 347 patients who received IBRANCE in Study 2,

86 patients (25%) were >65 years of age and 27 patients (8%) were >75 years of age. No overall
differences in safety or effectiveness of IBRANCE were observed between these patients and younger
patients.

8.6  Hepatic Impairment

Based on a population pharmacokinetic analysis that included 183 patients, where 40 patients had mild
hepatic impairment (total bilirubin < 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 exposure of palbociclib. The pharmacokinetics
of palbociclib have not been studied in patients with moderate or severe hepatic impairment (total
bilirubin >1.5 X ULN and any AST) [see Clinical Pharmacology (12.3)].

Review the Full Prescribing Information for the aromatase inhibitor or fulvestrant for dose modifications
related to hepatic impairment.

8.7 Renal Impairment

Based on a population pharmacokinetic analysis that included 183 patients, where 73 patients had mild
renal impairment (60 mL/min < CrCl <90 mL/min) and 29 patients had moderate renal impairment

(30 mL/min < CrCl <60 mL/min), mild and moderate renal impairment had no effect on the exposure of
palbociclib. The pharmacokinetics of palbociclib have not been studied in patients with severe renal
impairment [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no known antidote for IBRANCE. The treatment of overdose of IBRANCE should consist of
general supportive measures.

11 DESCRIPTION

IBRANCE capsules for oral administration contain 125 mg, 100 mg, or 75 mg of palbociclib, a kinase
inhibitor. The molecular formula for palbociclib is C24H9N70,. The molecular weight is

447.54 daltons. The chemical name is 6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-2-
yl]amino } pyrido[2,3-d]pyrimidin-7(8 H)-one, and its structural formula is:

ME  Me
N N
HNJ'\N/N
N
I/
N
CJ
N

Palbociclib is a yellow to orange powder with pKa of 7.4 (the secondary piperazine nitrogen) and
3.9 (the pyridine nitrogen). At or below pH 4, palbociclib behaves as a high-solubility compound.
Above pH 4, the solubility of the drug substance reduces significantly.
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Inactive ingredients: Microcrystalline cellulose, lactose monohydrate, sodium starch glycolate, colloidal
silicon dioxide, magnesium stearate, and hard gelatin capsule shells. The light orange, light
orange/caramel, and caramel opaque capsule shells contain gelatin, red iron oxide, yellow iron oxide,
and titanium dioxide; the printing ink contains shellac, titanium dioxide, ammonium hydroxide,
propylene glycol, and simethicone.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Palbociclib is an inhibitor of cyclin-dependent kinases (CDK) 4 and 6. Cyclin D1 and CDK4/6 are
downstream of signaling pathways which lead to cellular proliferation. In vitro, palbociclib reduced
cellular proliferation of estrogen receptor (ER)-positive breast cancer cell lines by blocking progression
of the cell from G1 into S phase of the cell cycle. Treatment of breast cancer cell lines with the
combination of palbociclib and antiestrogens leads to decreased retinoblastoma (Rb) protein
phosphorylation resulting in reduced E2F expression and signaling, and increased growth arrest
compared to treatment with each drug alone. In vitro treatment of ER-positive breast cancer cell lines
with the combination of palbociclib and antiestrogens led to increased cell senescence compared to each
drug alone, which was sustained for up to 6 days following palbociclib removal and was greater if
antiestrogen treatment was continued. In vivo studies using a patient-derived ER-positive breast cancer
xenograft model demonstrated that the combination of palbociclib and letrozole increased the inhibition
of Rb phosphorylation, downstream signaling, and tumor growth compared to each drug alone.

Human bone marrow mononuclear cells treated with palbociclib in the presence or absence of an anti-
estrogen in vitro did not become senescent and resumed proliferation following palbociclib withdrawal.

12.2 Pharmacodynamics
Cardiac Electrophysiology

The effect of palbociclib on the QT interval corrected for heart rate (QTc) was evaluated using time-
matched electrocardiograms (ECGs) evaluating the change from baseline and corresponding
pharmacokinetic data in 77 patients with breast cancer. Palbociclib had no large effect on QTc (i.e. > 20
ms) at 125 mg once daily (Schedule 3/1).

12.3 Pharmacokinetics

The pharmacokinetics (PK) of palbociclib were characterized in patients with solid tumors including
advanced breast cancer and in healthy subjects.

Absorption

The mean maximum observed concentration (Cp,x) of palbociclib is generally observed between 6 to

12 hours (time to reach maximum concentration, Tp,x) following oral administration. The mean
absolute bioavailability of IBRANCE after an oral 125 mg dose is 46%. In the dosing range of 25 mg to
225 mg, the AUC and C,,,x increased proportionally with dose in general. Steady state was achieved
within 8 days following repeated once daily dosing. With repeated once daily administration,
palbociclib accumulated with a median accumulation ratio of 2.4 (range 1.5 to 4.2).

Food effect: Palbociclib absorption and exposure were very low in approximately 13% of the population
under the fasted condition. Food intake increased the palbociclib exposure in this small subset of the
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population, but did not alter palbociclib exposure in the rest of the population to a clinically relevant
extent. Therefore, food intake reduced the intersubject variability of palbociclib exposure, which
supports administration of IBRANCE with food. Compared to IBRANCE given under overnight fasted
conditions, the population average area under the concentration-time curve from zero to infinity
(AUCnr) and Cpyx of palbociclib increased by 21% and 38%, respectively, when given 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), by 12% and 27%, respectively, when given with low-fat,
low-calorie food (approximately 400 to 500 calories with 120, 250, and 28 to 35 calories from protein,
carbohydrate, and fat, respectively), and by 13% and 24%, respectively, when moderate-fat, standard
calorie food (approximately 500 to 700 calories with 75 to 105, 250 to 350 and 175 to 245 calories from
protein, carbohydrate, and fat, respectively) was given 1 hour before and 2 hours after IBRANCE
dosing.

Distribution

Binding of palbociclib to human plasma proteins in vitro was approximately 85%, with no concentration
dependence over the concentration range of 500 ng/mL to 5000 ng/mL. The geometric mean apparent
volume of distribution (V,/F) was 2583 L with a coefficient of variation (CV) of 26%.

Metabolism

In vitro and in vivo studies indicated that palbociclib undergoes hepatic metabolism in humans.
Following oral administration of a single 125 mg dose of ['*C]palbociclib to humans, the primary
metabolic pathways for palbociclib involved oxidation and sulfonation, with acylation and
glucuronidation contributing as minor pathways. Palbociclib was the major circulating drug-derived
entity in plasma (23%). The major circulating metabolite was a glucuronide conjugate of palbociclib,
although it only represented 1.5% of the administered dose in the excreta. Palbociclib was extensively
metabolized with unchanged drug accounting for 2.3% and 6.9% of radioactivity in feces and urine,
respectively. In feces, the sulfamic acid conjugate of palbociclib was the major drug-related component,
accounting for 26% of the administered dose. In vitro studies with human hepatocytes, liver cytosolic
and S9 fractions, and recombinant SULT enzymes indicated that CYP3A and SULT2A1 are mainly
involved in the metabolism of palbociclib.

Elimination

The geometric mean apparent oral clearance (CL/F) of palbociclib was 63.1 L/hr (29% CV), and the
mean (+ standard deviation) plasma elimination half-life was 29 (+5) hours in patients with advanced
breast cancer. In 6 healthy male subjects given a single oral dose of ['*C]palbociclib, a median of 91.6%
of the total administered radioactive dose was recovered in 15 days; feces (74.1% of dose) was the major
route of excretion, with 17.5% of the dose recovered in urine. The majority of the material was excreted
as metabolites.

Age, Gender, and Body Weight

Based on a population pharmacokinetic analysis in 183 patients with cancer (50 male and 133 female
patients, age range from 22 to 89 years, and body weight range from 37.9 to 123 kg), gender had no
effect on the exposure of palbociclib, and age and body weight had no clinically important effect on the
exposure of palbociclib.
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Pediatric Population
Pharmacokinetics of IBRANCE have not been evaluated in patients <18 years of age.
Drug Interactions

In vitro data indicate that CYP3A and SULT enzyme SULT2A1 are mainly involved in the metabolism
of palbociclib. Palbociclib is a weak time-dependent inhibitor of CYP3A following daily 125 mg dosing
to steady state in humans. In vitro, palbociclib is not an inhibitor of CYP1A2, 2A6, 2B6, 2C8, 2C9,
2C19, and 2D6, and is not an inducer of CYP1A2, 2B6, 2C8, and 3A4 at clinically relevant
concentrations.

CYP3A Inhibitors: Data from a drug interaction trial in healthy subjects (N=12) indicate that
coadministration of multiple 200 mg daily doses of itraconazole with a single 125 mg IBRANCE dose
increased palbociclib AUCnr and the Cyax by approximately 87% and 34%, respectively, relative to a
single 125 mg IBRANCE dose given alone [see Drug Interactions (7.1)].

CYP3A Inducers: Data from a drug interaction trial in healthy subjects (N=15) indicate that
coadministration of multiple 600 mg daily doses of rifampin, a strong CYP3A inducer, with a single

125 mg IBRANCE dose decreased palbociclib AUCr and Cyax by 85% and 70%, respectively, relative
to a single 125 mg IBRANCE dose given alone. Data from a drug interaction trial in healthy subjects
(N=14) indicate that coadministration of multiple 400 mg daily doses of modafinil, a moderate

CYP3A inducer, with a single 125 mg IBRANCE dose decreased palbociclib AUCnr and Cyax by 32%
and 11%, respectively, relative to a single 125 mg IBRANCE dose given alone [see Drug Interactions

(7.2)].

CYP3A Substrates: Palbociclib is a weak time-dependent inhibitor of CYP3A following daily 125 mg
dosing to steady state in humans. In a drug interaction trial in healthy subjects (N=26),
coadministration of midazolam with multiple doses of IBRANCE increased the midazolam AUCy and
the Cpax values by 61% and 37%, respectively, as compared to administration of midazolam alone /see
Drug Interactions (7.3)].

Gastric pH Elevating Medications: In a drug interaction trial in healthy subjects, coadministration of a
single 125 mg dose of IBRANCE with multiple doses of the proton pump inhibitor (PPI) rabeprazole
under fed conditions decreased palbociclib Cyax by 41%, but had limited impact on AUCng

(13% decrease), when compared to a single dose of IBRANCE administered alone. Given the reduced
effect on gastric pH of H2-receptor antagonists and local antacids compared to PPIs, the effect of these
classes of acid-reducing agents on palbociclib exposure under fed conditions is expected to be minimal.
Under fed conditions there is no clinically relevant effect of PPIs, H2-receptor antagonists, or local
antacids on palbociclib exposure. In another healthy subject study, coadministration of a single dose of
IBRANCE with multiple doses of the PPI rabeprazole under fasted conditions decreased palbociclib
AUCNr and Cpax by 62% and 80%, respectively, when compared to a single dose of IBRANCE
administered alone.

Letrozole: Data from a clinical trial in patients with breast cancer showed that there was no drug
interaction between palbociclib and letrozole when the 2 drugs were coadministered.

Fulvestrant: Data from a clinical trial in patients with breast cancer showed that there was no clinically
relevant drug interaction between palbociclib and fulvestrant when the 2 drugs were coadministered.
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Goserelin: Data from a clinical trial in patients with breast cancer showed that there was no clinically
relevant drug interaction between palbociclib and goserelin when the 2 drugs were coadministered.

Anastrozole or exemestane: No clinical data are available to evaluate drug interactions between
anastrozole or exemestane and palbociclib. A clinically significant drug interaction between anastrozole
or exemestane and palbociclib is not expected based on analyses of the effects of anastrozole,
exemestane and palbociclib on or by metabolic pathways or transporter systems.

Effect of Palbociclib on Transporters: In vitro evaluations indicated that palbociclib has a low potential
to inhibit the activities of drug transporters P-glycoprotein (P-gp), breast cancer resistance protein
(BCRP), organic anion transporter (OAT)1, OAT3, organic cation transporter (OCT)2, and organic
anion transporting polypeptide (OATP)1B1, OATP1B3 at clinically relevant concentrations.

Effect of Transporters on Palbociclib: Based on in vitro data, P-gp and BCRP mediated transport are
unlikely to affect the extent of oral absorption of palbociclib at therapeutic doses.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted with palbociclib.

Palbociclib was aneugenic in Chinese Hamster Ovary cells in vitro and in the bone marrow of male rats
at doses >100 mg/kg/day for 3 weeks. Palbociclib was not mutagenic in an in vitro bacterial reverse
mutation (Ames) assay and was not clastogenic in the in vitro human lymphocyte chromosome
aberration assay.

In a fertility study in female rats, palbociclib did not affect mating or fertility at any dose up to

300 mg/kg/day (approximately 4 times human clinical exposure based on AUC) and no adverse effects

were observed in the female reproductive tissues in repeat-dose toxicity studies up to 300 mg/kg/day in

the rat and 3 mg/kg/day in the dog (approximately 6 times and similar to human exposure [AUC], at the
recommended dose, respectively).

The adverse effects of palbociclib on male reproductive function and fertility were observed in the
repeat-dose toxicology studies in rats and dogs and a male fertility study in rats. In repeat-dose
toxicology studies, palbociclib-related findings in the testis, epididymis, prostate, and seminal vesicle at
>30 mg/kg/day in rats and >0.2 mg/kg/day in dogs included decreased organ weight, atrophy or
degeneration, hypospermia, intratubular cellular debris, and decreased secretion. Partial reversibility of
male reproductive organ effects was observed in the rat and dog following a 4- and 12-week non-dosing
period, respectively. These doses in rats and dogs resulted in approximately >10 and 0.1 times,
respectively, the exposure [AUC] in humans at the recommended dose. In the fertility and early
embryonic development study in male rats, palbociclib caused no effects on mating but resulted in a
slight decrease in fertility in association with lower sperm motility and density at 100 mg/kg/day with
projected exposure levels [AUC] of 20 times the exposure in humans at the recommended dose.

14 CLINICAL STUDIES

Study 1: IBRANCE plus Letrozole

Patients with ER-positive, HER2-negative advanced or metastatic breast cancer for initial
endocrine based therapy

16
Page 16

Reference ID: 4078038



Study 1 (PALOMA-2) was an international, randomized, double-blind, parallel-group, multicenter study
of IBRANCE plus letrozole versus placebo plus letrozole conducted in postmenopausal women with
ER-positive, HER2-negative advanced breast cancer who had not received previous systemic treatment
for their advanced disease. A total of 666 patients were randomized 2:1 to IBRANCE plus letrozole or
placebo plus letrozole. Randomization was stratified by disease site (visceral versus non-visceral),
disease-free interval (de novo metastatic versus <12 months from the end of adjuvant treatment to
disease recurrence versus >12 months from the end of adjuvant treatment to disease recurrence), and
nature of prior (neo)adjuvant anticancer therapies (prior hormonal therapies versus no prior hormonal
therapy). IBRANCE was given orally at a dose of 125 mg daily for 21 consecutive days followed by

7 days off treatment. Patients received study treatment until objective disease progression, symptomatic
deterioration, unacceptable toxicity, death, or withdrawal of consent, whichever occurred first. The
major efficacy outcome of the study was investigator-assessed progression-free survival (PFS) evaluated
according to Response Evaluation Criteria in Solid Tumors Version 1.1 (RECIST).

Patients enrolled in this study had a median age of 62 years (range 28 to 89). The majority of patients
were White (78%), and most patients had an Eastern Cooperative Oncology Group (ECOG)
performance status (PS) of 0 or 1 (98%). Forty-eight percent of patients had received chemotherapy and
56% had received antihormonal therapy in the neoadjuvant or adjuvant setting prior to their diagnosis of
advanced breast cancer. Thirty-seven percent of patients had no prior systemic therapy in the
neoadjuvant or adjuvant setting. The majority of patients (97%) had metastatic disease. Twenty-three
percent of patients had bone only disease, and 49% of patients had visceral disease.

Major efficacy results from Study 1 are summarized in Table 8 and Figure 1. Consistent results were
observed across patient subgroups of disease-free interval (DFI), disease site, and prior therapy. The
treatment effect of the combination on PFS was also supported by an independent review of radiographs.
The overall survival (OS) data were not mature at the time of the final PFS analysis (20% of patients had
died). Patients will continue to be followed for the final analysis.

Table 8. Efficacy Results — Study 1 (Investigator Assessment, Intent-to-Treat Population)

IBRANCE Placebo
plus Letrozole plus Letrozole
Progression-free survival for ITT N=444 N=222

Number of PFS events (%) 194 (43.7) 137 (61.7)

Median progression-free survival 24.8 (22.1, NE) 14.5 (12.9,17.1)

(months, 95% CI)

Hazard ratio (95% CI) and p-value 0.576 (0.463, 0.718), p<0.0001
Objective Response for patients with N=338 N=171
measurable disease

Objective response rate* (%, 95% CI) 55.3(49.9, 60.7) 44.4 (36.9, 52.2)

*Response based on confirmed responses
Cl=confidence interval; ITT=Intent-to-Treat; N=number of patients; NE=not estimable.
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Figure 1. Kaplan-Meier Plot of Progression-Free Survival — Study 1 (Investigator Assessment,
Intent-to-Treat Population)
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LET=letrozole; PAL=palbociclib; PCB=placebo.

Study 2: IBRANCE plus Fulvestrant

Patients with HR-positive, HER2-negative advanced or metastatic breast cancer who have had
disease progression on or after prior adjuvant or metastatic endocrine therapy

Study 2 (PALOMA-3) was an international, randomized, double-blind, parallel group, multicenter study
of IBRANCE plus fulvestrant versus placebo plus fulvestrant conducted in women with HR-positive,
HER2-negative advanced breast cancer, regardless of their menopausal status, whose disease progressed
on or after prior endocrine therapy. A total of 521 pre/postmenopausal women were randomized 2:1 to
IBRANCE plus fulvestrant or placebo plus fulvestrant and stratified by documented sensitivity to prior
hormonal therapy, menopausal status at study entry (pre/peri versus postmenopausal), and presence of
visceral metastases. IBRANCE was given orally at a dose of 125 mg daily for 21 consecutive days
followed by 7 days off treatment. Pre/perimenopausal women were enrolled in the study and received
the LHRH agonist goserelin for at least 4 weeks prior to and for the duration of Study 2. Patients
continued to receive assigned treatment until objective disease progression, symptomatic deterioration,
unacceptable toxicity, death, or withdrawal of consent, whichever occurred first. The major efficacy
outcome of the study was investigator-assessed PFS evaluated according to RECIST 1.1.

Patients enrolled in this study had a median age of 57 years (range 29 to 88). The majority of patients
on study were White (74%), all patients had an ECOG PS of 0 or 1, and 80% were postmenopausal. All
patients had received prior systemic therapy, and 75% of patients had received a previous chemotherapy
regimen. Twenty-five percent of patients had received no prior therapy in the metastatic disease setting,
60% had visceral metastases, and 23% had bone only disease.

The results from the investigator-assessed PFS from Study 2 are summarized in Table 9 and Figure 2.
Consistent results were observed across patient subgroups of disease site, sensitivity to prior hormonal
therapy and menopausal status. The overall survival (OS) data were not mature at the time of the final
PFS analysis (11% of patients had died). Patients will continue to be followed for the final analysis.
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Table 9. Efficacy Results — Study 2 (Investigator Assessment, Intent-to-Treat Population)

IBRANCE Placebo
plus Fulvestrant plus Fulvestrant
Progression-free survival for ITT N=347 N=174
Number of PFS events (%) 145 (41.8%) 114 (65.5%)
Median progression-free survival 9.5(9.2,11.0) 4.6 (3.5,5.6)
(months, 95% CI)
Hazard ratio (95% CI) and 0.461 (0.360, 0.591), p < 0.0001
p-value
Objective Response for patients with N=267 N=138
measurable disease
Objective response rate* (%, 95% CI) 24.6 (19.6, 30.2) 10.9 (6.2, 17.3)

* Response based on confirmed responses
Cl=confidence interval; ITT=Intent-to-Treat; N=number of patients.

Figure 2. Kaplan-Meier Plot of Progression-Free Survival (Investigator Assessment, Intent-to-
Treat Population) — Study 2
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PAL+FUL 347 281 247 202 91 32 7 1
PCB+FUL 174 112 83 59 22 13 2

FUL=fulvestrant; PAL=palbociclib; PCB=placebo.
16 HOW SUPPLIED/STORAGE AND HANDLING

IBRANCE is supplied in the following strengths and package configurations:

IBRANCE Capsules
Package Capsule ..
Configuration Strength (mg) NDC Capsule Description
Bottles of 21 125 NDC 0069-0189-21 | opaque, hard gelatin capsules, size 0,
capsules with caramel cap and body, printed with
white ink “Pfizer” on the cap,
19
Page 19

Reference ID: 4078038



IBRANCE Capsules

Package Capsule

Configuration Strength (mg) NDC Capsule Description

“PBC 125” on the body

Bottles of 21 100 NDC 0069-0188-21 | opaque, hard gelatin capsules, size 1,
capsules with caramel cap and light orange body,
printed with white ink “Pfizer” on the
cap, “PBC 100” on the body

Bottles of 21 75 NDC 0069-0187-21 | opaque, hard gelatin capsules, size 2,
capsules with light orange cap and body, printed
with white ink “Pfizer” on the cap,
“PBC 75” on the body

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).

Myelosuppression/Infection
e Advise patients to immediately report any signs or symptoms of myelosuppression or infection,
such as fever, chills, dizziness, shortness of breath, weakness, or any increased tendency to bleed
and/or to bruise [see Warnings and Precautions (5.1)].

Drug Interactions
e Grapefruit may interact with IBRANCE. Patients should not consume grapefruit products while
on treatment with IBRANCE.
e Inform patients to avoid strong CYP3A inhibitors and strong CYP3A inducers.
e Aduvise patients to inform their health care providers of all concomitant medications, including
prescription medicines, over-the-counter drugs, vitamins, and herbal products [see Drug
Interactions (7)].

Dosing and Administration

e Aduvise patients to take IBRANCE with food.

e 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. IBRANCE capsules should be swallowed
whole (do not chew, crush, or open them prior to swallowing). No capsule should be ingested if
it is broken, cracked, or otherwise not intact.

Pregnancy, Lactation, and Fertility
e Embryo-Fetal Toxicity
0 Advise females of reproductive potential of the potential risk to a fetus and to use
effective contraception during treatment with IBRANCE therapy and for at least 3 weeks
after the last dose. Advise females to inform their healthcare provider of a known or
suspected pregnancy [see Warnings and Precautions (5.2) and Use in Specific
Populations (8.1 and 8.3)] .
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0 Advise male patients with female partners of reproductive potential to use effective
contraception during treatment with IBRANCE and for at least 3 months after the last
dose [see Use in Specific Populations (8.3)].
e Lactation: Advise women not to breastfeed during treatment with IBRANCE and for 3 weeks
after the last dose [see Use in Specific Populations (8.2)].

This product’s label may have been updated. For full prescribing information, please visit
www.IBRANCE.com.

Distributad by

]
@ Phizer Labs
Division of Pfizer Imc, NY, NY 10017

LAB-0723-2.1
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PATIENT INFORMATION
IBRANCE® (EYE-brans)
(palbociclib)
Capsules

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

IBRANCE may cause serious side effects, including:

Low white blood cell counts (neutropenia). Low white blood cell counts are very common when taking
IBRANCE and may cause serious infections that can lead to death. Your healthcare provider should check your
white blood cell counts before and during treatment.

If you develop low white blood cell counts during treatment with IBRANCE, your healthcare provider may stop your
treatment, decrease your dose, or may tell you to wait to begin your treatment cycle. Tell your healthcare provider
right away if you have signs and symptoms of low white blood cell counts or infections such as fever and chills.
See “What are the possible side effects of IBRANCE?” for more information about side effects.

What is IBRANCE?

IBRANCE is a prescription medicine used to treat hormone receptor (HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative breast cancer that has spread to other parts of the body (metastatic) in combination
with:

e an aromatase inhibitor as the first hormonal based therapy in women who have gone through menopause, or
e fulvestrant in women with disease progression following hormonal therapy.

It is not known if IBRANCE is safe and effective in children.

What should I tell my healthcare provider before taking IBRANCE?
Before you take IBRANCE, tell your healthcare provider if you:
e have fever, chills, or any other signs or symptoms of infection.
e have liver or kidney problems.
e have any other medical conditions.
e are pregnant, or plan to become pregnant. IBRANCE can harm your unborn baby.
o0 Females who are able to become pregnant and who take IBRANCE should use effective birth control
during treatment and for at least 3 weeks after stopping IBRANCE.
0 Males who are taking IBRANCE, with female partners who can become pregnant should use effective
birth control during treatment with IBRANCE for 3 months after the final dose of IBRANCE.
o0 Talk to your healthcare provider about birth control methods that may be right for you during this time.
o If you become pregnant or think you are pregnant, tell your healthcare provider right away.
e are breastfeeding or plan to breastfeed. Itis not known if IBRANCE passes into your breast milk. You and
your healthcare provider should decide if you will take IBRANCE or breastfeed. You should not do both.
Tell your healthcare provider about all of the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. IBRANCE and other medicines may affect each other causing side
effects.
Know the medicines you take. Keep a list of them to show your healthcare provider or pharmacist when you get a
new medicine.

How should | take IBRANCE?

Take IBRANCE exactly as your healthcare provider tells you.

Take IBRANCE with food.

Swallow IBRANCE capsules whole. Do not chew, crush or open IBRANCE capsules before swallowing them.

Do not take any IBRANCE capsules that are broken, cracked, or that look damaged.

Avoid grapefruit and grapefruit products during treatment with IBRANCE. Grapefruit may increase the amount

of IBRANCE in your blood.

Do not change your dose or stop taking IBRANCE unless your healthcare provider tells you.

¢ If you miss a dose of IBRANCE or vomit after taking a dose of IBRANCE, do not take another dose on that
day. Take your next dose at your regular time.

e If you take too much IBRANCE, call your healthcare provider right away or go to the nearest hospital
emergency room.
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What are the possible side effects of IBRANCE?

IBRANCE may cause serious side effects. See “What is the most important information | should know

about IBRANCE?”

Common side effects of IBRANCE when used with either letrozole or fulvestrant include:

e Low red blood cell counts and low platelet counts are common with IBRANCE. Call your healthcare provider
right away if you develop any of these symptoms during treatment:

0 dizziness 0 bleeding or bruising more easily
0 shortness of breath 0 nosebleeds
0 weakness
¢ infections (see “What is the most important e diarrhea
information | should know about IBRANCE?") e hair thinning or hair loss
e tiredness e vomiting
e nausea e rash
e sore mouth e loss of appetite

e abnormalities in liver blood tests
IBRANCE 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.
Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all of the possible side effects of IBRANCE. For more information, ask your healthcare provider or
pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
How should | store IBRANCE?
e Store IBRANCE at 68 °F to 77 °F (20 °C to 25 °C).
Keep IBRANCE and all medicines out of the reach of children.
General information about the safe and effective use of IBRANCE
Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not
use IBRANCE for a condition for which it was not prescribed. Do not give IBRANCE to other people, even if they
have the same symptoms you have. It may harm them.
If you would like more information, talk with your healthcare provider. You can ask your pharmacist or healthcare
provider for more information about IBRANCE that is written for health professionals.
For more information, go to www.IBRANCE.com or call 1-800-438-1985.
What are the ingredients in IBRANCE?
Active ingredient: palbociclib
Inactive ingredients: Microcrystalline cellulose, lactose monohydrate, sodium starch glycolate, colloidal silicon
dioxide, magnesium stearate, and hard gelatin capsule shells.
Light orange, light orange/caramel and caramel opaque capsule shells contain: gelatin, red iron oxide, yellow iron
oxide, and titanium dioxide.
Printing ink contains: shellac, titanium dioxide, ammonium hydroxide, propylene glycol, and simethicone.

Distributed by

——
@ Pfizer Labs
Division of Pizer Ing, N, MY 10017

LAB-0724-2.1

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: March 2017
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1fi. (6.7%) , FEIRIENN (6.4%) , &I (6.1%), T 7 =T 1) N T A7 =7 —EHN(5.8%),
T (5.8%) , R¥IE (3.8%) , FEMELFHERFAE (0.9%) 72 EThHoTz,
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

Table7. BB 2 TR ONBRREMERE

BRRREMERY A TSVAR+TARZR TV b ISR+ TARZ T b
(N =345) (N=172)
£7Vv—F ZVv—F3 ZJVv—F4 £7L—F ZFL—F3 ZUL—F4
% % % % % %
A 1 BRk ek 99 45 1 26 0 1
- ER R 96 56 11 14 0 1
1. 78 3 0 40 2 0
LIRANY 3% 62 2 1 10 0 0
T ARG X 43 4 0 48 4 0

TI/ TR

7 = 7 —EHn

TIT=T ) 36 2 0 34 0 0
FTFLU AT x

Z —HEmn

N : BEH

7. KA EIER

VAR T 7 U ZIEEIC CYP3A B X OMigEER RS (SULT) @ SULT2A1IZ L » TIREFF S D,
In vivo TIZ/VLAR T 7 U 7 IXRE MK TR 72 CYP3A HESK CTH 5,

1L 2VEY 7 ) TOomEPRES FH S8 5D H 2 FKA
CYP3A [HERDOEE

RIS I CYP3A OFRWVLESRE (f v T2y —1) EOfRHEGLZEE, SV RY 20T
D M AEFPIREE X 87%IE M L7z, CYP3A ORWHER (/77U Au~vAfv 'y, £ EN,

A NToa)lryS—), Fhary—, arF N U KFEIL, nefazodone, /L7 4} EIL,

posaconazole, Y NI E/L, X FEN, TTFLEN, T RavAf T, R a)F—Lk
E) LAFRIOGERHITRET D Z L, AFREGEPII L —T I N—Y F RIS =T TN —Y V2 —
ZDOFBEUTRET 2 Z &, CYP3A OFRVHERE & AANOHFHIAEET DR WIGE, ARHIZREES
HZ & [HE-HE 02H) BILOERIERE (123 1H) ] .

72. 79VART 7 ) TOMBEPRE ZET I8 5 WEEtED H 5 KA

CYP3A MK DORE

@%ﬁﬁ%‘CNMA®ﬁw%%£(J77/t//)&ﬁ%%@btk% PIVRT 7 YT D
SRR B 85% I L 7o, CYP3A OIWVIFEIE (7 == A, VT 7rEv Y, LR

vﬂzt/, TUWILEZIR, B b Va—r X U=l EARBIORITEET S Z L [

FREEPE (12.3 1H) M4

7.3. 70V T 7 U i & Y iR BB E(Ld B FTREMED & 5 FKA

EFEWBRE 1Z I 4 Y T D ARBIORKER G LIFREEG Lz b &, BURERGREL R, I4 YT A
D IMAEFRIREFE B 61%IM Uiz, MR E <, 1BIEBEN/ NS W CYP3A O (T v7 =
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

H=)y, IR ARY) v, e Ra)dXZ Iy, m)dZ I, 2_XalJLhA, Tz H=),
PEUR, ¥=Ur, v UAR, 2 ) ARRE) BRAEREST5E, AKX
O OHEANDORFEEZ NS EL NS 57280, 2o DA ZHE LT i b 2nigs
N D [HRFERE (12.3H) BT

8. %R ~DEE

8.1. 145

27 DER

FEEGEPRFRBR OFT B3 L OERBEFF IS &, IRETICARRI A2+ 2 LIBIRICHE 2 KT+ B X
NRd 5 [FaHEE (12.1 H) 28] . ABRIOHEGIHES ) A7 LT, EFcBIF 57 —4
TSN TV, BT AFERERICB T, BEEAMOEES v FBX Y3 i2ide k

HRIREREE B 4 (5LL LOBREE R (AUC) TAFZ&KET 5 LIk - lEHEESRo bz [F—4
2] o IR RA~DOEIER Y 27 IZOWTRHT 2 Z &,

R ETHREEFICBOTHE SN D FERLERAEFB I OWEOY Y AZIZOWTIEAR
BHTH D, KEO—WREMTIE, BRAICHER SRS 5 TEARE KRBT B LI OWED
TEY 27T ENEN 2%~4%B LN 15%~20% L HEE SN,

F—s

FEBRIREAER T — ¥

W7 > N &2 HWTeZREER L OIS AREBRIC W T, RERTGIER 7 H B £ TR T
V7% 15 HERRNEEE L& 2 A, 300 mgkg/ B £ CTORHETIREMEITEO LT, RS SR
BRI ECOE MEER (AUC) O 45 Tholz,

7y FBXOUYFE WM - JRIRFAEICET 5BRICB N T, IREI T L TR E TR
W2V R Y7 U 7 300 mgkg/ H 3 LV 20 mgkg/ H 2N EfE 0 &5 Lz, 7 v MORMARE M
? 300 mg/kg/ H T/IVART 7 ) 7t b4 2 LB EENRO b, BIREENED Lz, 7>
MZ 100 mg/kg/ A LA ETHRVRT 7 U T o592 L EROBEEN ER- Ui (55 7 SHEICH)
BT DBEN EF L) o U FITRAREMERD 20 mgkg/ H TIVRS 7 ) 7 2% ET %
RO O/ A G B AROBEEN EF L, 7 v FZ 300 mgkg/ HEB LT HFiC
20 mg/kg/ H 2532 &, RAESHRERIIHEEHE O MEER (AUC) OZNEIVK 4%
BIOIFETH-T,

CDK4/6 £ 7L 7 v 770 b AL, BRIRREOEN (IR 145 B L0 HAEET) (CEEDH
MICEVEETHZENRESNTWD, L, EHEOREN ) v/ 77k~ 2Lk b
TRARRD LMD, /v /T YRS YADT STt hTOMMERB LRV TR D 5.
8.2. BILIB

Y 22 DER

t NAHFONSVRT T VT ORE, FUHEAIZSVRY 7 ) TR RIE T EE L IIRA TE-
ToNRIZAIVR S 7 U TR BT BICB T D 1E 8IS b Ty, AR TE > 7o/hR
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

WCHERRERZBI X TBEARH D2 LD, AFlOEH R IO KT 3 BMITE
HAHLWEK Y BEITHE T L,

8.3. £FERED B B & tER X B
HIRRE

FERRARGABRIZIE D &, AEIRTPICAHNE T 2 L IRIRICREE KT RBENNH D [FR52EH
~OREG (8.1 ) 2], IRFRER LML, AR O GHMARNS, EIRRA 2 F2 5

L,
L
Lt

TERFICAR R 2 LRI B L RZTB TN D5 [FHZEL~DRS 8.11H) &
W] o IR ATREZ2 ML, AR OG- hd JORGHT# 3 BRLL EIZH72 > T, A7k
G N I RS K = 7 N AR

s

N

BARHEEDORBZNNH D Z b, N— M —NEIRARER LM TH 2 BIMEEITH LT, AH
DEEGEFBLIOREKRTH 3 » ARLL EICDT2 > T, FRBHEEZERT2 X 5frT o2&
[FEEGRZZPE (13.1 ) ZHE

REESE
P

N

FERRARGABRICIE D &, AFNTATHRED & 5 BIEDORIGREL R 9 BENN DD [FERGKR#HIE (13.1
) 2],

8.4. /NR
INRBEFICEB T D ARBN O L EVER X OEEIIRE STz,

T v b EAWE 27 BRI KE RS B ERBRIC BV, g (FESMaZzeil) , B (AWkE
BLOKGMAEZEM) |, B GRAE 22l b L OMBMEEITIERE) 3 X OB () LB
BT, BERHRE REE, Sk L0 20 Vg 2RO b, 30 mgkg/ A BLE [HER
HE&Tot MEKREEZESE (AUC) O 1115] Z2& 5 LIcECRLE A, ERLOFT RO
—HB (R¥EE i, BERMAEZER b X OURMAE 22 k) 1350 7 v MRV 15 BRRE
B 5B T H IR BN, MR L O EIERE 1K - 7o, BRI RH £ 7- 130ER, IR,
gk X ORI O B#E 3 528 kL, AT » F & AWz 27 B E RS E RS L OV
X & = 39 M F TOREE G EHMERBR CILRO 6o T,

7 D4 ]\T i ﬁ*‘{tuﬁﬁ% & iﬁgg{"f\ lﬁa)fﬂrl\iﬁ)mu&)%ﬂﬁ_o 100 mg/kg [:FE %Ef@t ]\EHDEE
R (AUC) O 15 15] % 27 B G Lim& 24, REDTOEORE (L@, =F ANLF
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

MRz B 1 2V Btk L OBEEEGHRE) 2580 bz, S CIx, /NEEE TR
D EDOMOFFEMITHRET L TV,

8.5. HinE

PR 1 TAHNZ PG LTz 444 I 181 B (41%) 2% 65 LA b, 48 %51 (11%) 3 75 A ETH -
7=, Bk 2 TARKIZ B G- L7= 347 i+ 86 (25%) 75§ 65wl b, 27 61 (8%) M 75 Ll ETH -
oo IR E LT, @i & BmEE O CAR|OZEMEE I3 AIMEICEITRO b o T2,

8.6. iTbSaERE®

WEDIFEREE E 2 AT HBE RE VL UM E LR (ULN) LA F)D T AT X URT
R/ R AT7 2T —F (AST) N ULN % L[R5 72y, ASTEZMDOTHE U /L E L ULN O
IOPE~H&Qmﬁ%aﬁﬁﬁwwm%ﬁ%&btlﬁl%%@ BIRHT DFERICEE S &, RJE
DIFREREFEFIL SV RS 7 U 7 OMRFE RIS B L RIT S e oTo, R E 72 I3EHE O JFHEGERE
i%ﬁ#é%%(mnm%ﬁb?@t)»t/ﬁmﬁanj%%iﬁé)?@,Nwﬁv&u
T OENRRIIMET S VTR [BEIREERE (12.3 1) BHE]

Traw X —PHEKRFE I TR NT o N OFHEREREE ICEE T 2 HEPREIIC W TIE, Yk
WA SCEReRESRO Z &,
8.7. BHSrEREE

W DB REI EZ AT HBE (7 LT F =27 U T 7 A (CrCl) A 60 mL/min LA_E 90 mL/min
A ] 73 B K OV ARE OB RERE E A 9 5 B3 (CrCl 23 30 mL/min LA b 60 mL/min i)
29@%a@$%qmm%ﬁ%kbtt$li%@ BREHT DGR %é%i@fﬁi@¢%§@%
BEREFE E 1T LR S 7 U 7 OMRE BB S RIE S o7z, BEOBHERELH T HEE T
@,Awf/7J7®%%%mi@ﬁénfm@w[%W%E(UJ%)ﬁﬁjo

10. BEKLE
ARFNZKE T HBEAMOfEHRANL RN T2, ARAIOMEER 5K U TR SCRIRIEZ1T S 2 &,

11 AR « R

O AITH HARANE, FF—EHEERTHL/ VLR 7 U 7% 125mg, 100 mg £ 721 75 mg
GHT D, VRV 7 VT D51 RIE CuHN,0, Th D, 53 1-R1% 447.54 Th D, (LFAIL
6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-2yl]Jamino} pyrido[2,3-d]pyrimidin-
7(8H)-one TH VY, ZDO#EERE LI FITRT,

ME ME

NI\ =
HNJ\

N

:
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

PNNVRT 7 ) TIEEA~BOEOMKETHY, pKaldk74 (EXTIOUEO T IV) BLO39
(Y VU EDEE) THDH, pHAUUTT, 2»SLRT 7 U ZImWIEfREE%2 179, pH4 22
HE, 2OVRT T U T ORMEIRBEE KT 5,

Wy - fEEhEva—X, HBEKFW), T 7 ) a— gl N oA, BREEKT AN, A
FT VU~ TR LB LMY T F o TR, R, B ARG X OREE D
RBERDH 7 RIVEITE T T, = B ke, HE = bkl LU LT & v 2 E e, HiklA >
71Tt T v, BbFE, KT vE=UL, 7oL ) a— BRI AFarrs
e,

12. ERPRIKH
12.1. YER#FF

PNVRY T YT A 7 ) ARG —1F (CDK) 4 BL V6 DILERTH S, 1427V DI
B L O CDK4/6 I ZHIRIEFEIC E DD > 7 F WARERIE O FiichiE T 5 EAE TH D,

In vitro TliL, VLR Z7 U7 3ilaEE o G i SEHI~OBfTE2TAZ EI2LY, =X |
a7 U 3K (BR) BoE SLps AR O A AR 5 & Pk U7z, FLE ek z SRy 7 U 7 L=
A hu UK CHRHAERT S &, BRI bbbl U C, MEREEEEAIIRIE (Rb) EEE Y (LA
HESND Z EICX D, E2F OB L OV 7 sENIH S, Ml sHE S D,
In vitro C ER BPEFLIEMIAEZ SV Ry 7 U 7 Ll A hu 7 VTS 5 &, KK D
HAFIALFR R & Hie U GRS TOE L, R DOBRE% b iR 6 B R b3 i L, Him A
ha s KO 2 kT 5 & L T L7z, FBEHRO ER MEFHEREBEE T L2 VT
in vivo iRBROFER NS, SART 7 VT L ha Yy — L ONFRBEGIZ LY, F3EHF O A 5K
EHEZ LT, Rb U VR L, Ty 7 F/WniER X ONEGHE O R E AR S v,

Invitro Tt MEBEEAZEMIEZ LR 7 ) T i A ba A VoA T £ 7213350 F T
MER LU 7= & Z A, Milag bz bnT, FADOBRERICHEEN I S,

12.2. A%

DR ERAEHZAER

HASEERE 77 Pl RIT, N—=RATA DO ERIGT HIYENEET — X 27T 5 7= 01
R—= 2T A VHFHIE & O RERICHE L7 0ER 2 AW, D8 CHiiE L7z QT
QT I KIEFT VR 7 UV T OEEBAFMN Lz, »OLRy 27 ) 7 1 B 1[E125mg (A7 Y 2 —
IV 3/1) G, QTelC K& 7228 >20ms) 18D b RihoTz,

12.3. ipEhhE

AT 2 S BN A RBE B L OMEEERE IS8 20V v 7 U 7 O3 EhRE S Rt &
Dzl:'fﬂﬁ I/ 71.0

R

SVRY 7Y T O A G% OGS MBERIRE (Cray) BEFRFH] (T OFHIEIE, L T 6~
12 B Th o7, AF| 125 mg ZROEE Lz & OB NA 3T X4 Z 8V T ¢ OFEIfEIT
46% Td D, 25~225mg OHRHPITIL, VLRI 27 U 7D AUC B LD Crax (B FT e HLL
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

FIENCEEINT 5, 1 B 1 BIKERE L7254, 8 BUNICEFIRIEIZET S, 1 B 1 EIEHRS L
T2 xR T VT ORBEREOFRAEIX 2.4 GG : 1.5~42) Tholz,

BHEORE . VRV 7 ) 7 EZERRRS LIZGE, B 13%085E Tl VR v 7 U 7 Ol
BIOBBEENELIETLE, BBKREICEVE L IEWVBEEZ R THBRE 2B TVLER
7V 7 OB EOHENNRD Gz, thowirE CIIBRRMICEERREEOZITRD 5
nNimot=, LMo T, BEOEBIIZE ST ULRY 7 U 7 OREREOEIKMEENE T L
ZLIZRY, BAIDOBZREEPDEMT bz, —BEERIcERE Lot 2 L LT, SENS
Hu U —f& (K 800~1000 71U — : AN 150 h U —, RASI 250 o V) —F L5
723 500~600 H 2 U —) HICEG L2 ED/ LR 7 ) 7O 0 BN S EERR KRR £ Tolfl
HERUEREE - BRI AR TS (AUCh) 3 £ Crax (ZE LTI 21%EB L OV 38%I L, (KAENHE A
U —f (§400~500 h 2 U — : EBEEN 120 h U —, RAKE®D 250 v ) —8 X OVEN
MN28~35 1l —) B TIETZNTN 2% LN 27%IN L, AFIFEGHT 1 B £ 72 3%k 5% 2
RER AR YERY 22 v V) — CHRRE DRRIFE (]9 500~700 v U —: BBAHED 75~105 U —,
RAAEI DN 250~350 111 U —F L OGN 175~245 hm U —) 2R LA TIEERETN
13%3 L O 24%8n L 7=,

Pogil

In vitro |28 57V 7 U 7O MR ARESRITN 85% TH Y, 500~5000 ng/mL D
HPH CIERAEIEIZ A DR Do T2, AT OO BFED S EE (V,/F) 132583 L, L#Ehi%
¥ (CV) 1326%ThHo7-,

R

In vitro 3 X W in vivo BMERDFER NS, 2L 7 U 7t F THHMREIZ =105 Z - Eni,
B RMIMCPIAVRY 7 U 7 125 mg ZHERR ARG LiZ L &0V R 7 U 7 O LS REHRE
(IR bR L OWImIAE N EE L TR Y, 73 /WbB X O v 7 o VAL RIR ) 7 AR
IZBE L TWa, TEERILF O TR VRS 7 Y THEWEIIREILETH 72 (23%) . 7276
BRINPREIIASVR 7 VT DT NT a G Th D0, HEtmic 5o 285613582
15%IZFT E2W, 7V R T 7 U ZIRREIAH S, B X OIRFISED 2 RELIEROEIE T
HBBEDZNZEN 23% B LV 6.9% Th 7=, FHTIX, MEBBEGEN TR VAR T 7 Y 7R
METHY, BEED26%% HHT-, & MFM, F1 by, S9 5y L UNEEL 2 SULT
% Nz in vitro BRERDFER NS, LR T 7 U 7 OMREHTIZEIZ CYP3A 38 L OV SULT2A1 A3B
53352 ERRENT,

Pt

HATIHEBE BT 22 ULR Y7 U 7007 )7 F > A (CLIF) ORMEXEIL 63.1 Lh (29%
CV) THhY, MmAEEFEREREEOYHE (£ BEERZ) 1329 (&5 FETHo7, Bty
B 6 BIC[MCY VAR 7 ) T ABRERR OGS Lz & 25, #5 L-REERED 91.6% (1 H{#)
2315 HUNIZENY &4, Rk gat (580 74.1%) TH Y, JRPICIIREED
17.5% 3B STz, 2SIV ARS 7 U 7 ORESIIEH & LTt S -,
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

i, HRIBIUHRE

AR 183 1l (F1E 50 i3 KX OVt 133 9, 4R 22~89 ik, AHE 37.9~123kg) Zxff& L7
RHEE[H S B REMRAT DG Fe ’ﬁo‘% rﬂf%u IR T ) T ORBERICEE L RTET, Tk
FOMREIZ VR U7 U 7 Oz &I BRIICEE 2B E KF S 20T,

/NREER
VR 7 ) 7 OIEYENREIT 18 A O BE TILRHME S LT ey,
EWrEEIER

In vitro IZBWT, »ULRI 7 U 7R Z CYP3A BXUYSULT2A1 2’BH5- L TWBb Z &
DRINTND, AFI125mg & 1 A 1 @}ifﬁ&“ﬁ Lick &, EFIREREO/ LR 7 U TR
BERIFEAY 7259y CYP3A fLESR L UCEAT %, Invitro IZBW T, BKREE CIZ VR 7 U7
IZ CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19 3 X T CYP2D6 DHESK TIL 72
<, F72CYPIA2, CYP2B6, CYP2C8 1 L TN CYP3A4 DFEEIETIIR,

CYP3A DFHEH (@i 12 Bz x5 & L3 BEERRBROT — 2 v, Al 125 mg D
Ha# G524 b7 a3 — (200 mg KE#KS) LOFHES Lz & &, BB G b, L
R 7 VT D AUCine B IO Crax 1 EZNENHI 87% B LN 34%ENM L= Z L3RS TWD [
WIHHEER (7.1 HH) 28]

CYP3A #%385E - AEFHERE 15 Bl st 5 & LT EMHEBAERRBROT — 2006, A5 125 mg OH
[l#% 5% CYP3A DRWVEEKTHDH U 77 B2 (600 mg KIEHYE) LOHH®KEG L L&,
HUME HEE L b, 2SLAR 7 U 70 AUC e B KON Cog 1ZZVE AL 85%33 LT 70%0 L7= =
EDURENTN D, BEEEWERE 14 B2 x5 & L2 A ERARBROT — 25, KAl 125 mg
DA G % CYP3A DHFEEOFERTHHEX 7 4=/ (400mg Z 1 H 1 [IEHRE) &OF
G Lz &, FMFGHE L, 2SR 7 U 70 AUCy B £ O Cox 1ZZNZH 32%3 &
QN N%BD LTI Z EDRENT WD CEYMHAIERN (7.2 1H) ],

CYP34 DHE : KK 125mg Z# 1 B 1 BIKEHRG Li- L X, EFRERFD LR 7 U 7 IR
IRTFRO7289\ ) CYP3A [HESK E UCTIER T %, fREEHERE 26 B2 x5 & U 7= i A AEHRERIC
BWT, XY T LEARFOREESG EOFAEEG Lz &%, BMEGRLES, IXY T L0
AUCin B L O Crax MEIVEI 61%B L ON37%IIN L= CEYHAIER (7.3 1H) 2] .

B D pH % |57 &8 2 5] - RS 55 & LT B AERRBRICBW T, B%EED5
HFTlE, AF| 125 mg OH[EEE %27 0 h R 7 ER (PPD) THLTT 7Y —)L (K8
¥eh) LOFREE Lz L &, BB GRE L A, 2ULR T 7 U 7D Coae 13 41%1KF L7228, AUCins
~OEBIT/NE o T2 (13%) . H2 ARSI L OURFTERIBEIEAH O pH IZ KIFET#
BITPPL LV /NS W, AFIEZEBICIRA LIZSA T, H2 SREEGUERE 7213 Rkl
ﬁéz%ﬁ‘/\ﬂ/'ﬁ VIV T OBRBERICKIETTEEIIS T ETH NS, AKFIZEBICRA L
A TIE, PPI, H2 SZRAKEEHU E 7213 R ArtERIERSRIT LR S 7 U 7 ORI BRI B
E‘—”i.%& 720, RSS2 x5 & LB oRBRICEB VT, ﬂﬁﬁ#&ﬁ@ﬂ#ﬁ?ﬂi, ¥
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

KO HaE 5.2 PPl ThH 777V —)v (RIEERS) E0FHES Lz & X, B GRE L b
2VIRY 7 U 7D AUCe B £ Y Coax 1 EZFILF I 62%F3 L O 80% 7 L 7=,

Lk —b HERE AR E LIERIRRBROT — 2006, AKAlL L bo Yy — 20 G L
=% a, MAIRICEYR B ERIIREO b2 RS,

TR Z b UERE R E LIERKRBROT =216, KAlL TVRZ LT &
MG LIe5a, mAIRICERRIC BEE 2B ERITEED SR n 2 EAVREnT,

T L HREBE NG L LTCBREBROT — 206, AHL T L) 20 KREG L2
B, WA BRRAIC A A RN O DI 2 E AR ST,

TIFRI =N FNTZFEARL R ET T A IR —LETmFR B ARZ U OHEY)
FHEAERZFHT T 2 72D OKRBR T —Z 3G o Thwy, K45, 7FA ey —LrEB LT
XA AL PR D L <Xk s A7 DMRIT T E 3R & L < i3k &
T AL TRT BT AMTICESE, RFET T A ey — L EliImde AR Z
DEFRANCEE R AEAERNE L D L 1EB 2120,

F 7 RPN Z RIFT SR 2 U 7 D22 - In vitro fHIZIBWNT, 2SLR v 7 U 73R
kZ v AR—=2—Td 5 P-gp, BCRP, OATI, OAT3, OCT2, OATPIBI F & X OATPIB3 DiE
M & R IR IR CHLE T 2 rleeth IRV 2 & AR & vz,

PR T Y TN RIET T AR — 5 — D2 Invitro 7 — I HD X, P-gp 33 LN BCRP
N U AR AR TR ARE#R DO/ LR 7 U 7 ORI 2 %2 FIE-d rlReME I E v &
Ezohb,

13. JERRER T
13.1. BARME, BRERER L USEEEE
PV T 7 U T O AFEPEIC BT 23R BR I35 L ey,

NIVRT T VTN, F XA =— AL AL —JIEHREZ O 72 in vitro 3053 L OY 100 mg/kg/ H 2L
ETCNRT ) T E IHEBEG LT » FOFBHIZIW T, BEMEFHEEEIC LD MR
F LT, MEZ WD in vitro f8IRZRA AR (Ames iRER) [CB W T/ LR Y7 U 7 I3AE R
MERST, B bU S RERZE MW in vitro AR RFEREICB DN TV R Y7 U 73R AR D
WERE ZFHR LR o7,

MEZ > b &AW ZIRERBRICB VT, 7LR Yy 27 U 7% 300 mgkg/H (AUC Tt KRB HEE
DRI 4fE) FTOAETESLTY, 2R Y 7 U 73R RITER L O RREIC B2 RIT S 72
Molz, £z, KEHEGHERBRICEBWT, 7y MBI XIZZENEI 300 mgkg/H B LD
3mgkg/H [HEIFHETOE MNERIBERE (AUC) OZNZIVN 6 (5B L OFEEE] £ TOHE
T/ULRY 7 U 7B L TH, MEEATERRIC R BITRD S ieno iz,

7 v MBLUOA X2 AW RERGFEERRE LT v &2 WA W T, B
DAEFERERE S X ORIBRE~ DB O biTc, 7 v MZ 30 mgkg/HLL L, A XIZ 0.2 mg/kg/H
UL EZEE LT B GBEERRICBW T, R, FHE A, AR LOHEORTRE LT,
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INIVIRY 7 U T
1.6 SMENZ I T B 6 RIS I B9 % &k

EEBEORMD, FEEb L <IXEME, RRED, SRR OEEFERIRL R 72 & QNS i 1358 8
LTz, Ty FBIUOA XTENEN 4B OV 12 B OKRIEZITIE, HEEAEMEIRICT 5
WENTEMICEIE Lz, 7y PBXOY &G L b oRER, #EHETOE MK
BEE (AUC) OZNZNR 10 3L EB I ON01 MY L=, BT~ M &2 HW-iRIREER X
WIS AERBR IV T, 100 mgkg/H [(HESEHETO B MfKREZE & (AUC) @ 20 5 & #HEE
SNDBEHER] HERHICHET v NORRBITINITREITRD DR - 728, FToEts X
OVEE O T IZBE L CTRIBEEICIIE TOK T R4 bz,

14. BRERHABR
RR1: /75 X+vbuay—n

ER B3, HER2 [RHEDHEIT & 7o i3 BILEBE 23 5 MIE N s
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Table 8. BEEORE R : R (BBRFEEMHIE, Intent-to-TreatdEH)

A TS5 2+ v ay—)u ISR+ huny—

ITTEE (35 ) % MERg L f7 1[4 (PFS) N =444 N=222
PFSA Y M (%) 194 (43.7) 137 (61.7)
PFSH9E [» A1 (95% CD) 24.8 (22.1, NE) 14.5(12.9,17.1)
AP RH (95% CI) 35 X Opfiis 0.576 (0.463, 0.718), p<0.0001

NEFRRRAEZAT HRBEICBITHE N =338 N=171
KL (%, 95% CI) 55.3(49.9, 60.7) 44.4 (36.9, 52.2)

*EE L7 I D RS R
CI : {E4HX /], ITT : Intent-to-Treat, N : &%, NE : il RGE

Figure 1. fEHEAGFHIM O Kaplan-Meier 7’1 » b 3B 1 (RRF(EEANHE, Intent-to-Treat
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ANNEX I

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

IBRANCE 75 mg hard capsules

IBRANCE 100 mg hard capsules

IBRANCE 125 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

IBRANCE 75 mg hard capsules
Each hard capsule contains 75 mg of palbociclib.

Excipients with known effect
Each hard capsule contains 56 mg of lactose (as monohydrate).

IBRANCE 100 mg hard capsules
Each hard capsule contains 100 mg of palbociclib.

Excipients with known effect
Each hard capsule contains 74 mg of lactose (as monohydrate).

IBRANCE 125 mg hard capsules
Each hard capsule contains 125 mg of palbociclib.

Excipients with known effect
Each hard capsule contains 93 mg of lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule.
IBRANCE 75 mg hard capsules

Opaque, hard capsule, with a light orange body (printed “PBC 75 in white) and a light orange cap
(printed “Pfizer” in white). The capsule length is 18.0 + 0.3 mm.

IBRANCE 100 mg hard capsules
Opaque, hard capsule, with a light orange body (printed “PBC 100” in white) and a caramel cap
(printed “Pfizer” in white). The capsule length is 19.4 + 0.3 mm.

IBRANCE 125 mg hard capsules
Opaque, hard capsule, with a caramel body (printed “PBC 125” in white) and a caramel cap (printed
“Pfizer” in white). The capsule length is 21.7 + 0.3 mm.




4. CLINICAL PARTICULARS
4.1 Therapeutic indications

IBRANCE is indicated for the treatment of hormone receptor (HR)-positive, human epidermal growth
factor receptor 2 (HER2)-negative locally advanced or metastatic breast cancer:
- in combination with an aromatase inhibitor;
- in combination with fulvestrant in women who have received prior endocrine therapy (see
section 5.1).
In pre- or perimenopausal women, the endocrine therapy should be combined with a luteinizing
hormone-releasing hormone (LHRH) agonist.

4.2 Posology and method of administration

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

Posology

The recommended dose is 125 mg of palbociclib once daily for 21 consecutive days followed by

7 days off treatment (Schedule 3/1) to comprise a complete cycle of 28 days. The treatment with
IBRANCE should be continued as long as the patient is deriving clinical benefit from therapy or until
unacceptable toxicity occurs.

When coadministered with palbociclib, the recommended dose of letrozole is 2.5 mg taken orally once
daily continuously throughout the 28-day cycle. Please refer to the Summary of Product
Characteristics of letrozole. Treatment of pre/perimenopausal women with the combination of
palbociclib plus letrozole should always be combined with an LHRH agonist (see section 4.4).

When coadministered with palbociclib, the recommended dose of fulvestrant is 500 mg administered
intramuscularly on Days 1, 15, 29, and once monthly thereafter. Please refer to the Summary of
Product Characteristics of fulvestrant. Prior to the start of treatment with the combination of
palbociclib plus fulvestrant, and throughout its duration, pre/perimenopausal women should be treated
with LHRH agonists according to local clinical practice.

Patients should be encouraged to take their dose at approximately the same time each day. If the
patient vomits or misses a dose, an additional dose should not be taken that day. The next prescribed
dose should be taken at the usual time.

Dose adjustments
Dose modification of IBRANCE is recommended based on individual safety and tolerability.

Management of some adverse reactions may require temporary dose interruptions/delays, and/or dose
reductions, or permanent discontinuation as per dose reduction schedules provided in Tables 1, 2, and

3 (see sections 4.4 and 4.8).

Table 1. IBRANCE recommended dose modifications for adverse reactions

Dose level Dose
Recommended dose 125 mg/day
First dose reduction 100 mg/day
Second dose reduction 75 mg/day*

*If further dose reduction below 75 mg/day is required, discontinue the treatment.

Complete blood count should be monitored prior to the start of IBRANCE therapy and at the
beginning of each cycle, as well as on Day 14 of the first 2 cycles, and as clinically indicated.



Absolute neutrophil counts (ANC) of >1000/mm’ and platelet counts of >50,000/mm’ are
recommended to receive IBRANCE.

Table 2. IBRANCE dose modification and management — Haematological toxicities

CTCAE Grade Dose modifications
Grade 1 or 2 No dose adjustment is required.
Grade 3* Day 1 of cycle:

Withhold IBRANCE, repeat complete blood count monitoring within
1 week. When recovered to Grade <2, start the next cycle at the same
dose.

Day 14 of first 2 cycles:
Continue IBRANCE at current dose to complete cycle. Repeat
complete blood count on Day 21.

Consider dose reduction in cases of prolonged (>1 week) recovery
from Grade 3 neutropenia or recurrent Grade 3 neutropenia in
subsequent cycles.

Grade 3 ANC" Withhold IBRANCE until recovery to Grade <2
(<1000 to 500/mm®) | Resume at next lower dose.

+ Fever >38.5 °C
and/or infection

Grade 4° Withhold IBRANCE until recovery to Grade <2.
Resume at next lower dose.

Grading according to CTCAE 4.0.
ANC=absolute neutrophil counts; CTCAE=Common Terminology Criteria for Adverse Events;
LLN=lower limit of normal.
* Table applies to all haematological adverse reactions except lymphopenia (unless associated with
clinical events, e.g., opportunistic infections).
® ANC: Grade 1: ANC < LLN - 1500/mm’; Grade 2: ANC 1000 - <1500/mm’;
Grade 3: ANC 500 - <1000/mm”; Grade 4: ANC <500/mm’.

Table 3. IBRANCE dose modification and management — Non-haematological toxicities

CTCAE Grade Dose modifications
Grade 1 or 2 No dose adjustment is required.
Grade >3 non-haematological toxicity (if | Withhold until symptoms resolve to:
persisting despite medical treatment) e (Grade <I;
e Grade <2 (if not considered a safety risk
for the patient)
Resume at the next lower dose.

Grading according to CTCAE 4.0.
CTCAE=Common Terminology Criteria for Adverse Events.

Special populations

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

Hepatic impairment

No dose adjustments of IBRANCE are required for patients with mild hepatic impairment (total
bilirubin <1 X upper limit of normal [ULN] and aspartate aminotransferase [AST] >1 x ULN, or total
bilirubin >1.0 to 1.5 x ULN and any AST). Insufficient data are available in patients with moderate or
severe hepatic impairment (total bilirubin >1.5 x ULN and any AST) to provide any dose adjustment
recommendation. Administer IBRANCE to patients with moderate and severe hepatic impairment
only after careful consideration of the potential benefits and risks and with close monitoring of signs
of toxicity (see section 5.2).



Renal impairment

No dose adjustments of IBRANCE are required for patients with mild to moderate renal impairment
(creatinine clearance [CrCl] >30 mL/min). Insufficient data are available in patients with severe renal
impairment (CrCl <30 mL/min) or requiring haemodialysis to provide any dose adjustment
recommendation. Administer IBRANCE to patients with severe renal impairment only after careful
consideration of the potential benefits and risks and with close monitoring of signs of toxicity (see
section 5.2).

Paediatric population

The safety and efficacy of IBRANCE in children and adolescents <18 years of age have not been
established. No data are available.

Method of administration

IBRANCE is for oral use. It should be taken with food, preferably a meal to ensure consistent
palbociclib exposure (see section 5.2). Palbociclib should not be taken with grapefruit or grapefruit

juice (see section 4.5).

IBRANCE capsules should be swallowed whole (should not be chewed, crushed, or opened prior to
swallowing). No capsule should be ingested if it is broken, cracked, or otherwise not intact.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Use of preparations containing St. John’s Wort (see section 4.5).

4.4 Special warnings and precautions for use

Pre/perimenopausal women

Ovarian ablation or suppression with an LHRH agonist is mandatory when pre/perimenopausal
women are administered IBRANCE in combination with an aromatase inhibitor, due to the mechanism
of action of aromatase inhibitors. Palbociclib in combination with fulvestrant in pre/perimenopausal
women has only been studied in combination with an LHRH agonist.

Critical visceral disease

The efficacy and safety of palbociclib have not been studied in patients with critical visceral disease
(see section 5.1).

Haematological disorders

Dose interruption, dose reduction, or delay in starting treatment cycles is recommended for patients

who develop Grade 3 or 4 neutropenia. Appropriate monitoring should be performed (see sections 4.2
and 4.8).

Infections

Since IBRANCE has myelosuppressive properties, it may predispose patients to infections.
Infections have been reported at a higher rate in patients treated with IBRANCE in randomised
clinical studies compared to patients treated in the respective comparator arm. Grade 3 and Grade 4

infections occurred respectively in 4.5% and 0.7% of patients treated with IBRANCE in any
combination (see section 4.8).



Patients should be monitored for signs and symptoms of infection and treated as medically appropriate
(see section 4.2).

Physicians should inform patients to promptly report any episodes of fever.

Hepatic impairment

In the absence of data, IBRANCE should be administered with caution in patients with moderate and
severe hepatic impairment (see sections 4.2 and 5.2).

Renal impairment

In the absence of data, IBRANCE should be administered with caution in patients with severe renal
impairment (see sections 4.2 and 5.2).

Concomitant treatment with inhibitors or inducers of CYP3A4

Strong inhibitors of CYP3A4 may lead to increased toxicity (see section 4.5). Concomitant use of
strong CYP3A inhibitors during treatment with palbociclib should be avoided. Coadministration
should only be considered after careful evaluation of the potential benefits and risks. If
coadministration with a strong CYP3A inhibitor is unavoidable, reduce the IBRANCE dose to 75 mg
once daily. When the strong inhibitor is discontinued, increase the IBRANCE dose (after 3—5
half-lives of the inhibitor) to the dose used prior to the initiation of the strong CYP3A inhibitor (see
section 4.5).

Coadministration of CYP3A inducers may lead to decreased palbociclib exposure and consequently a
risk for lack of efficacy. Therefore, concomitant use of palbociclib with strong CYP3A4 inducers
should be avoided. No dose adjustments are required for coadministration of palbociclib with
moderate CYP3A inducers (see section 4.5).

Women of childbearing potential or their partners

Women of childbearing potential or their male partners must use a highly effective method of
contraception while taking IBRANCE (see section 4.6).

Lactose

This medicinal product contains lactose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency, or glucose-galactose malabsorption should not take this
medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Palbociclib is primarily metabolised by CYP3A and sulphotransferase (SULT) enzyme SULT2A1.
In vivo, palbociclib is a weak, time-dependent inhibitor of CYP3A.

Effects of other medicinal products on the pharmacokinetics of palbociclib

Effect of CYP3A inhibitors

Coadministration of multiple 200 mg doses of itraconazole with a single 125 mg palbociclib dose
increased palbociclib total exposure (AUCi,¢) and the peak concentration (Cpax) by approximately 87%
and 34%, respectively, relative to a single 125 mg palbociclib dose given alone.

The concomitant use of strong CYP3A inhibitors including, but not limited to: clarithromycin,
indinavir, itraconazole, ketoconazole, lopinavir/ritonavir, nefazodone, nelfinavir, posaconazole,
saquinavir, telaprevir, telithromycin, voriconazole, and grapefruit or grapefruit juice, should be
avoided (see sections 4.2 and 4.4).



No dose adjustments are needed for mild and moderate CYP3A inhibitors.

Effect of CYP3A inducers

Coadministration of multiple 600 mg doses of rifampin with a single 125 mg palbociclib dose
decreased palbociclib AUC;,r and Cy,.x by 85% and 70%, respectively, relative to a single 125 mg
palbociclib dose given alone.

The concomitant use of strong CYP3A inducers including, but not limited to: carbamazepine,
enzalutamide, phenytoin, rifampin, and St. John’s Wort should be avoided (see sections 4.3 and 4.4).

Coadministration of multiple 400 mg daily doses of modafinil, a moderate CYP3A inducer, with a
single 125 mg IBRANCE dose decreased palbociclib AUC;,r and Cyax by 32% and 11%, respectively,
relative to a single 125 mg IBRANCE dose given alone. No dose adjustments are required for
moderate CYP3A inducers (see section 4.4).

Effect of acid reducing agents

Under fed conditions (intake of a moderate-fat meal), coadministration of multiple doses of the proton
pump inhibitor (PPI) rabeprazole with a single dose of 125 mg IBRANCE decreased palbociclib Cyax
by 41%, but had limited impact on AUC;, (13% decrease) compared with a single dose of 125 mg
IBRANCE administered alone.

Under fasting conditions, the coadministration of multiple doses of the proton pump inhibitor (PPI)
rabeprazole with a single dose of 125 mg IBRANCE decreased palbociclib AUC;,¢ and C.x by 62%
and 80%, respectively. Therefore, IBRANCE should be taken with food, preferably a meal (see
sections 4.2 and 5.2).

Given the reduced effect on gastric pH of H2-receptor antagonists and local antacids compared to
PPIs, no clinically relevant effect of H2-receptor antagonists or local antacids on palbociclib exposure

is expected when palbociclib is taken with food.

Effects of palbociclib on the pharmacokinetics of other medicinal products

Palbociclib is a weak, time-dependent inhibitor of CYP3A following daily 125 mg dosing at steady
state. Coadministration of multiple doses of palbociclib with midazolam increased the midazolam
AUC;,¢ and C,,x values by 61% and 37%, respectively, as compared with administration of midazolam
alone.

The dose of sensitive CYP3A substrates with a narrow therapeutic index (e.g., alfentanil, cyclosporine,
dihydroergotamine, ergotamine, everolimus, fentanyl, pimozide, quinidine, sirolimus, and tacrolimus)
may need to be reduced when coadministered with IBRANCE as IBRANCE may increase their
exposure.

Drug-drug interaction between palbociclib and letrozole

Data from the drug-drug interaction (DDI) evaluation portion of a clinical study in patients with breast
cancer showed that there was no drug interaction between palbociclib and letrozole when the
2 medicinal products were coadministered.

Effect of tamoxifen on palbociclib exposure

Data from a DDI study in healthy male subjects indicated that palbociclib exposures were comparable
when a single dose of palbociclib was coadministered with multiple doses of tamoxifen and when
palbociclib was given alone.



Drug-drug interaction between palbociclib and fulvestrant

Data from a clinical study in patients with breast cancer showed that there was no clinically relevant
drug interaction between palbociclib and fulvestrant when the two medicinal products were
coadministered.

Drug-drug interaction between palbociclib and oral contraceptives

DDI studies of palbociclib with oral contraceptives have not been conducted (see section 4.6).

In vitro studies with transporters

Based on in vitro data, palbociclib is predicted to inhibit intestinal P-glycoprotein (P-gp) and breast
cancer resistance protein (BCRP) mediated transport. Therefore, administration of palbociclib with
medicinal products that are substrates of P-gp (e.g., digoxin, dabigatran, colchicine, pravastatin) or
BCRP (e.g., rosuvastatin, sulfasalazine) may increase their therapeutic effect and adverse reactions.

Based on in vitro data, palbociclib may inhibit the uptake transporter organic cationic transporter
OCT1 and then may increase the exposure of medical product substrates of this transporter
(e.g., metformin).

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Females of childbearing potential who are receiving this medicinal product, or their male partners
should use adequate contraceptive methods (e.g., double-barrier contraception) during therapy and for
at least 3 weeks or 14 weeks after completing therapy for females and males, respectively (see

section 4.5).

Pregnancy

There are no or limited amount of data from the use of palbociclib in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). IBRANCE is not recommended during
pregnancy and in women of childbearing potential not using contraception.

Breast-feeding

No studies have been conducted in humans or animals to assess the effect of palbociclib on milk
production, its presence in breast milk, or its effects on the breast-fed child. It is unknown whether
palbociclib is excreted in human milk. Patients receiving palbociclib should not breast feed.

Fertility

There were no effects on oestrous cycle (female rats) or mating and fertility in rats (male or female) in
nonclinical reproductive studies. However, no clinical data have been obtained on fertility in humans.
Based on male reproductive organ findings (seminiferous tubule degeneration in testis, epididymal
hypospermia, lower sperm motility and density, and decreased prostate secretion) in nonclinical safety
studies, male fertility may be compromised by treatment with palbociclib (see section 5.3). Thus, men
may consider sperm preservation prior to beginning therapy with IBRANCE.

4.7 Effects on ability to drive and use machines

IBRANCE has minor influence on the ability to drive and use machines. However, IBRANCE may
cause fatigue and patients should exercise caution when driving or using machines.



4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of IBRANCE is based on pooled data from 872 patients who received

palbociclib in combination with endocrine therapy (N=527 in combination with letrozole and N=345

in combination with fulvestrant) in randomised clinical studies in HR-positive, HER2-negative

advanced or metastatic breast cancer.

The most common (>20%) adverse reactions of any grade reported in patients receiving palbociclib in

randomised clinical studies were neutropenia, infections, leukopenia, fatigue, nausea, stomatitis,

anaemia, alopecia, and diarrhoea. The most common (>2%) Grade >3 adverse reactions of palbociclib

were neutropenia, leukopenia, anaemia, fatigue, and infections.

Dose reductions or dose modifications due to any adverse reaction occurred in 34.4% of patients
receiving IBRANCE in randomised clinical studies regardless of the combination.

Permanent discontinuation due to an adverse reaction occurred in 4.1% of patients receiving

IBRANCE in randomised clinical studies regardless of the combination.

Tabulated list of adverse reactions

Table 4 reports the adverse reactions from the pooled dataset of 3 randomised studies. The median
duration of palbociclib treatment across the pooled dataset was 12.7 months.

The adverse reactions are listed by system organ class and frequency category. Frequency categories

are defined as: very common (>1/10), common (>1/100 to <1/10), and uncommon (>1/1,000 to

<1/100).
Table 4.  Adverse reactions based on pooled dataset from 3 randomised studies (N=872)
System Organ Class All Grades Grade 3 Grade 4
Frequency n (%) n (%) n (%)
Preferred Term
Infections and infestations
Very common
Infections” 477 (54.7) 39 (4.5) 6(0.7)
Blood and lymphatic system disorders
Very common
Neutropenia® 703 (80.6) 482 (55.3) 88 (10.1)
Leukopenia® 394 (45.2) 228 (26.1) 5(0.6)
Anaemia® ) 241 (27.6) 38 (4.4) 2(0.2)
Thrombocytopenia' 166 (19.0) 14 (1.6) 3(0.3)
Common
Febrile neutropenia 14 (1.6) 10 (1.1) 1(0.1)
Metabolism and nutrition disorders
Very common
Decreased appetite 138 (15.8) 7(0.8) 0(0.0)
Nervous system disorders
Common
Dysgeusia 74 (8.5) 0(0.0) 0(0.0)
Eye disorders
Common
Vision blurred 38 (4.4) 1(0.1) 0(0.0)
Lacrimation increased 50 (5.7) 0(0.0) 0(0.0)
Dry eye 31 (3.6) 0(0.0) 0(0.0)
Respiratory, thoracic and mediastinal disorders
Common
Epistaxis 73 (8.4) 0(0.0) 0(0.0)




Table 4.  Adverse reactions based on pooled dataset from 3 randomised studies (N=872)

System Organ Class All Grades Grade 3 Grade 4
Frequency n (%) n (%) n (%)
Preferred Term

Gastrointestinal disorders
Very common

Stomatitis® 252 (28.9) 6(0.7) 0 (0.0)
Nausea 298 (34.2) 3(0.3) 0 (0.0)
Diarrhoea 214 (24.5) 9 (1.0) 0 (0.0)
Vomiting 149 (17.1) 4(0.5) 0 (0.0)

Skin and subcutaneous tissue disorders
Very common

Rash” 144 (16.5) 6(0.7) 0(0.0)

Alopecia 226 (25.9) N/A N/A
Common

Dry skin 82 (9.4) 0 (0.0) 0 (0.0)

General disorders and administration site conditions
Very common

Fatigue 342 (39.2) 20 (2.3) 2(0.2)
Common
Asthenia 112 (12.8) 12 (1.4) 0(0.0)
Pyrexia 108(12.4) 1(0.1) 0(0.0)
Investigations
Common
ALT increased 70 (8.0) 15(1.7) 1(0.1)
AST Increased 75 (8.6) 22 (2.5) 0(0.0)
ALT=alanine aminotransferase; AST=aspartate aminotransferase; N/n=number of patients; N/A=not
applicable.

Preferred Terms (PTs) are listed according to MedDRA 17.1.

Infections includes all PTs that are part of the System Organ Class Infections and infestations.
Neutropenia includes the following PTs: Neutropenia, Neutrophil count decreased.

Leukopenia includes the following PTs: Leukopenia, White blood cell count decreased.

Anaemia includes the following PTs: Anaemia, Haemoglobin decreased, Haematocrit decreased.
Thrombocytopenia includes the following PTs: Thrombocytopenia, Platelet count decreased.
Stomatitis includes the following PTs: Aphthous stomatitis, Cheilitis, Glossitis, Glossodynia, Mouth
ulceration, Mucosal inflammation, Oral pain, Oropharyngeal discomfort, Oropharyngeal pain,
Stomatitis.

Rash includes the following PTs: Rash, Rash maculo-papular, Rash pruritic, Rash erythematous, Rash
papular, Dermatitis, Dermatitis acneiform, Toxic skin eruption.

® = o a o o

Description of selected adverse reactions

Overall, neutropenia of any grade was reported in 703 (80.6%) patients receiving IBRANCE
regardless of the combination, with Grade 3 neutropenia being reported in 482 (55.3%) patients, and
Grade 4 neutropenia being reported in 88 (10.1 %) patients (see Table 4).

The median time to first episode of any grade neutropenia was 15 days (13-317) and the median
duration of Grade >3 neutropenia was 7 days across 3 randomised clinical studies.

Febrile neutropenia has been reported in 0.9% patients receiving IBRANCE in combination with
fulvestrant and in 2.1% of patients receiving palbociclib in combination with letrozole.

Febrile neutropenia has been reported in about 2% of patients exposed to IBRANCE across the overall
clinical programme.

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
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professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the event of a palbociclib overdose, both gastrointestinal (e.g., nausea, vomiting) and
haematological (e.g., neutropenia) toxicity may occur and general supportive care should be provided.
5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors, ATC code: LO1XE33.

Mechanism of action

Palbociclib is a highly selective, reversible inhibitor of cyclin-dependent kinases (CDK) 4 and 6.
Cyclin D1 and CDK4/6 are downstream of multiple signalling pathways which lead to cellular
proliferation.

Pharmacodynamic effects

Through inhibition of CDK4/6, palbociclib reduced cellular proliferation by blocking progression of
the cell from G1 into S phase of the cell cycle. Testing of palbociclib in a panel of molecularly
profiled breast cancer cell lines revealed high activity against luminal breast cancers, particularly
ER-positive breast cancers. In the cell lines tested, the loss of retinoblastoma (Rb) was associated with
loss of palbociclib activity. Available clinical data are reported in the clinical efficacy and safety
section (see section 5.1). Mechanistic analyses revealed that the combination of palbociclib with
antioestrogen agents enhanced the reactivation of Rb through inhibition of Rb phosphorylation
resulting in reduced E2F signalling and growth arrest. In vivo studies using a patient-derived
ER-positive breast cancer xenograft model (HBCx-34) demonstrated that the combination of
palbociclib and letrozole further enhanced inhibition of Rb phosphorylation, downstream signalling
and dose-dependent tumour growth. Studies are ongoing investigating the importance of Rb
expression for the activity of palbociclib in fresh tumour samples.

Cardiac electrophysiology

The effect of palbociclib on the QT interval corrected for heart rate (QTc) interval was evaluated using
time matched electrocardiogram (ECG) change from baseline and pharmacokinetic data in 77 patients
with breast cancer. The upper bound of the one-sided 95% CI for the increase from baseline in QTc at
all time points at steady state concentrations at the recommended dose of 125 mg (Schedule 3/1) was
less than 8 msec. Therefore, at the recommended dose, no palbociclib relevant effects on QT have
been observed.

Clinical efficacy and safety

Randomised Phase 3 Study PALOMA-2: IBRANCE in combination with letrozole

The efficacy of palbociclib in combination with letrozole versus letrozole plus placebo was evaluated
in an international, randomised, double-blind, placebo-controlled, parallel-group, multicentre study
conducted in women with ER-positive, HER2-negative locally advanced breast cancer not amenable
to resection or radiation therapy with curative intent or metastatic breast cancer who had not received
prior systemic treatment for their advanced disease.

A total of 666 postmenopausal women were randomised 2:1 to the palbociclib plus letrozole arm or
placebo plus letrozole arm and were stratified by site of disease (visceral versus nonvisceral),
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disease-free interval from the end of (neo)adjuvant treatment to disease recurrence (de novo metastatic
versus <12 months versus >12 months), and by the type of prior (neo)adjuvant anticancer therapies
(prior hormonal therapy versus no prior hormonal therapy). Patients with advanced symptomatic,
visceral spread, that were at risk of life-threatening complications in the short term (including patients
with massive uncontrolled effusions [pleural, pericardial, peritoneal], pulmonary lymphangitis, and
over 50% liver involvement), were not eligible for enrolment into the study.

Patients continued to receive assigned treatment until objective disease progression, symptomatic
deterioration, unacceptable toxicity, death, or withdrawal of consent, whichever occurred first.
Crossover between treatment arms was not allowed.

Patients were well matched for baseline demographics and prognostic characteristics between the
palbociclib plus letrozole arm and the placebo plus letrozole arm. The median age of patients enrolled
in this study was 62 years (range 28-89), 48.3% of patients had received chemotherapy and 56.3% had
received antihormonal therapy in the (neo)adjuvant setting prior to their diagnosis of advanced breast
cancer while 37.2% of patients had received no prior systemic therapy in the (neo)adjuvant setting.
The majority of patients (97.4%) had metastatic disease at baseline, 23.6% of patients had bone-only
disease, and 49.2% of patients had visceral disease.

The primary endpoint of the study was progression-free survival (PFS) evaluated according to
Response Evaluation Criteria in Solid Tumors (RECIST) v1.1, as assessed by investigator. Secondary
efficacy endpoints included objective response (OR), clinical benefit response (CBR), safety, and
change in quality of life (QoL).

The study met its primary objective of improving PFS. The observed hazard ratio (HR) was 0.576
(95% confidence interval [CI]: 0.46, 0.72) in favour of palbociclib plus letrozole, with a stratified
log-rank test 1-sided p-value of <0.000001. The median PFS for patients in the palbociclib plus
letrozole arm was 24.8 months (95% CI: 22.1, NE) and 14.5 months (95% CI: 12.9, 17.1) for patients
in the placebo plus letrozole arm.

Efficacy data from PALOMA-2 study are summarised in Table 5 and the Kaplan-Meier curve for PFS
is shown in Figure 1.
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Table 5.

Efficacy results from PALOMA 2 study (intent-to-treat population)

26 February 2016 Cutoff
IBRANCE Placebo
plus letrozole plus letrozole
(N=444) (N=222)

Progression-free survival

Investigator assessment, Number of events (%)

194 (43.7%)

137 (61.7%)

Median [months (95% CI)

24.8 (22.1, NE)

14.5 (12.9, 17.1)

Hazard ratio (95% CI) and 1-sided p-value

0.576 (0.46, 0.72), p<0.000001

Independent radiographic review, Number of
events (%)

152 (34.2%)

96 (43.2%)

Median [months (95% CI)

30.5 (27.4, NE)

19.3 (16.4, 30.6)

Hazard ratio (95% CI) and 1-sided p-value

0.653 (0.505, 0.8

4), p=0.000532

Secondary efficacy endpoints* (Investigator assessment)

OR [% (95% CI)]

42.1 (37.5, 46.9)

34.7 (28.4, 41.3)

OR (measurable disease) [% (95% CI)]

55.3 (49.9, 60.7)

44.4 (36.9,52.2)

DOR (measurable disease) [months (95% CI)]

22.5(19.8, 28.0)

16.8 (15.4, 28.5)

CBR [% (95% CI)]

84.9 (81.2, 88.1)

70.3 (63.8,76.2)

*Response endpoints based on confirmed responses.

N=number of patients; CI=confidence interval; NE=not estimable; OR=objective response; CBR=clinical benefit

response; DOR=duration of response.

Figure 1. Kaplan-Meier plot of progression-free survival (Investigator assessment,
intent-to-treat population) - PALOMA-2 study
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PAL=palbociclib; LET=letrozole; PCB=placebo.

A series of prespecified subgroup PFS analyses was performed based on prognostic factors and
baseline characteristics to investigate the internal consistency of treatment effect. A reduction in the
risk of disease progression or death in favor of the palbociclib plus letrozole arm was observed in all
individual patient subgroups defined by stratification factors and baseline characteristics. This was
evident for patients with visceral metastases (HR of 0.67 [95% CI: 0.50, 0.89], median progression-
free survival [mPFS] 19.2 months versus 12.9 months) or without visceral metastases (HR of 0.48
[95% CI: 0.34, 0.67], mPFS Not Reached [NR] versus 16.8 months) and patients with bone only
disease (HR of 0.36 [95% CI: 0.22, 0.59], mPFS NR vs. 11.2 months) or without bone-only disease
(HR of 0.65 [95% CI: 0.51, 0.84], mPFS 22.2 months versus 14.5 months).Similarly, a reduction in
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the risk of disease progression or death in the palbociclib plus letrozole arm was observed in

512 patients whose tumor tested positive for Rb protein expression by immunohistochemistry (IHC)
(HR 0f 0.531 [95% CI: 0.42, 0.68], mPFS 24.2 months versus 13.7 months). The reduction in risk of
disease progression or death in favor of the palbociclib plus letrozole arm was not statistically
significant in the 51 patients whose tumors tested negative for Rb protein expression by IHC (HR of
0.675 [95% CI: 0.31, 1.48], mPFS NR versus 18.5 months).

Additional efficacy measures (OR and TTR) assessed in the sub-groups of patients with or without
visceral disease are displayed in Table 6.

Table 6.  Efficacy results in visceral and non-visceral disease from PALOMA-2 study

(intent-to-treat population)
Visceral Disease Non-visceral Disease
IBRANCE Placebo IBRANCE Placebo
plus letrozole plus letrozole plus letrozole | plus letrozole
(N=214) (N=110) (N=230) (N=112)
OR* [% (95% CD)] 55.1 40.0 30.0 29.5
(48.2,61.9) (30.8, 49.8) (24.2,36.4) (21.2,38.8)
TTR*, Median [months 43 53 2.9 54
(range)] (2.0, 19.5) (2.6, 16.6) (2.1,194) (2.6,22.2)

*Response results based on confirmed responses.
N=number of patients; CI=confidence interval; OR=objective response; TTR=time to first tumor response.

Randomised Phase 3 Study PALOMA-3: IBRANCE in combination with fulvestrant

The efficacy of palbociclib in combination with fulvestrant versus fulvestrant plus placebo was
evaluated in an international, randomised, double-blind, parallel-group, multicentre study conducted in
women with HR-positive, HER2-negative locally advanced breast cancer not amenable to resection or
radiation therapy with curative intent or metastatic breast cancer, regardless of their menopausal
status, whose disease progressed after prior endocrine therapy in the (neo)adjuvant or metastatic
setting.

A total of 521 pre/peri- and postmenopausal women who had progressed on or within 12 months from
completion of adjuvant endocrine therapy or on or within 1 month from prior endocrine therapy for
advanced disease, were randomised 2:1 to palbociclib plus fulvestrant or placebo plus fulvestrant and
stratified by documented sensitivity to prior hormonal therapy, menopausal status at study entry
(pre/peri- versus postmenopausal), and presence of visceral metastases. Pre/perimenopausal women
received the LHRH agonist goserelin. Patients with advanced/metastatic, symptomatic, visceral
spread, that were at risk of life-threatening complications in the short term (including patients with
massive uncontrolled effusions [pleural, pericardial, peritoneal], pulmonary lymphangitis, and over
50% liver involvement), were not eligible for enrolment into the study.

Patients continued to receive assigned treatment until objective disease progression, symptomatic
deterioration, unacceptable toxicity, death, or withdrawal of consent, whichever occurred first.
Crossover between treatment arms was not allowed.

Patients were well matched for baseline demographics and prognostic characteristics between the
palbociclib plus fulvestrant arm and the placebo plus fulvestrant arm. The median age of patients
enrolled in this study was 57 years (range 29, 88). In each treatment arm the majority of patients were
White, had documented sensitivity to prior hormonal therapy, and were postmenopausal.
Approximately 20% of patients were pre/perimenopausal. All patients had received prior systemic
therapy and most patients in each treatment arm had received a previous chemotherapy regimen for
their primary diagnosis. More than half (62%) had an ECOG PS of 0, 60% had visceral metastases,
and 60% had received more than 1 prior hormonal regimen for their primary diagnosis.
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The primary endpoint of the study was investigator-assessed PFS evaluated according to RECIST 1.1.
Supportive PFS analyses were based on an Independent Central Radiology Review. Secondary
endpoints included OR, CBR, OS, safety, and time-to-deterioration (TTD) in pain endpoint.

The study met its primary endpoint of prolonging investigator-assessed PFS at the interim analysis
conducted on 82% of the planned PFS events; the results crossed the prespecified Haybittle-Peto

efficacy boundary (¢=0.00135), demonstrating a statistically significant prolongation in PFS and a
clinically meaningful treatment effect.

A more mature update of efficacy data is reported in Table 7.

Table 7.  Efficacy results —- PALOMA-3 study (Investigator assessment, intent-to-treat
population)
Updated analysis
(23 October 2015 cutoff)
IBRANCE Placebo
plus fulvestrant plus fulvestrant
(N=347) (N=174)
Progression-free survival (PFS)
Number of events (%) 200 (57.6) 133 (76.4)
Median [months (95% CI)] 11.2 (9.5, 12.9) 4.6 (3.5,5.6)

Hazard ratio (95% CI) and p-value

0.497 (0.398, 0.620), p<0.000001

Secondary efficacy endpoints*

OR [% (95% CD)] 21.0 (16.9,25.7) 8.6 (4.9, 13.8)
OR (measurable disease) [% (95% CI)] 27.3(22.1,33.1) 10.9 (6.2, 17.3)
DOR (measurable disease) [months (95% CI)] 10.4 (8.3, NE) 9.0 (5.6, NE)

CBR [% (95% CI)]

66.3 (61.0,71.2)

39.7 (32.3,47.3)

*Response endpoints based on confirmed responses.

N=number of patients; CI=confidence interval; NE=not estimable; OR=objective response; CBR=clinical benefit

response; DOR=duration of response; PFS=progression-free-survival,

Figure 2.

intent-to-treat population) - PALOMA-3 study

-

= N W H» O OO N © © O

O O O O O O o o o o
I I I I ! I I ! I I

—— palbociclib+fulvestrant

placebo+fulvestrant

Nh—n
%&--N——ﬁ*___.__H_I

Progression-Free Survival Probability (%)

0-

T T T T

0 2 4 6 8
Number of patients at risk

PAL+FUL 347 276 245 215 189
PCB+FUL 174 112 83 62 51

T T
10 12 14

Time (Month)
168 137 69

43 29 15

16

38
1"

18 20 22

FUL=fulvestrant; PAL=palbociclib; PCB=placebo.

Kaplan-Meier plot of progression-free survival (investigator assessment,

A reduction in the risk of disease progression or death in the palbociclib plus fulvestrant arm was
observed in all individual patient subgroups defined by stratification factors and baseline
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characteristics. This was evident for pre/perimenopausal women (HR of 0.46 [95% CI: 0.28, 0.75])
and postmenopausal women (HR of 0.52 [95% CI: 0.40, 0.66]) and patients with visceral site of
metastatic disease (HR of 0.50 [95% CI: 0.38, 0.65]) and non-visceral site of metastatic disease (HR of
0.48 [95% CI: 0.33, 0.71]). Benefit was also observed regardless of lines of prior therapy in the
metastatic setting, whether 0 (HR of 0.59 [95% CI: 0.37, 0.93]), 1 (HR of 0.46 [95% CI: 0.32,

0.64]), 2 (HR of 0.48 [95% CI: 0.30, 0.76]), or >3 lines (HR of 0.59 [95% CI: 0.28, 1.22]). Additional
efficacy measures (OR and TTR) assessed in the sub-groups of patients with or without visceral

disease are displayed in Table 8.

Table 8.  Efficacy results in visceral and non-visceral disease from PALOMA-3 study (Intent-

to-Treat population)

Visceral Disease Non-visceral Disease
IBRANCE Placebo IBRANCE Placebo
plus plus plus plus
fulvestrant fulvestrant fulvestrant fulvestrant
(N=206) (N=105) (N=141) (N=69)
OR* [%, (95% CI)] 28.0 6.7 11.3 11.6
(21.7, 34.3) (2.7,13.3) (6.6,17.8) (5.1,21.6)
TTR*, Median [months 3.8 3.6 3.7 3.6
(range)] (3.5, 14.0) (3.5, 7.4) (1.9,5.7) (3.4,3.7)

*Response results based on confirmed responses.
N=number of patients; CI=confidence interval; OR= objective response; TTR=time to first tumor response.

Patient-reported symptoms were assessed using the European Organization for Research and
Treatment of Cancer (EORTC) quality of life questionnaire (QLQ)-C30 and its Breast Cancer Module
(EORTC QLQ-BR23). A total of 335 patients in the palbociclib plus fulvestrant arm and 166 patients
in the fulvestrant only arm completed the questionnaire at baseline and at least 1 postbaseline visit.

Time-to-Deterioration was prespecified as time between baseline and first occurrence of >10 points
increase from baseline in pain symptom scores. Addition of palbociclib to fulvestrant resulted in a
symptom benefit by significantly delaying time-to-deterioration in pain symptom compared with
placebo plus fulvestrant (median 8.0 months versus 2.8 months; HR of 0.64 [95% CI: 0.49, 0.85];
p<0.001).

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

5.2 Pharmacokinetic properties

The pharmacokinetics of palbociclib were characterised in patients with solid tumours including
advanced breast cancer and in healthy volunteers.

Absorption

The mean C,,,, of palbociclib is generally observed between 6 to 12 hours following oral
administration. The mean absolute bioavailability of palbociclib after an oral 125 mg dose is 46%. In
the dosing range of 25 mg to 225 mg, the area under the curve (AUC) and C,,,, increase proportionally
with dose in general. Steady state was achieved within 8 days following repeated once daily dosing.
With repeated once daily administration, palbociclib accumulates with a median accumulation ratio of
2.4 (range 1.5-4.2).

Food effect
Palbociclib absorption and exposure were very low in approximately 13% of the population under the
fasted condition. Food intake increased the palbociclib exposure in this small subset of the population,

but did not alter palbociclib exposure in the rest of the population to a clinically relevant extent.

16



Compared to palbociclib given under overnight fasted conditions, the AUC;,¢ and C,.x of palbociclib
increased by 21% and 38% when given with high-fat food, by 12% and 27% when given with low-fat
food, and by 13% and 24% when moderate-fat food was given 1 hour before and 2 hours after
palbociclib dosing. In addition, food intake significantly reduced the intersubject and intrasubject
variability of palbociclib exposure. Based on these results, palbociclib should be taken with food (see
section 4.2).

Distribution
Binding of palbociclib to human plasma proteins in vitro was ~85%, with no concentration
dependence. In vitro, the uptake of palbociclib into human hepatocytes occurred mainly via passive

diffusion. Palbociclib is not a substrate of OATP1B1 or OATP1B3.

Biotransformation

In vitro and in vivo studies indicate that palbociclib undergoes extensive hepatic metabolism in
humans. Following oral administration of a single 125 mg dose of ['*C]palbociclib to humans, the
major primary metabolic pathways for palbociclib involved oxidation and sulphonation, with acylation
and glucuronidation contributing as minor pathways. Palbociclib was the major circulating
drug-derived entity in plasma.

The majority of the material was excreted as metabolites. In faeces, the sulfamic acid conjugate of
palbociclib was the major drug-related component, accounting for 25.8% of the administered dose.
In vitro studies with human hepatocytes, liver cytosolic and S9 fractions, and recombinant
sulphotransferase (SULT) enzymes indicated that CYP3A and SULT2A1 are mainly involved in the
metabolism of palbociclib.

Elimination

The geometric mean apparent oral clearance (CL/F) of palbociclib was 63 L/h, and the mean plasma
elimination half-life was 28.8 hours in patients with advanced breast cancer. In 6 healthy male subjects
given a single oral dose of ['*C]palbociclib, a median of 92% of the total administered radioactive
dose was recovered in 15 days; faeces (74% of dose) was the major route of excretion, with 17% of
the dose recovered in urine. Excretion of unchanged palbociclib in faeces and urine was 2% and 7% of
the administered dose, respectively.

In vitro, palbociclib is not an inhibitor of CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, and 2D6, and is not an
inducer of CYP1A2, 2B6, 2C8, and 3A4 at clinically relevant concentrations.

In vitro evaluations indicate that palbociclib has low potential to inhibit the activities of organic anion
transporter (OAT)1, OAT3, organic cation transporter (OCT)2, organic anion transporting polypeptide
(OATP)1B1, OATP1B3, and bile salt export pump (BSEP) at clinically relevant concentrations.

Special populations

Age, gender, and body weight

Based on a population pharmacokinetic analysis in 183 patients with cancer (50 male and 133 female
patients, age ranging from 22 to 89 years, and body weight ranging from 38 to 123 kg), gender had no
effect on the exposure of palbociclib, and age and body weight had no clinically important effect on
the exposure of palbociclib.

Paediatric population
Pharmacokinetics of palbociclib has not been evaluated in patients <18 years of age.
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Hepatic impairment

Based on a population pharmacokinetic analysis that included 183 patients with cancer, where

40 patients had mild hepatic impairment (total bilirubin < ULN and AST > ULN, or total bilirubin
>1.0-1.5 x ULN and any AST), mild hepatic impairment had no effect on the exposure of palbociclib.
The pharmacokinetics of palbociclib have not been studied in patients with moderate or severe hepatic
impairment (total bilirubin >1.5 x ULN and any AST).

Renal impairment

Based on a population pharmacokinetic analysis that included 183 patients with cancer, where

73 patients had mild renal impairment (60 mL/min < CrCl <90 mL/min) and 29 patients had moderate
renal impairment (30 mL/min < CrCl <60 mL/min), mild and moderate renal impairment had no effect
on the exposure of palbociclib. The pharmacokinetics of palbociclib has not been studied in patients
with severe renal impairment.

Ethnicity

While palbociclib geometric mean AUC;,r and Cyax values were 30% and 35% higher in Japanese
healthy subjects compared with those in non-Asian healthy subjects, palbociclib geometric mean
steady-state Cyouen Values were similar in Japanese, Asian (excluding Japanese), and non-Asian
advanced breast cancer patients in PALOMA-3. In addition, the safety profile of palbociclib in
Japanese patients was similar to that in non-Japanese patients following administration of palbociclib
125 mg once daily according to Schedule 3/1. No dose adjustment based on Japanese ethnicity is
necessary.

5.3 Preclinical safety data

The primary target organ findings of potential relevance to humans included haematolymphopoietic
and male reproductive organ effects in rats and dogs in studies up to 39 weeks duration. Effects on
glucose metabolism were associated with findings in the pancreas and secondary effects on eye, teeth,
kidney, and adipose tissue in studies >15 weeks duration in rats only and bone changes were observed
in rats only following 27 weeks of dosing. These systemic toxicities were generally observed at
clinically relevant exposures based on AUC. In addition, cardiovascular effects (QTc prolongation,
decreased heart rate, and increased RR interval and systolic blood pressure) were identified in
telemetered dogs at >4 times human clinical exposure based on C,,,,. The reversibility of the effects on
glucose homeostasis, pancreas, eye, kidney, and bone was not established following a 12-week
nondosing period, whereas partial to full reversal of effects on the haematolymphopoietic and male
reproductive systems, teeth, and adipose tissue was observed.

Carcinogenicity
Carcinogenicity studies have not been conducted with palbociclib.

Genotoxicity

Palbociclib was not mutagenic in a bacterial reverse mutation (Ames) assay and did not induce
structural chromosomal aberrations in the in vitro human lymphocyte chromosome aberration assay.

Palbociclib induced micronuclei via an aneugenic mechanism in Chinese Hamster Ovary cells in vitro
and in the bone marrow of male rats at doses >100 mg/kg/day. The exposure of animals at the no
observed effect level for aneugenicity was approximately 7 times human clinical exposure based on
AUC.

Impairment of fertility

Palbociclib did not affect mating or fertility in female rats at any dose tested up to 300 mg/kg/day
(approximately 3 times human clinical exposure based on AUC), and no adverse effects were
observed in female reproductive tissues in repeat-dose toxicity studies up to 300 mg/kg/day in the rat
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and 3 mg/kg/day in the dog (approximately 5 and 3 times human clinical exposure based on AUC,
respectively).

Palbociclib is considered to have the potential to impair reproductive function and fertility in male
humans based on nonclinical findings in rats and dogs. Palbociclib-related findings in the testis,
epididymis, prostate, and seminal vesicle included decreased organ weight, atrophy or degeneration,
hypospermia, intratubular cellular debris, lower sperm motility and density, and decreased secretion.
These findings were observed in rats and/or dogs at exposures >7 times or subtherapeutic compared to
human clinical exposure based on AUC, respectively. Partial reversibility of male reproductive organ
effects was observed in the rat and dog following a 4- and 12-week nondosing period, respectively.
Despite these male reproductive organ findings, there were no effects on mating or fertility in male
rats at projected exposure levels 13 times human clinical exposure based on AUC.

Developmental toxicity

Palbociclib is a reversible inhibitor of cyclin-dependent kinases 4 and 6, which are both involved in
regulating the cell cycle. It may therefore have risk of foetal harm if used during pregnancy.
Palbociclib was foetotoxic in pregnant animals. An increased incidence of a skeletal variation
(increased incidence of a rib present at the seventh cervical vertebra) at >100 mg/kg/day was observed
in rats. Reduced foetal body weights were observed at a maternally toxic dose of 300 mg/kg/day in
rats (3 times human clinical exposure based on AUC), and an increased incidence of skeletal
variations, including small phalanges in the forelimb was observed at a maternally toxic dose of

20 mg/kg/day in rabbits (4 times human clinical exposure based on AUC). Actual foetal exposure and
cross-placenta transfer have not been examined.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content

Microcrystalline cellulose
Lactose monohydrate

Sodium starch glycolate type A
Colloidal anhydrous silica
Magnesium stearate

Capsule shell

Gelatin

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

Printing ink

Shellac

Titanium dioxide (E171)

Ammonium hydroxide (28% solution)
Propylene glycol

Simeticone

6.2 Incompatibilities

Not applicable.
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6.3  Shelf life

2 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

PVC/PCTFE/PVC/ALl blister strip containing 7 hard capsules (one capsule per cell). Each carton
contains 21 hard capsules (3 blister strips per pack).

HDPE bottle with a PP closure containing 21 hard capsules.
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 Limited

Ramsgate Road

Sandwich

Kent CT13 9NJ

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
IBRANCE 75 mg hard capsules

EU/1/16/1147/001
EU/1/16/1147/002

IBRANCE 100 mg hard capsules
EU/1/16/1147/003
EU/1/16/1147/004

IBRANCE 125 mg hard capsules
EU/1/16/1147/005
EU/1/16/1147/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 09 November 2016

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 IT
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

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

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

The requirements for submission of periodic safety update reports 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 shall submit the first periodic safety update report 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:

e At the request of the European Medicines Agency;

e  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

OUTER CARTON - 75 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 75 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 75 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 75 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

75 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 75 mg hard capsules
palbociclib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL - 75 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 75 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 75 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 75 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 OUTER PACKAGING

OUTER CARTON -100 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 100 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 100 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 100 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

100 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 100 mg hard capsules

palbociclib

2. NAME OF THE MARKETING AUTHORISATION HOLDER
Pfizer Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL -100 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 100 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 100 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/004

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 100 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 OUTER PACKAGING

OUTER CARTON - 125 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 125 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 125 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/005

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 125 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

125 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 125 mg hard capsules
palbociclib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL - 125 MG CAPSULES

1. NAME OF THE MEDICINAL PRODUCT

IBRANCE 125 mg hard capsules
palbociclib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 125 mg palbociclib.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

21 hard capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

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

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1147/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

IBRANCE 125 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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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

IBRANCE 75 mg hard capsules

IBRANCE 100 mg hard capsules

IBRANCE 125 mg hard capsules
palbociclib

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

What IBRANCE is and what it is used for

What you need to know before you take IBRANCE
How to take IBRANCE

Possible side effects

How to store IBRANCE

Contents of the pack and other information

A

1. What IBRANCE is and what it is used for
IBRANCE is an anticancer medicine containing the active substance palbociclib.
Palbociclib works by blocking proteins called cyclin-dependent kinase 4 and 6, which regulate cell
growth and division. Blocking these proteins can slow down growth of cancer cells and delay the
progression of your cancer.
IBRANCE is used to treat patients with certain types of breast cancer (hormone receptor-positive,
human epidermal growth factor receptor 2-negative) which have spread beyond the original tumour
and/or to other organs. It is given together with aromatase inhibitors or fulvestrant, which are used as
hormonal anticancer therapies.
2. What you need to know before you take IBRANCE
Do not take IBRANCE:
- if'you are allergic to palbociclib or any of the other ingredients of this medicine (listed in
section 6).
- use of preparations containing St. John’s Wort should be avoided while you are taking
IBRANCE.

Warnings and precautions

Talk to your doctor, pharmacist or nurse before taking IBRANCE.
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IBRANCE may reduce the number of your white blood cells and weaken your immune system.
Therefore, you may be at greater risk of getting an infection while you are taking IBRANCE.

Tell your doctor, pharmacist or nurse if you experience signs or symptoms of an infection, such as
chills or fever.

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

Children and adolescents
IBRANCE is not to be used in children or adolescents (aged 18 years or under).
Other medicines and IBRANCE

Tell your doctor or pharmacist if you are taking, have recently taken, or might take any other
medicines. IBRANCE may affect the way some other medicines work.

In particular, the following may increase the risk of side effects with IBRANCE:
e Lopinavir, indinavir, nelfinavir, ritonavir, telaprevir, and saquinavir used to treat HIV
infection/AIDS.
e Clarithromycin and telithromycin antibiotics used to treat bacterial infections.
e Voriconazole, itraconazole, ketoconazole, and posaconazole used to treat fungal infections.
e Nefazodone used to treat depression.

The following medicines may have increased risk of side effects when given with IBRANCE:

Quinidine generally used to treat heart rhythm problems.

Colchicine used to treat gout.

Pravastatin and rosuvastatin used to treat high cholesterol levels.

Sulfasalazine used to treat rheumatoid arthritis.

Alfetanil used for anaesthesia in surgery; fentanyl used in pre-procedures as a pain reliever as

well as an anaesthetic.

e Ciclosporin, everolimus, tacrolimus, and sirolimus used in organ transplantation to prevent
rejection.

e Dihydroergotamine and ergotamine used to treat migraine.

e Pimozide used to treat schizophrenia and chronic psychosis.

The following medicines may reduce the effectiveness of IBRANCE:

e Carbamazepine and phenytoin, used to stop seizures or fits.

e Enzalutamide to treat prostate cancer.

e Rifampin used to treat tuberculosis (TB).

e St. John’s Wort, a herbal product used to treat mild depression and anxiety.
IBRANCE with food and drink

Avoid grapefruit and grapefruit juice while you are taking IBRANCE as it may increase the side
effects of IBRANCE.

Pregnancy and breast-feeding and fertility
You should not use IBRANCE if you are pregnant.
You should avoid becoming pregnant while taking IBRANCE.

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

Women of childbearing potential who are receiving this medicinal product, or their male partners
should use adequate contraceptive methods (e.g., double-barrier contraception such as condom and

diaphragm). These methods should be used during therapy and for at least 3 weeks after completing
therapy for females and for at least 14 weeks for males.

Breast-feeding
You should not breast-feed while taking IBRANCE. It is not known if IBRANCE is excreted in breast

milk.

Fertility

Palbociclib may decrease fertility in men.
Therefore, men may consider sperm preservation before taking IBRANCE.
Driving and using machines

Tiredness is a very common side effect. If you feel unusually tired, take special care when driving or
using machines.

IBRANCE contains lactose
This medicine contains lactose (found in milk or dairy products). If you have been told by your doctor
that you have an intolerance to some sugars, contact your doctor before taking this medicine.

3. How to take IBRANCE

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

The recommended dose is 125 mg of IBRANCE taken once a day for 3 weeks followed by 1 week
without taking IBRANCE. Your doctor will tell you how many capsules of IBRANCE to take.

If you experience certain side effects while you are taking IBRANCE (see section 4 “Possible side
effects”), your doctor may lower your dose or stop treatment, either temporarily or permanently. The
dose may be lowered to one of the other available strengths 100 mg or 75 mg.

Take IBRANCE once a day at about the same time every day with food, preferably a meal.

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

If you take more IBRANCE than you should

If you have taken too much IBRANCE, see a doctor or go to a hospital immediately. 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 IBRANCE
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 capsules.
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If you stop taking IBRANCE
Do not stop taking IBRANCE unless your doctor tells you to.

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

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

Contact your doctor immediately if you have any of these symptoms: fever, chills, weakness, shortness
of breath, bleeding, or easy bruising which could be a sign of a serious blood disorder.

Other side effects with IBRANCE may include:

Very common side effects (may affect more than 1 in 10 people):
Infections
Reduction in white blood cells, red blood cells, and blood platelets
Feeling of tiredness
Decreased appetite
Inflammation of the mouth and lips (stomatitis), nausea, vomiting, diarrhoea
Rash
Hair loss

Common side effects (may affect up to 1 in 10 people):
Fever with a drop in the white blood cell count (febrile neutropenia)
Blurred vision, increased tearing, dry eye
Abnormalities in liver blood tests
Alteration in taste (dysgeusia)
Nosebleed
Dry skin
Weakness
Fever

Reporting of side effects

If you get any side effects, talk to your doctor, 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.

5. How to store IBRANCE

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 bottle or blister and carton 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 you notice that 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.
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6.

Contents of the pack and other information

What IBRANCE contains

The active substance is palbociclib. IBRANCE hard capsules come in different strengths.
IBRANCE 75 mg hard capsule: each capsule contains 75 mg palbociclib.

IBRANCE 100 mg hard capsule: each capsule contains 100 mg palbociclib.

IBRANCE 125 mg hard capsule: each capsule contains 125 mg palbociclib.

The other ingredients are:

Capsule content: microcrystalline cellulose, lactose monohydrate, sodium starch glycolate type A,
colloidal anhydrous silica, magnesium stearate. Capsule shell: gelatin, red iron oxide (E172),
yellow iron oxide (E172), titanium dioxide (E171). Printing ink: shellac, titanium dioxide (E171),
ammonium hydroxide (28% solution), propylene glycol, simeticone (see section 2 “IBRANCE
contains lactose”).

What IBRANCE looks like and contents of the pack

IBRANCE 75 mg is supplied as opaque, hard capsules, with a light orange body (printed

“PBC 75” in white) and a light orange cap (printed “Pfizer” in white).

IBRANCE 100 mg is supplied as opaque, hard capsules, with a light orange body (printed

“PBC 100~ in white) and a caramel cap (printed “Pfizer” in white).

IBRANCE 125 mg is supplied as opaque, hard capsules, with a caramel body (printed “PBC 125~
in white) and a caramel cap (printed “Pfizer” in white).

It is available in blister packs of 21 hard capsules and in plastic bottles of 21 hard capsules.

Not all pack sizes may be marketed.

Marketing Authorisation Holder

Pfizer Limited
Ramsgate Road
Sandwich

Kent CT13 9NJ
United Kingdom

Manufacturer

Pfizer Manufacturing Deutschland GmbH
Betriebsstatte Freiburg

Mooswaldallee 1

79090 Freiburg

Germany

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

Authorisation Holder:

Belgique / Belgié /Belgien Lietuva

Pfizer S.A. /N.V. Pfizer Luxembourg SARL filialas Lietuvoje
Tél/Tel: +32 (0)2 554 62 11 Tel. + 370 52 51 4000

Bbbarapus Luxembourg/Luxemburg

[¢aiizep JlrokcemOypr CAPJI, Knon benrapust  Pfizer S.A.

Ten.: +359 2 970 4333 Tél/Tel: +32 (0)2 554 62 11

Ceska republika Magyarorszag

Pfizer PFE, spol. s r.0. Pfizer Kft.

Tel.: +420-283-004-111 Tel.: +36-1-488-37-00
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Danmark
Pfizer ApS
TIf: +45 44 20 11 00

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055 51000

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

EArada
Pfizer EAAGG ALE.
TnA: +30 210 6785 800

Espaiia
Pfizer, S.L.
Tél: +34 91 490 99 00

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

Hrvatska
Pfizer Croatia d.o.o.
Tel: + 3851 3908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

island
Icepharma hf.
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Kvnpog
Pfizer EAAGg A.E. (Cyprus Branch)
TnA+357 22 817690

Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel.: +371 670 35 775

This leaflet was last revised in

Malta
V.J. Salomone Pharma Ltd.
Tel. +356 21220174

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

Norge
Pfizer Norge 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.0.0
Tel.:+48 22 335 61 00

Portugal

Pfizer Biofarmacéutica, Sociedade Unipessoal 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, organizacna zlozka
Tel.: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh./Tel: +358 (0)9 43 00 40

Sverige
Pfizer Innovations AB
Tel: +46 (0)8 550 520 00

United Kingdom
Pfizer Limited
Tel: +44 (0) 1304 616161

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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VW ARNIE =2 ) v Vb ORI B CThH 5, =X U L TLIC L0, Bl fe e Ve 2 o
BIRTX 2, EEEFETAERARNE DN FRAMET 52 ENRD NS, BEROHE )
RO WTII 48 THA BT A2 L,

1. JR5E4

AT T VAT /LTS5 mg
A 77 A I3 7L 100 mg
AT T AT EIL 125 mg

2. BR&rE L UHERR

AT TV AHTEIL TS mg
1 B 7RI OVRY 7 Y 7 15 mg & HT 5,

EH 3BES10D 3575
1 7 )V IS HLBE KR 56 mg & &A1 %,

AT FVAH 7L 100 mg
1 A7/ VRY 7 ) 7 100 mg 25 H 9 5,

T 23 BE 30 D IR0
1 7 72 VHIZHNEAR T Td mg 56T 5,

AT T AH T 125 mg
1 B 7RI OLRY 7 ) 7125 mg 25 A T 5,

TEH 3BE R0 0 iS04
1 T 7R VI HBE KR 93 mg 2 G AT 5,

SR TIF O—EIZHOWTIX 6.1 HASBRTHZ &,

3. KR
T 7 " LA
AT F A BT T5mg

BREAORT 4+ (AFT [PBCT75) LHIRD) BXOMBEAEOX vy v~ (AFT [Pfizer) & FHIR)
M5, RBEHOM Y 72, 7 vNLOE ST 18.0+0.3 mm,

A7 AH TR 100 mg
BREAORT 4+ (AFT [PBC100) &HIM) BXOFRBEOF v » 7 (A5 T [Pfizer] & FHI)
NGRD, RBHOE S 7, 7 ELORESIE19.4+0.3 mm,

AT T AH TR 125 mg
gD RT 4 (A5 T IPBC125] EHIM) BIXOFREAOF v v 7 (HFT [Pfizer] & FHIRI)
Mo D, RBEHOE S SV, 7 EALOEEZIT21.7+0.3 mm,
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4. BRERI\ZBE4 B 364

4.1. %8B - R

REVEZFER (HR) Bk, b b ERHEGER 52 54K 2 8 (HER2) [&MEo RTET £ 72 1358
Izt LT, 477 A% FitDHEH L ARG 5,

o T uwX—PHERK

o WNHWHHEIZ L ABEEZATALMEDREEIZTTNVRA T (5.1 THESHR)

%@%%i@%@ﬂL%@ﬁ@?@,ﬁ%ﬁw%yWM$w%y(umH)Wﬁﬁ%ﬁ%LfW
MWL EATO 2 &

4.2. A% - A&
FI AK Off IR EBR N B AR B A 7T v A B AR B LRSS L&,

Bk s

AFIOHELEHEIT T B 118 125mg & L, 21 AREEARGZICT BRRIET 227V a—1 (A
gV a—)v3/1) T, 8HME 1A 27 0ET D, IBEOBEKENRKX T v MBREBEFIZHERO L
LI EZITHFAETERWEENEL D £ T, ARG 2T 52 L,

AFNIEFHT AL by — L OHEEAEZ I H 1E25mg & L, 28 AMZ 1A 70 & LCHE
Hﬁm&@#é U kY — L ORINE R 2 2 095 2 L, PARRAT PR E D o Lok
WA Z L by — L L OFRBR ST 5540, 47 LHRH F8EE2 8595 2 & (44 THSBH) |

AFNEFEHT DI NRA T > FOHSEHAEIZS00mg & L, 51, 15, 29 HBXOZDH%IT 1 %
A ZLICHANEST 5, ZA_A T hORINRLE S EAE B IRT5 2 &,

PRI & OBAREI I OLNETIX, AFIE 7R~ T > b OO GBRMGHTE X OO S
WIS, AHIROZIR T EHIHE > T LHRH AFEER 2 3 595 2 &,

BEIT LIS &G A OBl K EFRANCIREST 2 X 5 HELET 2 2 &, B DIREERZ ICEE L
O REZENTHAETE, FBIZEML TREET, FHO@FE ORI HEZ RES &
5L,

R
K HETORENS L ORAEMCE SO TARIO B REZMWET 5 2 L 2529 5,

— S ORWER OB D=2, Table 1, Table 2 3 K X Table 3 (Z1E > T —Hp 72 & H5- O hkr 4k
H, WEEFIIREGHIENMLEERIGERDH D G4THBELIV48HSMH) |

PFIZER CONFIDENTIAL
Page 2



INIVIRY 7 U T
1.6 SMENZ I T B R IZ B9 % &k

Table 1. BIVERARBRICHRIND A 77 2O ERE

RAEL~v Jizk-s
HELE M & 125 mg/H
1 [ H O &= 100 mg/ H
2 [Fl H O & 75 mg/H”

*75mg/ A D & BICHEBENLERGS, &S5 %2145,

AFN O GBMERT, &V A 7 VOREE, RO 294 7 VD% 14 BB LUK FXLEE SR
HEAT, SEEOT=20 T EITH &,

KENO¥E G- 25T 5 BETIE, FPERESE (ANC) 23 1000/mm® PL F, i/ MiE A 50,000/mm’
UbEThHARZ ENHEREINS,

Table2. A 77 VAORAERER I CER - MRFEAOEME

CTCAE 7L — F F B
JL—R1ZE70132 FHERE R
JL— K3 YA LDFE1H

PRIEL, 1ERUNICHERMIREOE=2 ) v 7 &(T5, 7 L—F2LF
I LA, AR TR0V A 2 A OR 5 EBET 5.,

BOID2Y A 7 )VDF 14 A -
WA 7 ANTHE, R HAETHRAIO®RS 26 L, F21 BICHESM
D=2V T EIT,

7 b= R 3 OEFPERIBAE DR ISR 2 23 556 (1 EF#E) £7213k
DY A7 NVTT L— R 3 OFPERBAMERBRET 25618, BEELBET
5Tk,

7 L— R 3 ® ANC” 7 L— R2LFIZEET 5 £ TRIET 2,
(500~1000/mm’ A&Ji5) 1 BEPHRWH & L~ TR G- 2 HB 9 5,
WZfFRE LT 38.5°C LIk

DIEEE T 1 TEYIEN

»HDHEE

JL— R4 7 L— R2LTICEET 2 F TREST 5,
1 B RVHE LV TR G2 HIT 5,

CTCAE v4.0 (2t~ T/ L— R&HET 5,

CTCAE : AEFLIAMERNE, ANC : HFPERMIE, LLN @ ZE¥EE IR

a. VU ERBAEZRLS (72720, BRRRYYE: EORRAERZ L5 HEITHIM & L) |, - _XToMmik
FRRIERICAEZR ZEH T2,

b. 7' L—F1: 1500/mm>~LLN ¥, 2 L— F 2 : 1000~1500/mm’ A, 2 L — K 3 : 500~ 1000/mm> A5, 2
L— k4 : 500/mm® AT
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Table3. A 77V AOREFRME L CER - FFRMEFHORME

CTCAE 7L —F FEFRE
JLU—FR1 %7032 JH SR
7 L— R 3 EOIEIMmEFEEE B L ERS Tt 7/ Lb— RIZBEIET 5 £ THRET S -
THEHET 555) e JL—FI1UTF
o JL—FR2LUTF (BHFICLSTERELEDY 27 L 1TE
Z B WGE)

1 B IRDHE L~V TR G- 2 BT 5,

CTCAE v4.0 IZft>» T/ L — F&¥ET 5,
CTCAE : A EH4 @ HGEHE

Rl 2 4R

B
65 WL EDOBRFE TOARR O HEREIIAETH S (B2HEBHR) |

& ERE &

WS DITRERERS E 2 A+ 58 [RE UL E VRN IR (ULN) L RO T AT X U7
R/ FF7 A7 2T —E (AST) X ULN % L[R5, HDHWI ASTHEEZMOTHE U /L E 5 ULN
D 1.0 fE#E~1.5 5] T, AFOHEREIIARETH D, PEEEIXEEOIFKERELZGT
HEE (ASTIHZMbTHREY LE VA ULN O 1.5 5% EE%) Tk, AEFAGOELIZHON
THRTEXDIE LD TN T — 230N T, IR L OVEEOIFEEREE 2 H4 5 K
FITKRI LTI, BERRRER 7 4 v FBINY 27 2L PEEICEEB L TN D, FEO#MEICS
WCBREICE=FV VT LooRAEHET 52 L 52HEHR) |

B RERE &

RN O P DRBSREfEE 2 T H5BE (7L T7F= 2707 I A (CrCl) 7% 30 mL/min LA
] TIEAR O HEREIIAETH 5, BEOBHERE L AT 283 (CrCl 2% 30 mL/min AJi;)
FFMEENT 2 T 5 BE T, HERSOESICONWTHIR T 21380077 — 2135
BTV, EHEOBMAERE 2 A9 5 BE Ik LT, BENRRR7 4 v hBXQRY 27
EUPTHEEICEELTHD, BEOMIEICOWTBREICET=4 ) v LooARFl2&KE5+5Z L
(52HEH) |

N
INEB X8 LA T OF D EITRT D AF D22 MR X OERMEIIMENL LTy, T —H 1%
BTV,

ik

AFNIRORAFITH D, B (CXIUIER—C LI-BEENGOND L) ICEFOEIRE) 12
AKRNERAT AL G2HEEBR) , FJL—TIN—VFFF L —F TN —I T a—R L L
WCAKIZIRA LW & 45 HEBR) |
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KN B T2 NDFEFRABIATZ & (BRAATRNIIE AL, L OS5 T E213 0 7' 28E<
ZEIE LW o ATEARENTND, ODOUNRA> TWBEELITMENOEERDH D H DITAR
ALZWZ &,

4.3. 5
AHN OBy £ 7213 6.1 IR TUSINANI KT L CREBUEZ B 5 5 BE

TR Va—r X U= EEETLIRAOMH (45 HSR)

414. 5B LIOEALEOBE
PR AT PARS D D it

BARERT PR O Ll AR 2 7 v~ 2 —BILER L fHHE 5T 285813, 7~ —Fl
FEIRDOIEREF O 7=, JIEYIER F 721X LHRH {EB)3RIC X 2 JRSEERERHI 2303 T 5, PARRAT
/ BRARRED A D KT D AHK & 7 VR A R T 2 F OB G2 oW TIE, LHRH {EBZE DO
H T CoORmREITo T,

EERNAN S| 7735

BERENIBEBREZR T HEFEZx G L LIZARIOF MRS L OE2MEOFHRIE I L Ty
(5.1IEZH) |

1 977 Y B

T L— R 3 E£720% 4 OFFEREUEN A U= B8 CTiL, (K, BEEZITROY A 7 LV OBRIRE
WAHLEd 25, @t 7 a2FEid 52 L G2HEBIU48HSMH) |

JERGLIE

AFNATEREINHEIER D3 B 5720, AFROKE 2% 1T TH 2 BE TG LT < 5 /DR &
50

VR LERER Tlx, ARG 2527 1~ FEREDO BE TORYWEDOFRESEE IR REEOBRE LV
bHEol, FEHEORIEZ DT, AFORG 22T -EZEOBRETO /L —RF3BLU4
DBYEDOFBMBEE L, TNFN45%B L 07% TH o7 Q-8 EHM) .

BIYEDERR LOERICOWTE=2Y 7 L, REISUTRKT S22 L W2HEBH) |
A, BEEADERPECTEGATELICHET 2L BE UL L,
I RERE T

PR ER L OEEOIEEEEL AT L2BETIE, T— 2R W OEEICARZHET 52 &
A2HEBLOS2HEEBR) .
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G L e
B REfE E

b

5

HEOBHMERELZHETLIBRETIE, T— 2RV DEEICARZHRETS 2L G2HEBX
W52 HEMR)

~Z2>0R) o

v b7 1 A P450 (CYP) 3A OFLEMKF - IFiHuE L ot HES

KKl % CYPIA DIRWVFLEIRK & ARG 5 &, KAIOTMEN AT 2 AgetEnH 5 45HS ),
AHNOEEH-HIZ CYP3A OIRWVHERAZJHT 2 2 L 3lET 52 &, BENRSRT7 0 v b X
WY 27 Z b PHEEIZHHE L T L0 E BT 5 2 &, CYP3A OFRWHEIE & OO 28T
SR WEEANE, AAlZ 75mg 1 B 1 [ENZEET D, CYP3A OFRWLEERDO®H G 2 H 1L L-54
1%, ZOMEED LI O 3~5 FOMBENRGE L%z, AFl%EZOMRERE OO HBRLERTO
ARICHEET D GSEZBR) |

AHA|Z CYP3A FHEI L EHE G925 & AR OBREENWD T 56N H V, T OFERAA|D
BIMENRDID ) AT NS, TDT=8, KHKlZ CYPIA OIRWVFHEEIR L G425 2 &1k
5 & AHE CYPIA OIS OFFESR L HFHT 255813, HEREIIAECTH D (4.5 HSH),

WA T 72 4o 2 2 132 DS b —

TR FTRE 72 2ot £ 72132 D B D 78— hF—1%, AHI O AR I G 1280 5 D i BRI E 2 L
RIFNIER S (4.6 HBR)

SLt

AFNIHNEA EEHT D, ENREIEAVRBTH DT T 7 h—ARME, Lapp 7 7 ¥ —PRZIEE
TETNva—R s B7 7 h—ARNARIEZ AT 5BEEFIAFZRHA L2 &,

4.5. RHE EIER

AANITIT CYP3A B L Ol lEs% (SULT) @ SULT2AL (2 L » TR &4 5, Invivo Tl
AFNIRF R TER 72850 CYP3A [HEHRKCTH 5,

fi D HEF 3 AT DI B A 5

CYP3A [HEHE D7

AFI 125 mg DHRIEE5 %2 A h 7 a) Y —L 200 mg KiE#E) EOFHEE L-L &, BEMES
& b, ARFIOIRFE R (0 FEM 2> 5 MERARR £ Co T - RER AR Fimfd, AUCy
BLOREMIFEFREE (Cpa) (FZIZIHI 87%F KUY 34%H8/0 L 7=,

sV ALy, AVFTEN, £ NTaty—), FhafYy—, ae NS U RS
t'/L, nefazodone, /L7 1 F E/L, posaconazole, ¥t /L, 77 S L EN, T U A~ AT,
R aty—i, ZJL—TIN—=YBLRT L —T T )=V a—RA% LD CYP3A O\ E
AR OOITRET D Z & @2 HB LU 44 HSH)

CYP3A OFFWHEIRK F - 13HREEOER L HT 2561, AFOHEREIIAETH D,

PFIZER CONFIDENTIAL
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CYP3A #5555
AHN125 mg DHREE Y 7 7 B2 (600 mg MEHKYS) EOFHEKES Lz &, B R
E A, RHND AUCn B & O Coax 1ETIVEH 85%3 L TY 70%i8 L 7=,

TNy, ZUoYPNLHIR, Jx=hAfy, V7B, B b e Vag—r X T—
K72 & D CYP3A OFRWFHEIK L KK OGEHITRET 2 2 & W3EBLW44HSR)

ARH 125 mg DA % CYP3A OHREOFER THHEX 7 4 =/L (400mg % 1 B 1 Al
B&E) COFHEG Lz e &, FMBEER LN, AHIDO AUC B L O Coax 1TZNEH 32%F
X O 11%AD L7z, CYP3A OHFLEDOFEMR L AT 2851, AR HAEFHGIIAETH D
(4.4 IHZH)

ifil] B S oD 5 288

BHEE (PIEROBIE) OFMETFTlE, AF125mg OHEEREGE2 70 bRy 7 HERK
(PPI) THDHTXT TV —)L (NEHE) EOHHES Lz & &, BMESEE B, AKF D Ch
X 41%E T L7223, AUC)yy ~DRE I3/ NS o7 (13%)

ZEWEREBE G- DA T ClE, AAl 125 mg OHEE % PPl THH 777V —)L (KfE#RE) &
R E L= & &, KAEID AUC B £ O Coax 1L F LI 62%3 LN R0%IEAD L=, ZD7=,
AFNIBRICBRAT L2 & G2HEBIOS2EESMH) |

H2 BRI X OVRFTHERIFREE 2N H @ pH (2 & ém“%ﬁﬁé.m IPPL LV /&N, KAlZ R
%L%%Lt AT, H2 ZRRFEGUHE E 72 13 R P 8 5 3 AA OB R B |\ R R I EE R 7
AN THIENA,

AFAM it D FEHK D S BRI I F R

m

AHF125mg 2 1 H 1 [BIERE Lz & X, EFIRERFOAAN IR RIKFRI 72590 CYP3A BHESE
ELTERT %, 4V T L2RROKERE EOFRH®KES L- L&, BMEGRE LR, I 4V
Z 5D AUCin 3 LN Crax M ZILEIL 61%33 KT 37%HE 00 L 7=,

B ENE L, IREREDN/ NSV CYPBADORE (TAT7 v F=)L, Y IaAKRY Yy, Ve R
oI XI, TAIDHIL, =R_a LR, T E=)L, BEUR, =V, vual A
A, Hrnal LARE) EARFEHEST 256, AT 6 OFEFOREEZHEINIE 5
AREMEDN B D72, T O OFEFNEZRE L RITIER 62 WEERH D,

AEIE Vv — O3 A AER

TR okl b UT- iR R BRIC B 1T 2 W AAER (DDI) ORHEiAEF 6, AFlE L by —
N EGEREE L25E, WA EERIIERD bR W2 & AR S,

BEXR VT o U PARBIOWRTE B E T

@%ﬁi&%ﬁ%ﬁ%kthmﬁ%@#%ﬁE AEXT 72 ORERGEHLE L X,
ARFNOHAR G OB EY, BEMRERFLFRRETHDL Z EIRENT,
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AFNL TN T - OEYHH AR

FBEE 2R e LEMKRROT =206, AHIE TNV NT o b l&EG LTIESE,
FUFENZ B IR RO B B2 M AR DI 2 E VR ST,

ASF & 1% 0 REAT 5K oD A R LA

AH &R DRSO DDI ARERI T T STV RV (4.6 THEH)

HY) - F o AR = —O in vitro R

In vitro RERO T — X IZHS &, KFNINGE O P-gp 3 L UVBCRP &4 LI Wlait Z fHET 2 2
EMTHEND, TDI-, KElZ P-gp DIEE (PIFPr, ATy, areFy, 7
FGNABF 72 E) E£T21ZBCRP DG (R ANREZF L, AT 7H I3 8) LEHES
T5HE, INHOEAOIEFHIL L ORWER T 5 AREERH 5,

Invitro ikBROT — X IZHD X, KBTIV AR N TV AR—Z—TChHHEWIT A FT A
R—% —0CT1 Z#HET HAREMERH Y, Lo TAHFIZ OCT1 OIE (X hFALI v y)
COEFR® 5T 5 L, 0 OIAOBREEENEINT D aREMNH B,

4.6. ZHRER, i, BIFE~OKE

YR P RE 7R &k RELE

AFNOFEE- 25T TV DR RER I E £ 2132 DB D — F - —1%, AFNOFEEF B L O
SR THRICKMETIX 3 AR, BT 148U EICD-> T, @WURREEE (CENY T
B X DlEHT ) AT GSHESHR)

355

AR T DARBNOFEHIZHOWTIRIE E A ET — 0372\, 8% 7= 3R Crd A5 58 A4 5k
NRO LI (53 HEEM) | ek L OWHEEZ M U WEEIE rTRe 22 2 MRSkt LT, A%
D ZHEDE L 720,

i)

FLHPEAITARKID FAFE TR, AP ORFNOFEE 72135 CTH - I/ NRICARFN D KT T 58
WZOWTI, ZNb 2T 57200t bEITEMMAZ SR E L-RBRITEmR S TunZguy, K
FIN e b O FITHWMENDINEPNIFRATH D, AFOFKE 25217 TV D BREIIRALTRE
TIEL2R N,

X AaE

T v WA AEERR T, BEEY T v ) EEEExhie (EE 7T
T v b)) IEEEBIIRO LN hoT=, LL, B FOZIBEICOWTDIEERT — 2 13551
WU, FERRIRZ A MERER COMEME AT R (R O RS 210, KB RO RRRD, K
OFEE MR L OEE DI T 72 & NTHINLIR O 0 d) 12H5%&, RFIOEHIZ L - THED#R
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REENHEZR DN D REMERH D B3 THSM) . TD7=, BIEIAHRI OB G BIMERTR 7 D%
EERFLTH XU,

4.7. HRYHEOEER, R OBMIE

AFIH B B OGRS X OB O BB IET BT/ SV, L L, AFNIET &5 &4
AREVEN B D120, AFNIOFE 2521 5 B ) HE B O SR £ 72 IO BEEZ1T > BAITEE
O Z L,

4.8. BIfEMA

Ze7T a7 7 A VOHEE

AR ORI 72 e 7 a7 7 A4 1%, HR BB, HER2 FEMEOHEST £ 7 13858 A B & x5
& LT EBAEAALRBRIZEBW T, ARAIE NDWRIEDOFH#KRS (L he Yy — Lt DOfFH : N=527,
TNRARNT o NEDOOFH : N=345) 232572 SR2 BIOOFET — X IZHAS N TV 5,

S (LB CAA DB G BT BRI LT 7 L— RERIDRV TR e
20%B k) 1E, HFHHMOE, BIE, FUKOIE, W%, B, NNk, AL, BB
CFICooTe, 71— K3 EOEREIER BB 2% k) 13, AFHHBDHE, 1Rk
Wb, L, B R ORI T o T,

B 2 (LRI CIE I DR RO T, ARIOBS 22 T 5 B 0 344% TR £ 2
A 7T RARE A T,

MAE L LB CIIOFHE O Z DT, AF DR 52217 T D EED 41% TRWERIZ X 51k
B i G bl E o 77,

BIEH O —F#

MAVEZALER 3 B O AT — X IZEES < BWER % Table 4 12Rd, &7 — X 2K TOARAD
BHEWM O REIL 127 » H ThHo 1=,

FEBIR R JORBUBEE D 7 3V —RNCRIER 2R3, BBUBEE S 7 = U —(X, very common
(10%LA E) , common (1%LL_E 10%A4i) 3 K OV uncommon (0.1%LL E 1%K0) & EFd D,

Tabled.  BIEBLEER 3 BRBROMEET —F ICESKBIEAH (N=872)

HENRSE £71v—F JL—F3 ZL—F 4
RBURE n (%) n (%) n (%)
EAE"

JRYE 35 L OV A= U
Very common
LY b 477 (54.7) 39 (4.5) 6 (0.7)
MiRFs Z VY R
Very common

I BRI E © 703 (80.6) 482 (55.3) 88 (10.1)

[ ifn BRI iE ¢ 394 (45.2) 228 (26.1) 5(0.6)

2. © 241 (27.6) 38 (4.4) 2(0.2)
PFIZER CONFIDENTIAL
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Tabled.  JEERLRR I RBROGET —FIcESEWER (N=872)

BEARSE £7v—F JVv—F3 JuL—F4
REEE n (%) n (%) n (%)
EAwE "
R R © 166 (19.0) 14 (1.6) 3(0.3)
Common
FEENME LT T BRI SiE 14 (1.6) 10 (1.1) 1(0.1)
Rtk L ORI E
Very common
RAREOE 138 (15.8) 7(0.8) 0 (0.0)
PR P
Common
R B 74 (8.5) 0 (0.0) 0(0.0)
R PR
Common
Ft 38 (4.4) 1(0.1) 0 (0.0)
TRIEHE N 50 (5.7) 0 (0.0) 0 (0.0)
AR Rz )5 31 (3.6) 0(0.0) 0(0.0)
MRk as, MaZhis L ONEhRiEE
Common
L= Taakiiil 73 (8.4) 0(0.0) 0(0.0)
H e
Very common
M ¢ 252 (28.9) 6 (0.7) 0(0.0)
CENTIN 298 (34.2) 3(0.3) 0(0.0)
i 214 (24.5) 9(1.0) 0 (0.0)
AR 149 (17.1) 4(0.5) 0(0.0)
B g ¥ K OVB T ik P
Very common
Feyp 144 (16.5) 6 (0.7) 0(0.0)
i B0 226 (25.9) N/A N/A
Common
F R v f 82 (9.4) 0 (0.0) 0 (0.0)

—f - EHEE R L OGN OREE

Very common

97 342 (39.2) 20 (2.3) 2(0.2)
Common
% e 112 (12.8) 12 (1.4) 0 (0.0)
S E 108 (12.4) 1(0.1) 0 (0.0)
B R AR A
Common
TSI T ) N T AT =T —PHINN 70 (8.0) 15 (1.7) 1(0.1)
TANRGRXUET I ) N T AT 2T —RH 75 (8.6) 22 (2.5) 0 (0.0)
PFIZER CONFIDENTIAL
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Tabled.  JEERLRR I RBROGET —FIcESEWER (N=872)

BENKSE £71—F  JL—F3 JL—F4
RBURE n (%) n (%) n (%)
EAGE

N/n : HBRE SR, N/A @ 5%/ L

a. MedDRA v17.1 129t » THEARZTEE ETRT 5,

b, TRYYE | (38 BBIRDEORBYYER L OF A EZ T 5 T X TOEARFEE & T,

c. [HFHERIAE ] (XFEARFETH 2 i BRI E R K O H Bk & 5 Lo,

d. TAMERAME) XEAFTETH 5 AMEBAER L O A MRS & & T,

e. [HI) FEAFETHIEM, ~E/ b BAOBIO~~ 2 ) v MED &G e,

£ T/ IERAE ) 1XEEARGE T H 5 /M E 38 L O MR B D % 5 e,

g TAWNR] ITEARTBETHL27 7 2HEAONE, ABE, && FW, HDENBEER, KEORE, 1PERNTE,
HPEMHSE AP, 0 ZEIREE R & X N O Nk % & e,

h. TRZ| ZEAETHLHE, BORLEBREE, £ 9EERE, MEERE, TBMRE, KEX, JEHRE
JER B L OB E 5T,

FrE DRIWER O]

BRE LT, fHHEOEEAZMDOTARZBREGSNTZEED I D, 7 L— RE2fbra i ek
DIETE 703 B (80.6%) , 7 L — K 3 OUFHERB/MEIT 482 1] (55.3%) , 27 L — K 4 OUFHERDK
DIEIE 88 1 (10.1 %) (Z3&BL L 7= (Table 4 /) |

MEVEZARER 3 BB EIA T, 7 L— REMb Wi EREIE O WIEI3E 3R £ T ORI o Hh 9l 1
15 B (#iPH : 13~317 H) , 7 L — K 3 YL EOHHERB/ME ORI o fElx 7 B TH - 7=,

AN TNRZA T o b EJFHES SNTBED 09%B LOAAE L Fr Yy — L2 i b S
T D 2.1%IZ, FEBWELFHERIAMED FEEL LT,

HRIRFRBR IR TIE, AH & 55 ST B ORI 2% R EMEAF h BRIV IE2NFEEL L 72,
RITEH 2 gD L FRDOHE

EHAOABRICEERDNRON D FLERETHZLITEETH D, THITLD, EELON
274y FEVURTONT U ADKGI 72T =2 ) I RA[REL 70 b, ERIEFEL,
Appendix V IZFEH T A FEOHRE T AT L XY, BWERARRDON D FEREZRETH T ENRD
SY AN

4.9. BEHRE

AR a4 5 L BigErE GEL, &M ) B XM ENE FEPEREEZ: &) 0
EUDHREMENRDH Y, TOHEIT RO ZEIREZITH)>Z L,

5. KEZR) ek

5.1. A2 R

HANSHEARE - PSS, YuT A %S —PIHEKK, ATC =2— F : LO1XE33

PFIZER CONFIDENTIAL
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ki deg

RANTBIREOBE N A 7 U MRTFEHE ST —F (CDK) 4 BLXOV6 OR[WRIHERKRTH D, A
27U > D1 3 X0 CDK4/6 ITHIBEFEICE D EE D > 7 FIVRERE O P E T 5 EAE T
H5D,

) EHNR

AFIHY CDK4A/6 ZPRET S Z LI X 0 MBE O Gl #1726 S HI~OBITHHIT b, Z0fsE
HIIRBETE AR S D, 2 FHIRF AN B 27— O LR AIRE 2 AW TARANZ W CREE L 72
A, VI FAROIASE, FRC ER BPERLEICK T D AR O EWEES R Sz, M E v
7R T, MEIEMERE AE (Rb) AKRIBT D5 EARAOIEENKDILD Z LRIz, 2
NETIZH/LNTWDERRT — Z IXEROA MRS L R0 EITRT 5.1 HSH) . EA
et LTiE R, AAFlZHio A b U035 &, Rb U U B(EABESND Z LI
LD Rb BEIEMAL S0, F OFEE B2F o 7 S EESHIH] S VA A HE S b, BEH
Sk ER 5 FLE AR © 5 /L (HBCx-34) Z V7= in vivo BRERDFE RN S, AFIE L by —
NOBEAFEGIZ I D Rb U gk, FiD Y 7T IUGER X OMEBREOEN S 6 ([2m S h,
F SR O EITHEIRGFR TH D Z ENR ST, FrEHEERIAICI T DA% OIEIEIC 3
95 Rb BELOEEMIZOWTHRHT 2R Z EifiTh Th 5,

(Lol R SR PR AR

FLpE BRCE 77 B2 x5, B UERZ] (time-matched) [ ZHITE L7 DEXT — X DR_X—R T A Uk
DECER L OEYEET — 2 2 L, DA CHIE L7 QT Mg (QTe) IIAKIN KIEFTH
B2 3T L 7=, AFIOHERH B TH D 125mg & A7 Y 2 —/L 3/l THE L L EDOEFIRIEICE
FHRETT, X=X A b0 QTe IERDZEED Fr il 95%EHE XM (CD @ BRI,
RTORFERFAT 8 msec Kiili ThH o7z, LIzio> T, AANOHELEH EIZIB VT, AFID QT [H
FE~D B TR bl no Tz,

BRI A LSS K OVt

PALOMA-2 HE(EZA(L A5 3 fHalle : 77 > X & L ka2 — /LD KBS

HEATFLIE ISR 2 R BB O 72\, A OMRIAR 72 U1 F 7213 RERIE A & 72 572 ER
Bk, HER2 FatEo RAmdErT £ 72138l bR E 2t & U EEIEFE, BIE4(L, —HE
By, 77 BRI, WATRERIE:, Zisk RSBV, AFl+ L by — i &R E LT
TR+ by — O &S OF A i LT,

Aat 666 BIOEARRE LPEBE %, 2:1 OEIILTAKI+ L by —A0FHBEE I 78R+ L
ke — VOB E A B 1T T, B0 AT RO JBRINIR 71X, R (RIS H D vs.
WIREERE 72 L), BT FEHE U 7R AlE 72 13N B R IERE T2 O I (IR R
B vs. 12 5 HUN vs. 12 % AR) 38 X OUBEICEM U781 E 72 130 S B ofE (kv
T UPRIEFEM vs. R VB URIERER) &AW, B EMEE N T EINEERIET D U A
IR D, EITH, EEEONBEEEZE T8 (2 e — A RREOKEOBHK (MK,
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DI, K 28T D8, MY o EREORE, WEDEIGBHTIRD 50% %82 5 88 &8
el I, AREBRICAER L LT,

FRR BT, JEREYE, PR SH RV EIEORE, T EIIREREBIOWFANITEY
T2HET, FIVMI BB ORL 2kt L7c, RGHR O v 24— S—=FFF Lo 7,

AH+ LV o — BB LT TR+ L ha Y — RO SR T, XR—2F 4D
N AR AR ER L OVPREEILERE TH o 72, ARBRITHAAN B I 72 B O O g fif
X 62 i (HPH : 28~895%) TH Y, HEITILHE &M A D ANIHTRTE 72 I3t wiBheIE & L C
48.3%D BFE MU FHEESL, 56.3%D BENRIVE WEELZ T TV, 37.2%0 BE 3T E
TR A BRIE DB IEITIZ T TR o Tz, BEDOKRE S (97.4%) 13— T A HRIC
ISR AZH L TEY, 23.6%ILEImBEOH, 492%FHNIRiIEE 28 LT,

AGRER O EEFHME B 1L, BRSNS ADOIRENFHEDT-DDH A K714 > (RECIST) vl1.1IZ
HEOL, IBRBELEMEEIC X 5 EEEAFHIR (PFS) Tho7o, AMEORIKEHEE B 13X,
Zgh# (OR) , MREAAHE (CBR) , Zat, AiEDOE (QoL) O Th-oT-,

AFRERIZ I\ T PFS OIEE WSRO Hiv, EEHMNZER SN2, ~Y— K (HR) 0.576 [95%
FEHEXE (CD :046,0.72, Ehlwn 77 7 fE (A1) p<0.000001] TAAFI+ L ke —/Lff
B CEML AR BRGSO N, AFI+ L b a Y — LOHHEED PFS 11X 24.8 # H [95% CI :
22.1, #EERBE (NE) ] ThoT=DIZkt L, 78R+ L b — L OFHEED PES T 14.5 #
A (95%CI:129,17.1) THhH-o7=,

PALOMA-2 iBR DA %)t 7 — % % Table 5 IZZ5K) L, PFS @ Kaplan-Meier i 4 Figure 1 (27377,

Table 5. BEEDOREE : PALOMA-2 3RBX (intent-to-treat £2H)

By bA7H 20165628 26 H

AT A+ TR+
vhrY— rvhray—n
(N = 444) (N =222)
EEBATHE (PFS)

TRBRE(TEERTHIE, PFS A4 XV b (%) 194 (43.7%) 137 (61.7%)
e [ H (95%CD ] 24.8 (22.1, NE) 14.5(12.9, 17.1)
A RE(95% CI) #5 K Ol p fi 0.576 (0.46, 0.72), p <0.000001
N7 PR E, PES A N2 bR (%) 152 (34.2%) 96 (43.2%)
HoefE [ H (95%CD ] 30.5 (27.4, NE) 19.3 (16.4, 30.6)
A RE(95% CI) #5 K O p fif 0.653 (0.505, 0.84), p = 0.000532

BHEOBIRFMEEE" (RBRFEEMAIE

OR [% (95%CI) ] 42.1(37.5, 46.9) 34.7 (28.4, 41.3)
OR (MEFREREZATHEE) [% (95%CD ] 55.3(49.9, 60.7) 44.4 (36.9, 52.2)
DOR (HIEFREREZ AT 2834) [# A (95% CD) | 22.5(19.8, 28.0) 16.8 (15.4, 28.5)
CBR" [% (95% CI) ] 84.9 (81.2, 88.1) 70.3 (63.8, 76.2)

i LIRS HE S <,
N : BEH, Cl: 2K, NE: #ERGE, OR: Z%h%, DOR : Z=2hii, CBR : EKMAE AR

PFIZER CONFIDENTIAL
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Figure 1. fEMEAFHIM O Kaplan-Meier 72 > k : PALOMA-2 BBk (FABRELERHE,
intent-to-treat ZEF)

-

o

o
|

——— palbociclib+letrozole
placebo+letrozole

a o N 0 ©
o O O O o
| | | | |

£
f
?J

L

w
o
|

1.._%__ L

)
()
|
—r -

Progression-Free Survival Probability (%)
2

0 ]
T T T T T T T T T

T T
0 3 6 9 12 15 18 21 24 27 30 33
Time (Month)

Number of patients at risk

PAL+LET 444 395 360 328 295 263 238 154 69 29 10 2
PCB+LET 222 171 148 131 116 98 81 54 22 12 4 2

PAL : LRy 7 U7, LET: L ha Y —)L, PCB: 77 &R

RN B O— B2 7l T 5 728, PFSIZOWTCEHBNCHIE Lo ERET 2 THRKRFB LW
N2 T A RHEICESE TG LT, BHIIR 7B L OR—2 T A VRIS T _RTOESE
Mz T, AAI+ L hey — B CRBETE I DY 27 BNMEh -T2, ZOfERIX
LLFOEGEMTH A DL NIgEEE 2N H 5B [HR : 0.67 (95% CI : 0.50,0.89) , PFS {14
I : 192 % A vs. 129 » A1 E2I3ABIERE 2 720 B [HR : 048 (95%CI : 0.34,0.67) , PFS
RO RiE (NR) vs. 168 w A, BisBOAOEFE [HR : 036 (95%CI : 0.22,0.59) , PFS
i : NRvs. 11.2 3 A1 213888 O 4L TIE/RWESE [HR £ 0.65 (95% CI: 0.51,0.84) , PFS
ROl 0222 4 H vs. 145 % H1 o [FERIC, Sk rrofa (IHC) THEE O Rb BB
Thot-HE G124]) T, AFI+L ba Yy — BB CTREETEIZEEDOY 2
K TF2358 5417z [HR : 0.531 (95% CI: 0.42,0.68) , PFS F14ufi : 242 » H vs. 13.7 » H] . THC
THESED Rb BEN @M TH -8B 514)) T, AFI+L oYy — L0 R CoORBH#EITE
7D Y AT TN BILTN, #EFHIICA B Tld/enr - 72 [HR:0.675 (95% C1:0.31, 1.48),
PFS i Jufii : NRvs. 18.5 » H] .

WL S 8 & 5 FBE 38 X OIS IS I3 72 W R OB Ay S5 CREAM L 722 DAL A 20 2B e B
[OR B L OFEZE CTOMM (TTR) | % Table 6 ([Z7R7,

PFIZER CONFIDENTIAL
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Table 6. HNBREBOFEICL2EMEDOK R : PALOMA-2 3BR (intent-to-treat ££H)

NS H » NS R L

A TFG AR+ ISR+ A TFG AR+ TR+
vihay—u vihay—u vihay—u vihay—iu

(N =214) (N = 110) (N = 230) (N=112)

OR" [% (95%CD ] 55.1 40.0 30.0 295
(48.2, 61.9) (30.8, 49.8) (24.2,36.4) (21.2,38.8)

TTR, il [ H (&) ] 43 5.3 2.9 5.4
(2.0, 19.5) (2.6, 16.6) (2.1, 19.4) (2.6,22.2)

*FEE LT IRIERIC S <,
N : BEH, OR: &%, CI:{ZEXM, TTR : E&hE ORI

PALOMA-3 HE(EZLALA 3 AR - o 752 X b 7NN T O H#S

PARRIRIEZ 77, W WRIE (AT E 721N A BRIE S 2 WITERB IR IC X7 A 1R0E) &I
PRBHEST L7z, ARIBNIZRUIBR F 7213 R RIE S A & 72 5720 HR Bk, HER2 a0 F AT
ITETTEBAE BT ARG e U ERR LR, BIEAL, “HEM, WATHRE, 2k
HFRFREBRICEBNT, KF+T7V_A T2 MRS LT T8R+T7V_A N7 2 MEFERSO
HWEZ el LT,

WIRMHBRIEIC X DI £ 238 TH% 12 5 AUWN, 525 W IXEFT L S35 Nk
L DB PEIITETHE 1 5 HUPISERBET Lz, &FF 521 Bl AT BARE D £ 7 136
BB OPERE R, 2:1 OB TARI+ 7 L_2A T v MEABEETIE T TR+ 74 K
7 v MFRRECEEES 2B AT 72, B0 T RO ERIR T-1E, WEICE LR R
KT D RESNEOGE, RGO BARCIRAE  (PARRAT PARE LW vs. BARRR) I L OB
DA -, PARSHT PARRE I Oz %t LT, LHRHEEF THL IV b5
L7z, B AEMZENTEIHEELRIET S U X703 H 5, #EITH, JEEMEONIEESE 2 AT
L& [avy bve— A REORKEOBHK HK, LK, BK) 2687 58%F, WMo EiE
DIBFE, FHEDOEEBIIRD 50% %82 2 BE %2 ETe] 13, ARBRICAERE & Lz,

BV, SEREL, FPRSARV ORI, L E X RERE O WP
THET, HO M TBBIEORS 2k Lz, RSB 7 0 A4 — S~ LR b T,

AFN+TNR_A N MBI 78R+ 70 T MERREORGREF T, _—X
T A O NOFEHFIIRE R X OPREHEIRFRIER TH o 7o, ARBRITHA AN BV B OF
O RAEIT 57 ik (FPH : 29~88 i) Tholz, KR GEHOBEOKIMIIFAATHY, WEIZ
Fihte L 7= RV URIEICKRT DR H Y, PR Th oo, BE DK 20%IXEARSHT, PAFEE
N THoT-, TRTOBEDBERCEFFIEEZZITTEY, £&RGHORE S OBETHEIC
K HA B A Z T T, BEOEELIE (62%) @ ECOG /N7 4 —~< LV AAT—HX A1 0
Tholz, BED 60%IINNEIEEEZHE L TEBY, 7-BED 60%IFIEIcxs L T2 Ly APk
D RN FREEZ T T,

A B O FEFIGIE B 1%, RECIST v1.1 125 <, IBBREFEEMEEIZ LD PFS TH o7z, ibh
(72 PFS AT & U C, A0S e i) 12 X 5 PFS #2357 o 7=, BIVREEHEE B 1%, OR, CBR,

PFIZER CONFIDENTIAL
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AR (0S) , Z2atE, &R OIERE L £ TORfRM] (time to deterioration : TTD) 72 & Th -
7=

AGRERCIL, FHRNCEHE L7 PFS A X2 D 8% EEFE S V7 el COEHE L 7= W AT IZ 3BV ¢,
FEIHlE A CTH DI E(EERMHEEIZ XL D PFS OIEENRD Hivi-, FrlcHE Lz
Haybittle-Peto 1512 X 5 AZNMEDOFEAIESE (00=0.00135) % Flal-72Z & LV, PFS OIEEILH
FIINCHEETH Y, HIRMICEROH DIEFRIENELNT-Z ERNRSNT,

BHhEDRHTT — % % Table 7 12757,

Table 7. BHEORER : PALOMA-3 B (JRBRF(LERYIE, intent-to-treat F£H)

BImfEAT
(v hF7H : 20154610 A 23 H)
ATV A+ 7R+
TNARZAKF v b TINRRBFF b
(N =347) (N=174)
EEBATHE (PFS)
PES £ > M (%) 200 (57.6) 133 (76.4)
o [ A (95%CI) ] 11.2 (9.5, 12.9) 4.6 (3.5,5.6)
NP R (95%CI) B L Wp i 0.497 (0.398, 0.620), p <0.000001
AEORIREEE"
OR [% (95%CI) ] 21.0 (16.9, 25.7) 8.6 (4.9, 13.8)
OR (MErRERE L AT HHEE) [% (95%CI) | 27.3(22.1,33.1) 10.9 (6.2, 17.3)
DOR (MEFEEIR A 2 H 3 25 3E) [y H (95% CD) ] 10.4 (8.3, NE) 9.0 (5.6, NE)
CBR [% (95%CI) ] 66.3 (61.0, 71.2) 39.7 (32.3, 47.3)

*fEE LTI RIC S <,
N : B, Cl: 28X, OR : ZE%hZ, DOR : =i, NE: HEEARHE, CBR : KA HZER

PFIZER CONFIDENTIAL
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Figure 2. EMEAFHIM O Kaplan-Meier 72 > k : PALOMA-3 Rk (FABRELERHE,

intent-to-treat ZEF)

-—
N WA O N ® © O
© & © & & o & o© oS
[ I I N N NN N —
|
|
|

Progression-Free Survival Probability (%)
2

0

——— palbociclib+fulvestrant
placebo+fulvestrant

Yp—
dsi“"”*__"ﬁ»——-o-—H—l

T T
0 2 4 6 8 10 12 14

Number of patients at risk Time (Month)

PAL+FUL 347 276 245 215 189 168 137 69
PCB+FUL 174 112 83 62 51 43 29 15

16 18 20 22

PAL : )L Ry 27 U7, FUL: ZA_ANZ K, PCB: 7Z7&HR

RT3 L ONR— AT A VRHEICEES S T RTOESEMICB T, AF|+ 7 L_A Tk
PERRECHRBEITE 72T D U 2R 7 BMED -T2, ZOFRERIILL TOMpERTHL AL ; B
AT/ PR E D o oM [HR : 0.46 (95% CI:0.28,0.75) 1 3 X OBARE#% 0 &M [HR : 0.52 (95% CI :
0.40,0.66) 1 , NIEEEENH D HEFE [HR : 0.50 (95% CI: 0.38,0.65) 1 B I OPIRIEE A 72
# [HR : 048 (95%CI:0.33,0.71) ], 7=, @EICEM LB IBICRT21RE L U2 UK
RO, XX T 4w FRBO LI LU A D 0 D [HR :0.59 (95% CI:0.37,0.93) ],
LA KN 1 OBE [HR : 046 (95%CI1:0.32,064) 1, LI A8 2 0FEE [HR : 0.48
(95% CI: 0.30,0.76) 1, L AN 3 L EO#ESE [HR: 0.59 (95%CI: 0.28,1.22) 1 . WM&
R D3 8 5 BB 36 K OYNIBHERE 03 T2 W B O 3 82 R TR L 72 & ot o G 20 HEFEEE E - (OR

BELOTTR) #% Table 8 IZ/”" 7,
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Table8. HNREBOFEICL2EMEDOK R : PALOMA-3 3BR (intent-to-treat ££Hi)

HNigEBH Y HNIBEEB 2 L

AT R+ 7R+ AT R+ TR+
TNARR b TNARR b TNARR b TZNRR |k

A v bk v bk A

(N = 206) (N =105) (N =141) (N = 69)

OR* [% (95% CI) ] 28.0 6.7 11.3 11.6
(21.7,34.3) (2.7,13.3) (6.6, 17.8) (5.1,21.6)

TTR®, FJefE [» A (&) ] 3.8 3.6 3.7 3.6
(3.5, 14.0) (3.5,7.4) (1.9, 5.7) (3.4,3.7)

e L7 IRI A RIC 5 <,
N : BEE, OR: &=, CI: E#EKM, TTR : B2 E TOMM

B 23 AATFZE TR HE SRS QOL A 2E-C30 (EORTC QLQ-C30) 3 X O DO FHEE Y =— L (EORTC
QLQ-BR23) A LT, BERET U NI LEFHN LT, AFI+ 7N~ ~Z > MFHEED 335
FBLOT TR+ TILRA ST MEHBED 166 B3, _X—RAT A VB L OWR—2 T 1 1%
D 1 B EOKBERFICREZE AT LT,

I | AT D=2 T A RS 10 800 EEIN+ 5 £ o4, TTD & HaijlcHE L,

TNRARNT U NEARFZGEHTAZ LTk, 798 RETARA NI N2 LSS &
D HEIEO TTD NA EICER L7z [HhJufiE 8.0 » H vs. 2.8 # A, HR: 0.64 (95% C1:0.49, 0.85) ,
p<0.001] .

BRIMEESE S 71T, B OTRIRICOWT, /NEDT N TOESEZ 55 & LT AHF OB R O
HBEEZRR LT UNE~OEEIZONWTIZ 42 HEH) |

5.2. RMBYRRFEAReE
AT 2 & T B 05 A B 6 L OMBERIBRH (235 1T 2 AHI 0 S B RE“FHORFIE 2 AT L 72,

LTS

ARFNOFE AL G D Crax BIERFH] (Thax) O FIMEIE, BEL T 6~12 FE] T o7z, AFH| 125 mg
R OEE Lc & E O ANA T A Z 8 Y T ¢ OFEJfEIT 46% T 5D, 25~225 mg D H
EHIH T, ARFIOPREE - RERE R T i fE (AUC) 38 X O C e 1B BT E LB EINT 2,
1 B 1 RIRERS LSS, 8 HUWIZEFRREBICET 5, 1 B 1 BIXERE Lz L & ORHK DR
FEfRER DY 2.4 (G @ 1.5~42) ThoTe,

BEOHE

AH| e 22 G- U2 3556, #9 13% DR E TIIARKI OWILF K OMRER B A3 TIRME 27~ LT,
BBEGIC LV IBEEPO TR Z R L7 123 1) D AR OgEE & ITHMN L7223, %0 O
BEBRE CIIRGRMICEE RREEOZBLITERO SN o Tz, —BiERgIcRES Lz & & &g
LT, miEMI BRI LTz & & DAAFID AUC)H 3 K O Coa X Z VI 21%F LT 38%HE N L,

AR &% TIZZE NI 12%5 L OV 27%E800 U, AKIPE 517 1 RERD & 72135 5% 2 BRI RS
DOIEH R ZEBE LI-5A TIEENTN 13%B LN 24% I L=, 512, BFOEIUZ L > TK
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FCOVR 7 )T
1.6 A ENCE T BRI ZE R4 5 &k

ﬁ@ﬁﬁa®@¢ﬁﬁ@kivﬁwmﬁﬁ#ﬁi KT Lz, 2o 0fRICESNT, KA
BRIEET DL 42THEBH)

/\/#h

N

In vitro (2B T D AAF| DO b MIEEAME SR 85% THV, BEKRGIEIIA LN T,
In vitro TiX, AADO b FFHIIA~OERV IARTIFIZZIIEHIZ L2 b D Th 72, AANIT
OATPIB1 B LT OATPIB3 O EE TlidZeu,

AV

In vitro 3 X DV in vivo iBBR DOFE RN G, AANTE N CRELIFREM 2= 5 Z LRS-, &
MZ[MCP VR 7 U 7 125 mg & BRI OG- Uiz & & OAF| O FE AR I3 b s &
ORBBIANES L TBY, TIIbB IO A7 a U EERRA TR SRR IZEE 5 L TWn
%o PHERIMLF O F 72 AKKIH M EIIRZETH -T2,

ARFNO IR I & U CTHR- SN 5, EH O AR EYE IR Sk THY, B5E
D 258%% Hwd7-, b kAT, ﬁ%%b/ﬂ/s9 T L OV 2 HiEgiS RS SR (SULT) %
HW 2 in vitro BEROFE R, AKFNOIHHC Z CYP3A BLXONSULT2A1 545 Z &2
mENT,

DETHE

AT EBEF BT AAKOKRA 7 VT T A (CLF) O&MEAFEIL63 LA ThY, MmifEf <
VRS 7 U 7 ORI O T 28.8 Wil Td o 7=, BIEREEGERE 6 Flic[*Cl SRy 2
U7 ZHREROREG LT A, BE LIERBINEED 92% (FHAE) 23 15 B LANIZEIX S 4,
PRI P PR (R 5-ED 74%) THY, RPICITHERGED 17%0R A ST, #EPE
FOURFIZHE S = ARFNOREBILIRE, BEEOZNZEN 2%B LN 7% THh -T2,

In vitro {28V, BEREE CTIIAHFNIT CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19
BLOCYP2D6 DFHES TIXZ2 <, CYPIA2, CYP2B6, CYP2C8 35 LN CYP3A4 OifEHTIX
AN

In vitro {23517 2 FEAfAE 50 &, BRRAIIZARE & 5 1 TAHKIA OATI1, OAT3, OCT2, OATPIBI,
OATPI1B3 35 L OV BSEP DG AR ET 2 AlRetEI RV 2 E R ST 5,

el 22 4R

FEfip, PRI S OMKE

FEARE 183 41 (5 50 f5ilds KOV 133 f41], 4Ffin 22~89 ik, {AEE 38~123kg) Zxig L L7fk
LS BN REMRAT OREIRICEE S &, MERNIAR DR EICHEL KF ST, Fivd LOEREITAR
Fl O S BRIRAIC BB R R A RIT S o7z,

/NEEER]
AFNOIRYEhREIT 18 kLA T O BE TIXEHMl STy,
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FCOVR 7 )T
1.6 A ENCE T BRI ZE R4 5 &k

HFHEREN &

RS DATRERERE = 2 A 5 BE (RE Y L E 728 ULN LA F72>2 AST 78 ULN % k[l % 7y, AST
EEMHLTHRE VL E 2 ULN O 1.0 f5H8~1.5 %) 40 §l2 &1 B 183 B2 x5 & LI-fHE
FH S ENRERRAT OFE AT I D X, RE O FFHRERE E I IAK OIREE BB E KT I o7,
S FE TR ONTRRERE 2 A 58 (ASTEZMDTRE Y /L e 2 ULN O 1.5 f5% L
[1%) TiE, AFOEWBEREIIHMEFT TR,

B HERENE

RS DB RERE E A2 A4 5 B (CrCl 23 60 mL/min VA 90 mL/min Ai) 73 il L OV & EE D
HEREREE 2 A4 5 (CrCl 2% 30 mL/min LA _E 60 mL/min Ais) 29 #il & & TofE 5 183 il %
*fg L U IR SR BN REMRAT OFE I EE D X, BRI X OV S O B S RE R I H O IR R 5
B L RIE S o Tz, EEOBMEREZ 47 5 B8F TlE, AFOEYEhREIIMRGF ST
7200,

293k

A AR NG R 12381 D ARKID AUC ) 8 £ O Coax DREAEEIEIE, FET U7 NMEHEHEERE &
Db ZNZN 30%F LV 35%mfE AR L7y, AFIOEFIRIBIZISIT D Cuougn D AL
PALOMA-3 FRBRIZBIN LI HARN, 7T AN (HARANZERS) BLOIET U7 AOEITILIEEE
TIHFERERMEAE R LTz, S5I2, A7V 2=/ 311> TAAI125mg 2 1 B 1 [REELZLE X
DAFNDOLEEMET 7 7 7 AL, ARNEE ENAENBEOR TREKR TH -7, AARANTIEBNT
HAERSIAETHD,

5.3. FERIR R £tET — ¥

t RN CAEUDAREERS 2 ERENEOFTRE LT 39 EMETORBROT v MBI O XIZ
BT, U oiEmREs L OREEATGR T 2 EERRO bz, 7 a—ARFHIRIET
LB L C, 15SHEBMUEORBRD T v N CORFIROPT R 72 5 ONCIR, o, Bl L O
WRIZXTT D IRIEENEO B, 27 BEHR 5% DT v N TOREOELPBESNT-, LT
INHOEEFMIL, BRMICEESNIBER (AUC) TRIZIh, 51T, b MFKgRE
BO4EU EOBEGER (Cp OT LA M) =354 BN T, LIER~DRE (QTc ILE,
D), RR MR R d X OUGEIMEO EF) 23O bl 12 B OWRERIC 7L a—
ATEEAE, B, IR, BIRE L OVEICRT 2B ORI 2R T 5 Z LIXTE R o2, U
RGN, HEMEAESESE, IS K ORGSR D B O E I3 se 2 iR BIE S
776

23 AJRIE

AREND D A HERRBR I T S TRy,

R

I 2 O DR ISR A AR (Ames 3UBR) (CFRWTARRNTARFMEA RS, & b Y L/SEk
Z VT2 in vitro et R B ABRIZ BV TRANT R AR ORISR T 2% L e o7,
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FCOVR 7 )T
1.6 A ENCE T BRI ZE R4 5 &k

AENE, T v A =— XN HAZ —IIEHMIEZ 72 in vitro 5088 FS O 100 mg/kg/ B LL_E O AHK| %
BB LT » b OBEBEICIN T, RIS EEEIC L 0/ IME R Lo, BEMEFHRRRIT
DERANEEAEZEWICHEE Lz & EORERIT, b MNERREREON 7% (AUC) ThoT,

17~ MTAAKIZ 300 mg/kg/H (AUC Tt MEEIRIEEZEEOK 34%5) EFTOHETELSLTYH, K
FIIRZ R L ORI EL KT S ehote, £z, KERGHEERBRIZBNT, 7y b &
A XUZZE NI 300 mg/kg/ H 38 XUV 3 mg/kg/ B (Z41£40 AUC TO t MEGIRIEZE SO 5 55
FO3£5) ETOHETAFEZHESG LT, MEMEATEMAMICZEITE D bivinol,

T v FBEIOS X2 HWIZIERBERRBROFE RN S, AANTBEMEOATRERER X OBRREEZHER O
RN S D EB X NS, FEE, R LR, AivRES I OHEICBITAARF EEE LA L
LC, swEEEORD, FEib L <ITEM, WiRD, EENOESLMRA, T oEdhifEs X
WEEDIK T 72 b N WD 3B Hiviz, T OFTRIE, 7 v ME2IEA X Te MK
BEEOZTNZEN TEUEFIXREEL TORERE (AUC) THZESN, 7y FBXU X
TENEN 4 BB L O 12 BRI (1T, MR 2 BB X 4y A0 B8 Lz,

IS OREWAETRES OB RN A LNTZIZHE b 53, b MNERBFEREO 13 % L HE I DR
#Zw (AUC) THET v hORRE X ORIREICEEITRD Lo Tz,

FAE T

AFNIT A 7V AR T —E 4B 6 OR[N ERTHY, b0 HiEning
MAE M OREICBE G LT\ b, 2078, HRPICAFIZHEAT 2 ERIBICERENEC DY
AT WD, FEIRE CIIAANIIR REE 2R Lz, 7 > T 100 mg/kg/ B UL LD H & CTAKZ
BET DL, BHRERBOBEEN S L B 7 EGHECE RN EET A8EEN ERLE) . T k
\CRHAFRME RO 300 mg/kg/ B [MRFE & (AUC) |2t MERBRZEED 3 5] CTAFIZEET 25 LR
IREBOEDNRD L, U FICRHARSEED 20 mgkg/H [IRFEE (AUC) 13t MERERE
BO45] CTARAZEGT 5 ERiEOEEO/NULEZETEREROBEEN EH Lz, lRIEROE
BROBREE s L OVRAR @M Z W CIEEE S TuZpuy,

6. HAZBE4 H3EM
6.1. BN Y X b
B IR ILVNEY)

et re—=x

FLHE KT
TV a— g NI LA (XA T A)
R MK o A R

AV EING /i SV

B 7 Vi

ToF
= gk (E172)
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FCOVR 7 )T
1.6 A ENCE T BRI ZE R4 5 &k

O = R{kgk (E172)
ffbF% > (E171)

FlA > 2

Iy

fe{bF % > (E171)
KEALT =T A (28%IRIK)
Javrrr s a—)
VAFay

6.2. LR

AL AP

6.3. AXHHARR
24

6.4. R ORERI R ER
AHN DTN FFRI R S 1T B TR

6.5. BEROMER ENEY
fh 7L 7TEAY D PVC/PCTFE/PVC/AI LT Y 22— K v (HFHC 1 B 7EL) o 158

WHEH B2 HAY QT VAZ—ZARNY v T 3HAD)
i 7 7 & 21 AV O PP #lef} %= HDPE HlH
T RTCOWEBNMNNTHR SN D DI TR,

6.6. BEFERF ORI R ER
Fefefi F D FEHN L FE T | T HIEE D BRI T - TS5 Z &

7. ER TR BAGE

Pfizer Limited

Ramsgate Road

Sandwich, Kent CT13 9NJ
United Kingdom

8. ERMTRARES

AT Z7 A BTV TSmg
EU/1/16/1147/001
EU/1/16/1147/002
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FCOVR 7 )T
1.6 A ENCE T BRI ZE R4 5 &k

A7 AH TR 100 mg
EU/1/16/1147/003
EU/1/16/1147/004

AT T AT 125 mg
EU/1/16/1147/005
EU/1/16/1147/006

9. MIEIAR - EHEAHB
WEAZER - 2016 4E 11 H9 A

10. ACHET4EH H

ABICEE T HREME I, WONESE ST O™ = 71 b http://www.ema.europa.eu CAFT 5 2
EMNTED,
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INIVIRY 7 U T
1.7 [AFE[E 2D — B SR

1. ARG —ER

AFRBLOARFORERDLE LT, Vo~v—T, 7zVuT vl A, TUIIFT I ABIOT
7 4 = h—LDIEH % Table 1 3 X Table 2 12777,
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INIVIRY 7 U T

1.7 R [R5 hn—Fa 3k

Tablel. FERZDZE—ER (TR, 7=2—38BIU0T7=YrF v R)
— B M 4 RV T L hay—iu THARZARNT Rk
AR 78 &\ A7 5 A TN 25mg 7 = ~—7 %2 5mg 7 =Y uaTy 7 ZCHE250mg
A7 A% TR I125mg
= iR & | 7 7 A PRt JNT 4 AT 7R At 7 A 7B A
KO O£ H RB|— 200641 H23H 201149 H26H
BHE AT A A|— PR A PR A
B MM FE A A 20064F1 H23 H ~20144F1 H22H S4EM : 20114E9 H 26 H ~20194E9 H 25
BoOH X B, L EERY BIEE, AT HE BISE, ALTEEE IS,

T EE-EMEOLTEICLVEMTSZ

(EF—EMEOQRTGEIZLVEMRT L Z

EE—ERFEOLGEIZ L VAT Z &

L L)
o % M o R R CN
AN \( BN
| | 7\
ﬁ” = N __~ CHs
| = —
HN N CHy | N\
J G/ 3 N
O O =y’
7 N\
CN
#oE - & ®E|1hTeAF: FEA TEHA

AT T AT TN 25mg :
VIR T 7 ) 7 25mg

AT T AHTEI125mg
VAR T 7 Y 7125mg

1BEH L hr Y —L & LT2.5mg

(ImLH) Z7A_Z k5> F50mg

B HE B R | FHARESUI AR PR 1% FLI% PHE 1% FLI

BRE « R BE S| 1. AFIOFIROMBIRE L L ToRMEL | — 1. ARAIOFEMBRMICH T - T, FAlE LT

M E ok R O VRIS L TR0, RIVE R FEORIOGE 2 MR L, B
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INIVIRY 7 U T

1.7 R [R5 hn—Fa 3k

Tablel. REBRHHE—ER (TITVR, Jav—IBLRT7=YuTFv 7 X)

— B M 4 RV T Lhay— TIVRART >k
2. ERRARBRICH AN BT BE DOFR IV IV U RIRMENE &l S - B A

E VR O HER2 D FE LR 412 IIARFZEH LN &y

W, [BRIRAAE] BHONE LML, 2. RENOFROMBPEIEL LToOFMR
AFN DA e V2 e % 53 ICERfR L QL EMEITHESL LT,

72 b, WISEEOBRIREIT) Z &,

Ak A B ADWIRIEA L OB W, @%, A @, RAKELY haYy— L LCIRLE |8, RACIEEARE (DA_A T b e
WIX7OLRy 7 )7L LCLBRLEI2S mga3 | 2.5megx RN b1 5, LC500mg& /) %, #IEl, 28t%, 4%, =
SR L CRBICROES L, 0% AR DOH%AA Z 18], A OB 1E T oA
WS B, Zhal A7 rE LTRSEEZKBY N&ELT 5,

WY, 72k, BEOIREBICEVEEHRET S,
Ak - AEICEET (1. P 2 NOWIRIERIEICS0T, [ | — 1Bl DB 5 TARAFI2fE & — R OB S Ul
LA EoEE K] OHEONEZBI L, RAIOH W2k, e, EREICELZENHDHODOT,
it R OV R & 453 ICBRfiE L7 =T, L 2 R EE T 57 & aiE LT
BIRZATH 2 &, H3snz e, (TREIWEM) omEER)
2. ARFIOMAFREENLHT DL OHEN
b D718, HEONHREREE B T,
WEEZETDE L bIZ, BEOREZ
L VEEICEEL, AEFLORBLRICT
MEETLZ L, [MEEKEL] RO THE
WEhie ] OIES ]
3. EBEWEHR® bbb -GAE, BLIToRHE
EEJLT, KK HEIRGE PR
T5Z L, ek, AHNL TS mg/ BRI
BELARNWI &,
(1) & LT E LMk 2856 0%
B
P L ~UL b
PFIZER CONFIDENTIAL

Page 3




INIVIRY 7 U T
1.7 FfERZ L —ER

Tablel. FRERZDR—ER (TIVR, ZJav—F3BLR7=2YrTF v R)

— & W 4 | SARTZ U7 Lhay— TNARA KT vk
SN SR s 125 mg/H
R/S% s 100 mg/H
R 75 mg/ H

(2) S ERIBAME K OV NI FE L f

55 H B
RIVEH AL
Grade 1132 | A—&EG-&%MkHiT 5,
Grade 3 RIEL, 1M LA iR

& (MEREEE) 2179,
Grade 2LA T IC[EIfE %, [Fl—
BEETRELBRT 2,

Grade 3D 4f BRI DRI
BICHEAEEST 256 (
HHLLE) WA 7 1T
Grade 3D 4T HERISA 13 F
HITHHEE, BEEBE
THZ L,

Grade 3 Grade 2LL FIZEIE T 2 £
i ER A TIRIES %, [EER, 1L
WZAFRE LT MR LG EZ T 5,
38.5°CLL k
DIFET
JEYIED B

B
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INIVIRY 7 U T
1.7 FfERZ L —ER

Tablel. FRERZDR—ER (TIVR, ZJav—F3BLR7=2YrTF v R)

— B M 4 RV T L hay—iu THARZARNT Rk
Grade 4 Grade 201 FIZHfET 5 %
TS B, [IERE, 11X
AR LG 5,

GradelXCTCAE ver. 4.0(Z%E3" 5,

(3) MR ORENWER IR T 2 JH Rl
IR L

Grade 1 132 | R—&KEG&EZ{ET 5,
Grade 324 | | Grade 12T Xi%Grade 2T
ERLTYH LAVEIZ R 22V RIS
AR A3k B9 % F THRET 2,
ToH5E BIER%, 1L-LiE L, #%
GamERT 5,
GradelZCTCAE ver. 4.012%3° %,

% & IARFNE, BERECHaxhe TE D EERIC | — —
%wr,ﬁhm%ﬁ&_+%&ﬁ%-ﬁﬁ%
FoERiO b & T, ARFIOF G358 Y) & HW
SNBEFIZONWTDOIRFEETHZ &, £,
IRRBALAIC N D, BE T DOFIEICAH R
PEROfEMEZ H BB L, REEETHD

BHEIDHZ &,
£ = [i*%f% (ROBEIZTHEEG L L) ] [H2 ROBFTITHREG LRV L) ] (2] RoOBEFRG LN L)
- ARHNDROT S LIMBUEDRE D H D |1, IR L TW S RO &S A |1 R SUTER L TW D RTREMED & D s A
BE @EBES (7> F) IZRBWTREETC K (B EER (T v P RO DY F) TAGER

2. PRI STSENR LTV D ATREME D & 2 ik OMERTTENE (BRIE D R — 2REEE K OHEAR ERRBOONTWD, 1 ( Thw, P,
[ Thtta, PEfm, RIGFE~ORE) OH| @) HBEShTWS, 1 (Te. ik, BAIRE~OEE ) OHZMH)
Z ] PERS, $FLE ak*J\OD%QErJ DIEZ W) 2. = [BWER (7 > ) IZBW TR
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INIVIRY 7 U T

1.7 R [R5 hn—Fa 3k

Tablel. FEFEDHR—EER (TR, 7=2v—F3BLKO7=YuTvIR)
— B M 4 RV T L hay—iu THARZARNT Rk

2. Hhw (EER (Z > ) I8V Tt

Kz BEWICRE LS4, HEoHARD
EFEREDIR T RFRD BTN D, ) (Te. 4T
b, el RIS ~ORE] OEBMH)

3. ARAIDO RS LIBBUIE OBEERE D 5 5
B

BIARAD LN TWS, Fi=, BimER
(7w ) CERIAMICERZRS L-%
A, HAERIZB W TAFROBRMEE NGO
BILTW5, ] (T4, el 3limes
~OEE ] OESMH)

3. ARAIO RS LIREUE OB O & 2
B

ffEH ko EE

1 HERS ROBEIFEREICRSTLZ
&)
HEDOHHERERE O H 2 BE [AH O FiR
EnEAL, BIEAZ#MS Hobhokth
N2, [HE - AEICEET 28 Lok
Bl AU HEpERE ] OEE ]

1 EEERS ROBEICIXERERICEET D2

&)

(1) EEOIHEREEZ AT 58HF (RAlO=E
& O ATHERERE B IR T BRI
SELTW RV, ) ([EpEE] o Te. Jif
BERERR T BT D IRNENRE) DTSR

Q) BEOEBERELFT L8 (KRHOEED
B REERE ISR D RAMIEM L LT
720N, )

I EE#HE ROBEFIIERERCEEGTHZ

&)

(1) HstERED H 5 B [P REN E54
LBENDH D, 7238, Child-Pughsr$ir
T ACHREIZBIT 2 ATV, ]
( T3EpmEhie) omESHR)

Q) EEOBKEEED S D EF AR OEE
DB RIS E R I DM
LTV, ]

2. HEREANER

TR H S DIND ZENHDDT, KA
D FE-BRIART K O G- HPI3E BRI iR A
21T, BEOREZ HOICBRT 52 L,
[ TERZEIVEM] OHEM]

2. EEREARNEE

(1) AANIAZWHIEAITH Y, AR 2
FEMFAEZ DOV T3 701070 - IR & 5o
RO T C, AFNC L DIEHA Y & H
ENDBEIZONVTORMERATHZ L,

Q) AFNEIT o~ —VPEHEETHZ LIk
VIR RERET A LOTHY, 1HH7%
ONERE A B T 2 PARATOBE TIET 1
~ A —BEHETIDNRIEIFTHTHD
EFHEEIND Z L, NI BRE T
RN 2N L BB RE LT, PR

2. EEREARNEE

(1) RFNORE B OB 22 &
Z B[ L CHRATRE ~OE I 5
ze&,
AFNINZWIRERITH VD, AT B
FEWRAENZ DN T3 22 i - B A F5 D
ERID b & T, AR X DIRES Y &)
WrENDBEICHOWTORERTSHZ &,

2

PFIZER CONFIDENTIAL
Page 6




INIVIRY 7 U T
1.7 [AFE[E 2D — B SR

Tablel. FEFEDHR—EER (TR, 7=2v—F3BLKO7=YuTvIR)
— B M 4 RV T L hay—iu THARZARNT Rk

BEICKUEH LN &

3) ¥y, HFEV, FIUHIRSEZ S Z &0
HDHDOT, FAlEETOEEITIL, BEH
D IEHRS fE i % {1 5 Bl & B E 3 D BRI
EESEHZ L,

@) KAIOFEHIZ X - T, BHEE, BiFsik
ORI RDOT, BEESDOFRELY
EMMICBIET L Z EREE L,

3. FHAEAEM
AHNL,

invitrosdR LV, EIZCYPIA K OV

Rt g (SULT) 2ALC X - TR#E SR,
CYP3AIZxf L TR AR 72 BHEER 271
T, F72, invivorkBR LY, AFNIZCYP3AIZ
*F L THWHEEMRZ RS,

DIHZM]

[ TEEEhig)

PEHERE (BFHiCEET 22 L)

3. FHAETEH

AFNL, FHHEESECYP3A4 K 'CYP2A6 T
WENDDOT, KEROEMEICHELE KT
AL AT A2HAICBEE LTRSS
L. CYP3A4K UCYP2AGTEMEZFAET A 3K
A, ULCYP3A4K OCYP2AG6IZ & » TG &
DAL OPEIC IV, AFIORHBIRE
SAMFIRER ERFT LRSS, -,
CYP3A4ZFHET HIEHKN L OOFHIZ LY, AH|

WA E BRACRENR - #5 | B - fERRA || ORISR vl PR EE DMK TN 3 5 RTRE

i 7 1% T Nbsb, —J, AHNT, CYP2A6DFLENEH %
CYP3AFRERA | AFlomrg | Zhoodk [T Lhb, AEERTRHM SN D MO
vy ALy | ERALRL, | SncYpP3Ao ||AlOMPIRES LR SEDARERH D,
N, TAeF | BHERORE | (REEtem || OFEE OFRICEETD 2 L)
7N, SRR OTRE | =TS0, FEH 4 R ARIEAR TSy -
S O ik | femiT

CYP2A6%[H | AFloMmHE | A M¥HLv
SO L e K || S S T W A B e op e e
TS V| O, CYPIA TR 2 REG | WD | CYP2AGTEM
rFeA, T | EEROR | 2,
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INIVIRY 7 U T
1.7 FfERZ L —ER

Tablel. FRBERPHR—EE (TIVR, 72v—FBLPT7=2YyrT VI R)

— & W 4 | SARTZ U7 Lhay— TNARA KT vk
F7LEN, WEEF A~ DR Lt %, EHET S Z
Ay ary— | BEEBETD EXv, KA
N, 7TV R | 2k, DA A PLE
oA, L, mrpRE
TVL—77 LRI ED
=T a— ATREME DY B
A, VT 4 D,

FEen, % CYP3A4% I | AAloMdE | 7Y — A FRi
F e T 5 A ERN AT D | HEAIEOR
FROCYP3AFE | AFIOMmHPERE | Zh b D3R T =L ABEME DS & FIXCYP3A4
e EMETL, LHCYP3AD ERANEN: % TEME 2 PR
7x=Fh KR OEIME | AHTEEE TS FE L Ly,
A, AN | BEETLE | BT 50, AHN O
~EEY, U | EARHLD | AFO MR FHEL, M
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ZERHDOT, BEEHSITY, SEICHEITT D K,
IREESRIE, MR OVE APEITZ MR & O X SR FH E 1R 5
NEBAIER G2 L, WYRAEETH 2L,

JHFERIE (0.6%) , FEERARMARIE (0.2%) : HZEARIE, EHEF
FRMARIED H DD T ERH DD T, BlEEHoIITV, A
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INIVIRY 7 U T
1.7 FfERZ L —ER

Table 2.

FERZH—ELR TVIFvZ7RABIXRT74=Fr—N)

— & M &4 W|TFHAIrY—

st 3 RVNDS

WD NG AICIE, REXTE G A2 LT 5 7 Sl ) e AL
BEITH &,

10) FEMERTE (CWRHHE)  (0.1%) : BMEY LoSHE, U 2o SBERHPESR
B, EMED BICEE) SO bhbZENHHOT, BERE
FATV, REPRD GNHA &S 2 IR L, @Y
BEITH &,

1) EATHEZ M AEME (PML)  (BEARE) T2 REAE
MAE (PML) 28 Hboid Z L3d D DT, RANOIEHEYI &
VB TRITEF OREA o882 U, Bk, RambEE,
RELRESR CFr R, PURCRREE) , SREREZEOIERYH 5 b
LAY, MRUC X 2 B2 R N ERIRREZITO & &b,
BehaPIEL, WURLEEZITI Z L,

12) BKY A LV ARSE BEHEARH) : BKUANVARERSH HbILd Z
ERBHDHOT, ZOXIRBAITITBE IR E T I L, @Y
ILBEITH Z &,

13) ket N A s (BEHEERBA) ¢ W MR R B e e (HUS -
M/NRIEY, EivEE I, BAez2EMET25) , Mt/ My
WO MESRBER  (TTP) BRER (/D #4002 P PR 2
i, EHEREREE, FEMERZ EME T 2) Fo M) i
ERHLLDONDZENHDDT, ZDOL D RGA TR ITH
HaikL, @URLEERITH Z &,

14) ffifaE BE (BEEARR)  MlRERERLLDLNAIZ ERHDHD
T, BlE ATV, BRESERD NGRS 2R
D7 CHEUIRAE AT Z L,

15) DERATE (02%)  DEHEITERHHDONDZ ENHDHDT,
AL TLER, bxa—, WEXERREEITH 728, &
FHOWRREE HICEER L, RESRO NS AICITHEE 2P IE
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INIVIRY 7 U T
1.7 [AFE[E 2D — B SR

Table2. RERPHR—EER (TVIFTYvIZ7ABITCT74=Fr—N)
— & W 4 W TFARrY—L TR Y AR
T AR WU RNEEITO Z L,
2) ZofhogfEH
YA ] 10%54 | 1%“%0%* 1%k
Mg - U BRI
v s N N s N
R - MmA Y vaA | BEEEE, & | KY Ui Rz, (K
AT Hm aLAFu— | JE, Pk, K | BE, KbkE
JVIILIE RN} UAREH
SE, @Y (LDL) #4/m
Ut Y R
JiE, R fAE
T . W, B | AIRIE Wk, BRI
TR — I8 0k, BUEME,
iR — — — RS
LS e I 9 o ML
Ed n n 4
R &E Wk, SR | IR R WZ I, WHEED
N i
WLER | BHIREE T, B, ONEzg, 18 | BR
MfF M- I, THILRE,
R, Bk
W5, 1EFG, o
PN
iR AST (GOT) , | Y
o o ALT (GPT) , | © o4
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1.7 FfERZ L —ER

Table2. RERDH—ERE TIVITYIZRABIRT74=r—N)
— & MW 4 B|TFARrY— =gl AR
y-GTP, ALP
DO
R | AR | BB GON, | RUSEMR T | WERIE
% R, B | moRmRE X
BRI, & | F, Mok,
BB, B | SRS
W) | %
5 HEAE
i a R i3
B - s LT | RRER
WA IR 2 _ =i, E
R
AR | T FHLRA
AR, R
m, A%,
ARG, B
PEMEIR AR
F (FA %
o o 7 b,
HERIE R A L
£ H, I
N L
£
SREEE N
S W, WOKE, | KB, WO | WU, Al
#* N VI, (KM | WA, Sl
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INIVIRY 7 U T

1.7 R [R5 hn—Fa 3k

Table 2. FRERZR—ER TUVITvZ7ABIRT74=F—)
— B M 4 W TFRAbry— =B IS
» W, BTk
ZofM | T 47V LDHH /N M GRER H
J = i, AL,
A, 1 PIgGs; M pRE) ),
B, wILT o APTTHEE, L
F o ME 7T
4

£2) il OFEROREIURELII %A TH -7,

4. FEpE~OE

ARFN DR S, @ & IEmEna oV T PR e
FORIWERAORBERT NN ZEOREICETAR LTV, Ln
L, —RICEEE CIIERBENMETLTRY, BWERRSH b
T VWO THEEICKREGETH L,

5. EliE ~OEE
— RIS CIIAFENME T LTS Z ENZ VDT, BEDIREE
PR LRRLEEICRSTHZ L,

5. Wk, Mk, BHLWFE~ORS

AENT, ARBEBEEZNRLETILOTHDLZ G, Hm, &

USRS DB GITAEE L TR, iR, Rl ~ob5 o

LZEMEIZOWTIROMER S 5,

(1) EHRP OB SICBT 2 ZaMEIEHAL LWy, [EiER
(v ) THRREORBTEBENSRD LN TWD, £2, @i
FB (T v PEROTHF) THRIE~OBITHARD LTS, ]

6. Ithw, MEhw, BHLIWFE~ORSE

(1) R SUTHEIR L T B ATREMED & D lm NIIT G5 L2 &y
BEHR TRE 720w AU, AHI# G- B ONEHRE T 7> b R8I I
WE R RETEE WA K ofREdT o2 L, (@R (v PEWY
UYX) TR - BIRENE S AR AT bz & oRE
NHsd, ]

Q) ARG HIIRALITESEDLZ &,

[EER (7> F) B0

Q) BIF~OFEEIZBT AL MM L TRV, (RAlO THHPIECBIT T Z NG ESN TS, ]
E L CYNINS STO YO E 1 A SATAN)
— 7. NRE~DOEE.
M, AN WA, PR, RESRMERE LSRR 5 B A AR R
BEICBWT, RHAKRER, BrER, LR, SR ATNRICHT 2%
PRI LTy (BTRRBR A 220
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INIVIRY 7 U T
1.7 FfERZ L —ER

Table 2.

FERZH—ELR TVIFvZ7RABIXRT74=Fr—N)

— & M &4 W|TFHAIrY—

st 3 RVNDS

FEEIPERALAE (S FE O BT EffavE 2R S 2B W T, (RIHARRE
R, BrAERSUTFLIRIT 9 2 Z MR L TV 2w (R 220,

6. R L
ARIK60mg A H[EF 5 L7 iR BrIc BT h, AR
bolz, WEHKGIZIIUTOUEEZZETDHZ &,

D RO EHE G R R 7R R F LW 2, sHERIE R
T92 8, BEREHROLBEICENTE, BEROELZBRALT
WenRetE A BE T A 2 L, BEOEMRNH HLE1L, EHEE
FLTH LW, REOEAFBERIES< VWO T, b AHHE
BRZOND, N XNV A v OEBRE=2) v TOBREEIER
WRBIET D&,

IERAFT

8. wmE&KEL
HEATHEE R B T R70mg AN B EI# G- S T 528, @&
Z BB IERITHF :E}E&b Evhfcﬁzno?‘_o
WERGNFEE LTGAE, —RARILE &OERIEZT O,

rnL®E

7. WA EOER

FEHNAZAFIRE

PTPEE D FKANIPTP Y — by BHY H L CTRAT % & 5 &4
52 L, (PTPY— hOREEIC XY, S TS A ERERE~HIA
L, BIZEBEAEZEZ U CHRRREOEE LA IHEL T 5
ZEBHEIh TS, )

9. WH LorE

HRHFNZZAFEE : PTPREE D IFNIPTP L — F B H0 H L CHRAT 2 Xk H 4R
EFHZ L, (PTPY— hORREKIZ LY, BEWSLAE S BB R A~FIA L,
FITIZ B Z L THERIRA S O B R A IHERZ IR T 5 2 L 2Nl
EhTWD)

8. FDOMDEFE

(1) AKFIE OBLEMITIARM CIIAaV, BERRBRICE O CEIE
SOMEIRE RN SN TWD DT, HBIE O EEEOMg D
WIXEET L2 &,

Q) Ty FAEMMNAFEMRBRICBOTEHAR 25mgkg/H) D&
“CHfE o> AP K OVt o FUIR RIS N 358 b iz, Z D
A e b ~OIEFEH R GO BeflE O TRIS0MELL F,
THIQOMELL EDORHZOBZIEINT 5 2 L n, BE~ORKE
FRFORI L2 L OBV EE2 bNnD, v
AN AR MERRER T BRI O A FE 0 b7z,

10. EOfMDIEE

Z v bW REMERIRRERER CIX, 0.5mg/kgll EOHE CTREDERE
RN BILIED, Smgkgfl & QREEOFFHN) TH EFNEE
R OCMERT A b AT o ARENEAD L, ZiUucfEs THEORR
FEAME T L7z, 210 OFTRITARIRIC X 2 RIEMEA AR BT,

PFIZER CONFIDENTIAL

Page 36




INIVIRY 7 U T
1.7 FfERZ L —ER

Table 2.

FERZH—ELR TVIFvZ7RABIXRT74=Fr—N)

— fk

4 W

TFA b —)u

st 3 RVNDS

ZOEET a2 —EBHEICL DY U RRFRNRENT
B D LB X BIERE~OERFIEE 5RO RN) 2822 20 & OB
HEMETRWNEEZ NS,

3) 7 v PR XEHWTARRAERBERBRIZBWT, AR
OEBERICERINT D L E X DN D AR, TIRREELOHA
BEOIKT, HBEOIEKRENRD SN TWD,

fE R - 2

A

201541 A SGT (GB166R)

20164E8 A ST (BE11AR)

T

i
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2017 42 7 AYERE (56 1 1R

HUBEMmmA (CDK 4/6 FAMH)

DX, BHEEXRRD [ AL AEES |
4 75 v Reh Tt 25mg 87429 |
4 TS5 ReH T 125mg
IBRANCE eGapsules
I(}l’iﬁ"/a U 77, jt)l' 25mg | 125mg
R
w&:ﬁmﬁfﬁ e %mw& S L AR
fEARR B A &AM T RR W72 B AA
V) VT — B ML T 0 BT = IEIERAEE
(2% B, BFORK KV EERET S

ik

AANL, BRI+
YR -

FTbRETHI L,

xthis T & 2 R MiaX |
B FEOERIO S &
Ol &l SN DIEFNC SN T OREETHZ &, &
RSN D B URE DOFHE
L. &%

CH RN M OE R 2 14y i

BWT, DA b
T, A O H- 5
7o, TRIHRH

1. AHl

[ (koBEIZEBELENI )]

DT UIBBUE D BEAERE D 3 % B

2. TG SR U CW D ATREME O & 2 itk [Tk, FEls, 1%
HiFHE~OFE ) OS]

(48R - $£4K]
1.8
15 7L
oes e . N .
I TITUANT'N2Smg | AT T AT T IV 125 mg
R FOLRY 7 Y T 25 mg 7OV 7 Y 7 125 mg
fldnE Lo — 2 UK | s e — &0 FOBEAKRD
W, TV a—NVg | T T ) a— Vgt
FRY DA BRERKS A MY DA BREREKS AR,
g, AT T VU~ T3y | ATT Y U~ /XY T A
I A (72 VAAR)
(F1 7B VAR BITFo LTy, =2
BIFv BTy B gk EO="Eesk
Wefbdk, = Wbk, H
=gk
2. R
54, 4% (mm) ECIEEN s
;;;; . Pfizer Xv v 7 e
25 me l— 143 —p] PBC 25 BT 4 R
A SRR 7 v
5 | on
TR 76 N
A L€ NEED ) Ry
7 125 mg o PBC 125 RF 4 KB
0 SRl 7L
[2h8E - $hR]
FIFRRE UL TR
D[R pRICEETAEREOZE] 000000 k
1. AHN O T OMBFIE L L COFIER VLRI L

T,

2. HRRBRICHAAN DN EE DR NLE L ZREERD
HER2 OFEBLRIEIZ DN T,
L. AR OAINER O e Z 40
ISEBEDBIRZATH Z &,

[EEPRRAE] DDA %

CHYiR L7 BT, JE

(A% - AR]
PAIIRIER & OFFFICBW T, @, BRI SVRY 7 ) 7
L LT1HI1E125mg & 3 MEER L TRZRIGRAKE L. ED
#%1EBKRET S, ZhEa 1A 70 LTHREE#RYIEY, 7

[AZ-ARICEAET SEALOXE]

1. PEAT 2 NDWIRERIS IO T
RHEM U, AFI OGN O 4
T, BIREITH Z L,

2. AFOMAFREN EFHT D LORERD D0, BEORF
HEREEERE I, HEE2EET S L & b, BEORE
EFIOEEICBSL, AEERORBUIHNERTH Z
Lo [ MEEBYS ) RO TERpEE] OHEBH]

3. BUWEAR D S bhiaaid, TOIERELEE LT, AR,
WE IR G A2 IET 52 L, 2B, AAIT 75 mg/ B AT
R L2 b,

. [EERREE] oEON
M2 I B LT

(1) REBLTEEZRET IBEORER

BE L~ 58

WG 125 mg/H
— kR 100 mg/ A
R 75 mg/H

2) FhRBOERVI/NMERDEISHT S ARRN
EIEH AL
Grade 1 X 1% 2 [F]— % 582 ki3 5
Grade 3 RIEL . L EBLANIC kA (fEk
BHE) %475, Grade 2 LA FIZ[EIE
%, F—#&EETREEHEHT 5,

Grade 3 Duf HERIRA DRI IZ H#iZE
Y A54 (LERBLLE) K17
JLC Grade 3 @ﬁf“—l—‘ﬂ?ﬂi@ﬁﬁ%ﬁ‘é
Lald, WEEEESTDHZ
Grade 2 YA FIZRIET S

Grade 3 FT ﬁ(iﬁ‘

e ICABEL | B, B, 1 LLVEE LIRS A
T 385CLLEDORE | BT 5,

NATEISEN D 5 5

&

Grade 4 Grade 2 LA FIZRIE T 5 & THRIES

5, [EEH, 1 LR LG A
35,

Grade |% CTCAE ver. 4.0 (235,

@) EmAEROBEAISHT SAREE

BIEH AL
Grade 1 1% 2 [ — e E A ki 5,

Grade 1 LA F X% Grade 2 T4
DS I VRTRICEE T % £ T
hHEF 5,

mIEH, 1 LVEE L, 5%
LR

Grade (% CTCAE ver. 4.0 (2% %,

Grade 3 VL |-
TR L C IR A e 3

L%E
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(EALDIE]

1. MERE (ROBHIZIINBISHETSL)
L ONFHRER S O & 2 BE AR OMPERERS LA L, BIfE
A HEPNDBENR DD, THIE - HRICEET D4
MEDEE] kO HEMTEE] OEHSH]

2. BRGEXRKERE
BRI S Db Dd Z LR dH D DT, KROEGBGHT LY
Fe G- PTEHIENC MR 217V BFOREZ +40 1o 8lg2 7
52k, [TERZAEM] OESR]

3. HE#%R

AFNE. in vitro RER LV . 1T CYP3A K OiELfA 4 ELSE (SULT)
2A1 (2o TREE ., CYP3A 1Tk U CHERE AR 72 HEVE M
ZoRT, FTo. invivo ERE VD . ARFNEL CYP3A IZHF LTV

FIER 2T, [Ty OEHSMR]

SHRERE (BFRICEET S L)

abvvREy b, T
EFTSEN, AV
Fen A RTatry
—, U hFER, 7
FFLEN, R a)
V=, T A~
A, TL—TT)
— YV a—A FRNLT
4 e, BRI e
%

L. BIEH o B
JE R ONERJRE FE 20N 88 0
ToHBENLRH DL O
T, CYP3AMLEEM O
RVIEF A~ D&
BEETLZ L,

R FRARAEIR - HEfE 51k B - fabRIA 1
CYP3ARHLEA A OMPREN L | Z 0 b O IFKA SR

CYP3A O R HHE M &
[T 2720, AFID
IR R S
ARENEN D D,

FRUNCYP3AFS A
Txz= 2 IR
S A= B N
v VT e TF
T /) N)VEH—)L
A3 A RXY Y
TR

2RI 0 i H R BE 3 A
T L. REIOFZHED
BT sEZENNH
5D T, CYPIAFEEE
70T 55
B~ R % EES

5T &,

D DA E N
CYP3A D R #HE 1 %
BHET D, AFND
i E MK R 5
AREMEDS B B,

CYP3ADKE L 705
e
SESTA, T H

=)V

CYP3AIC L Y R &
NHEALHHT D
BAE, 2h b 03EH|
O I A AT

AF| D CYP3AE % 1
FIZED, 2nb o3
Al ORBMNAE S
5,

DHRENED B D,

4. Bl4ERA
HR BitEA>> HER2 [2ETH Y . dEITILIE T L TR
JEE D 72 W FITASBE XL P B T R A it & LT [ R
LR U FHRBRICEB N T, KRR EE I 444 #] (HARAN
32 BilEETe) o428 45 (96.4%) ICRIERMNRD bz, Fie
BIWERIL, AFHEkIAE 348 f51] (78.4%) . FIMERIBAME 171 4
(38.5%) . WLEJSE 140 Bl (31.5%) . J%57 134 5] (30.2%) ., HWN
2103 1] (23.2%) . H» 96 ] (21.6%) . B 87 B (19.6%)
21 85 1] (19.1%) | JEEHUSIE 85 151 (19.1%) AETY 79 51 (17.8%) .
T 66 B (14.9%) . I/IRIERAME 65 B (14.6%) . MEJIE 55
Bl (12.4%) . F&95 48 B (10.8%) % Th o7z, KBHFE TO
D)

HR BtEA>> HER2 [2ETH VD . NWFRIEIZHPUEO TR
RESUS R ILE A 2515 & Lz EBILRES I AR IR W
T, RAIDEG N7z 345 6 (BARAN 27 BlzETe) 325 4

(94.2%) \ZRWER RS Siviz, ERFRWEMIX. FrhEkiEd
JiE 285 5l (82.6%) . HIMERISAE 198 B (57.4%) . 57 114 4

(33.0%) . &1f. 96 5] (27.8%) . HE.L> 87 Bl (25.2%) . i/ MK
/DE 80 151 (23.2%) | 1 PNZE 70 1511 (20.3%) | L BE 57 41 (16.5%) |
JEYLIE 50 4] (14.5%) . T 145 41 (13.0%) IFT Y 4541 (13.0%) .
%695 40 B (11.6%) HTho7-, (kM E TOEE)

(1) EXGREIFR
!
LF BRI (80.2%) . FIIMERIAD (46.8%) . H 1L (22.9%)
/s (18.4%) . FERMELFHERIAE (1.5%) F23H
LD ENHLOT, BEOREL HITBIEL, 2
AR DI A IR, RSO L& 21T
Z &, [THERARWER) OS]

2 ZOtoBR
LUF D &9 RAERD S b DN IB BT, BEIZIS Tl
O iE 24T 5 T &,

20%LLE 20%K 5 10%3K 55
10% L4 £
KIS Jii B SE 5 g g
iR VRGN,
F, IREL
o
K RRRIBHE
R LR L
IR 3% i
JHIESR O, O | T AL
K
Lol T JRYE REE | ME, %
B, BRGE | B
EYe, OfgE~ | AST(GOT)
VAW | BN,
K% ALT (GPT)
M
FEBURE L, 2 SO EREIERF IAHRBRICHE S <,
5. WRE~DRE

— I E I AEBRRENME T LTV D 2 ERZVO T, ER
LTRET DL,

6. 1EMR, EN. RIAVBE~OEBE

(1) & TR LT D AaTREME D & 5 I PEIC i35 L 2
L, FE 7o, HRFREAR MR OV — b — MRS 5 AT HE
PED & 2 BIEBE T L ClE, AFIO 85 HR e OVE#E
MTHho —EHMITEY) BT 21T L2855 L,
(B ESR (V59X ICRBWTIRATEME (E15) %1380
LNTWD, £z, BWFER (7 v PEKOA X) 2B T
FEH RN, BRI W TG ER R IRENRD
RT3, [ TZ0oMoEs] OEBR]

(2) THLFoEMEICE, BLEPIEEESZ L, [ PRI~
OBATIIAHTH D, ]

7. INREADEE
IRHARENR, Frak, LR, SO NRICkHT 2 24t
NEL TR (i FRRER 2 720,

8. AALDERK

RAIEAIBE: PTP @O KL PTP > — A BIRY L CIRAT
HrofETAZ L, [PTP ¥ — FOBEKIZ LY, WA ERN
BRI L, TR EZ L CHtRRA S0 EERE
BHEZ RS2 2 ERHESh TV 5, ]

9 TOMDEE

(1) 7v PROS Xz AWz KEEGBRERRIC VT, BT
B BRI B A MRS T AR A S X S MRS R A SR o N
TRk O R Ia okl b L < ixkv b U fiiao
2N 2 E T, FEHIE LR OEENRBO SN, Ty
F RO XIZBT D 26 OEABITRIRIZ L0 5B a9icE
L7,

(2) BEEERBREE O, AFNITEREMFERIEAPZD NS
LoD, BREME I REEREFABRIEIIRS o Tz,

(€ £0) 1))
1. mARes
() HEEES (AARAT—%) ™
fREEERE A 14 FICAF] 75, 100, 125 KX 150 mg ™ 2 &%
GCEFiE&Ef L7z & % N &‘5‘?& 6 H?J_‘F'Eﬁ'(:‘ Cinax Q:‘i L/T:o 2‘:%”
DO IAHNIH 23 BT T Y | Cmax J2 OV AUCine 12 LS

el L CEEhn Lz,
HEH S RORMBIR T A —F
b N Crnax AUCin¢ Tinax tin
(mg) (ng/mL) (ng*h/mL) (h) (h)
75 1L | 373420) | 107124 6.00 234




(6.008.02) | (16.1)
100 no| sieas | usen |, 060'?;)_ ) (ﬁ:g)
25 | 1| esieey | 202100 | o 0 (ﬁ‘;)
150 | se6426) | 20702 | (o 0%?]52_ 0 (ﬁ:‘z‘)

N4 AR S TEREET L7, Cop : S@ MUIETFHRE, AUC, : 0 IFf 2>
5 MEBROCHRF[H] & C 0 M 4% v S — RF TR T IRIRA, Tonae o i L 2 B 52
TREFT Ly, o TH SN

T [EFRAE GR/IMIE, T RAE) \ ZAVISMI AT N (AT ZE IR % %)

B 1 HESRSROMRPRERED (FHEHRERD

120 4

mEEh/ LIRSS 1) TiRE (ng/mL)

0 12 24 35 48 60 72 84 9% 108 120
BE5®ERE (h)

2 EEES (AAAT—2)
HEATHLI B 6 IR 125 mg 2 BAICKERE LIz L &
DFA 71515 A GERIRER) OEMIFE T A —X
ZLUFIOR,

RERLSROEYBER T A—F
5 | N Cnax AUC4p Tinax Crrough
(mg) (ng/mL) (ng+h/mL) (h) (ng/mL)
4.90
125 | 6| 124706 | 197906 | 007550 | 97568)

N B ot S MUEPREE . AUCoy, @ 0 M1 5 24 ] & T oo b it
— IR TR, Ty : Scd MAE B EERGEREI, Cuougn : b 7 7 MIEHHLE

Cuaxs Curougn X OV AUC, [ TEATEIME (ZEEIRILY) | T 1P U G/

I KA

K2 REHEROMFFRERED (FHEHRERZ)

200 -
180 4
160 4
140 4
120 4
100 4
80
60 ¢

40 A

Mg/ LRSS 1) TRE (ng/mL)

20 A

0

o] 2 4 6 8 10 12 14 18 18 20 22 24
BE®EM (h)

HEAT B BB 6 BT ASAI 125 mg % ZEIERE R IEH G- LT &
ZORBFREIL 19 THY , BAID D TRISNDIE L
—H L7,

B) " MAFT_AFEVTF 4 GEAT—%) ™
AR A 14 B AH] 125 mg % 22 JERFHEIRR 0% 5 & O
#1 50 mg % BRI ERARNEE S LT- & & D HIS A 4T A
FZEVT 41T 46%TH -7,

@) BEOEE GHEAT—%)
ARFH 2 R AR AN ZE NG G- U736, 59 13%D M EEm R
FHORBENE LK T Lz, BBESICEVELIED

R B R TR RO TR E OGO B ALz 03,

L OHERFE TIEXEFIRBICER O & 2 8IMTR O bivie s o
7o
TEHERR A 28 FIICAH] 125 mg & BN &1 (2 AR O &5
L/f: & % ) AUCinf&U Cimax lj:\ %HEH#& ttﬁ L/,C\ %ﬂ%
U 21%M OY 38%E8 N L 7=,

2. Bt GFEATFT—%)

TEEERR A 14 FIZAH] 50 mg ™ % 22 g R B[] R PN 45 57
Lol &, MAMOIFLEE (EERED 13 1008 L (29%)
Th o7, FERFITAHA 125 mg % 2R A # S LT-
L X OTEFIREREO AT OB (B8R 132583
L (26%) TH-oiz,

invitro RER XV | AAFIO B SR RS RITH 85% TH
V. EEAMAEIT 500~5000 ng/mL DT TIXIEMI LT
T LIpinotz,

KRt GVEAT—#) ™

in vitro KON in vivo BER L VD . AAFITE MIBWTEITH
WA ZT . AFIAEIZ CYP3A KON SULT2AL 12 & v S
NDZEDRENTZ, invivoiRBRE D, B MZBIT DL ER
RBREBEIIBIE L OFBAEA TH Y, ~A F—7afkik e L
TT IR O V7 a U ERE R B,

F 72 R 6 Bl C CHEER L 72 A 125 mg % ZEfE R
HEREA#RSG Lz &, b MR CIIRICRE RS L
TIFE L (IIEPRREENEED 23.3%) . FE A REMIT I
7 ua CEERAEER (IEFRBEEED 14.8%) ThoTo,
HetE GHEAT—F) D

fREERR A 6112 CTRERR L 7= AF125 mgZ 22 i HEElRE N
b Lz & & #E5%15H £ TICREBETRED91.6% 73 1IN
SH, BHHBRREOTA1%BHEAFIT, 17.5%03 R FI PR X
Nice REMEDOIEF KR OPRHF~O Pk R T 58D Z
TN23%KU6.9%THh Y . AFNIEIHY & LTt x
ni,

EWHEER

1) A brTaFY— GMEAT—X) =

fEEERE A 12 BICAHA] 125 mg 2 BEBICA FT a5V —L
(200 mg 1 H 1 BIKERS) EOFRAEE Lz & &, Bl
HHE L A AREIO AUC B Co 1ZENEH 87% KT
34%IE L=,
@ V7Zrreyy GEATF—%) ™
fERERR A 15 BICAR] 125 mg #ZEfERRCY) 77 'y >
(600 mg 1 H 1 BIKERS) EOFRAEE Lz & &, Bl
gL A ABID AUCint 2 O Cax (ZZNET 85% 2 Y
70%I Lz,
B EXT74=1 GEAT—F)
TEFERA 14 B AT 125 mg & BZICEH 7 1 =/ (400 mg
KERE) LOFHEE L- s &, HMEEREL I AHA
®D AUCint B 8 Conax [ FZFH 32% KON 11%30800 LT,
4 HIEER GFEAT—%) ™
@ EERA 26 BITAHA] 125 mg & 2R T T T
—/V (40 mg KM G) OB Lic & &, B
B L AKFND AUCine B O Coax 1R FILER 56%
KON T5% Uiz,
©@  fEEERA 14 FUIAR] 125 mg 2 BBICTRT T —
v (40 mg [KIE#G) EOFRERG Lo & ks
B L S A AUCint B O Conax [ZFNZE 13% K
T 41%1 LTz,
5) IFVTH GMEAT—H) ™
FERERR N 26 B2 2 ¥ T b 2 mg & ZEfERFICASK] (125 mg
KERE) OG- &, HMEEREL R, 34
T 20D AUCint 2 Y Coan 1 EEIVEFL 61% M N 37%HE N L 7=,
6 ZEXVTxzr GEANF—Z) ™
fAERE AR 25 IS AH 125 mg 2 ZEHERFIC # T 7 = (20
mgl B 1ERERESE) EOFAEREG Lz &, Bl hREE
e ARAID AUCint 22 O Copan 1T ILEAU 13% K2 TF 20%HE 0
L7,
(7)  Invitro iR
AFNZL in vitro FERIZF T, THILE D P-gp X OV BCRP, iIf2
N OCT1 iZxf LEEEA 2R LT,

RERIREIC 1) B KB R

(1) IFRRER S 249 2 9ERHE 2B 2 e GMEAT

—4)
TR RS RE O PRI ONCHRE | W% B K OVER JE O iFH e
A2 AT L 28 BillC, AKI 75 mg P ZHEHES L
7= & E OARANOIEFERTIRE N SR DO T- AUC X, IEHFAT
BERE DS & e LT, R O PR RERE 2 T D 1Bk
# (Child-Pugh 2738 A) TIZ 17%84> L, 45 (Child-Pugh
55¥E B) K OVEEE (Child-Pugh 438 C) DOATHEREREE 2 47
TAHWERE TIEZN LN 34% M N TT%EIM L=, £72, K
FNDOFFEATIIREE D SR DT= Crax 1T EEFNTHERE D WEERE



LI LT, B, PR OB ORTRERE A AT
WERE T, TN 7%, 38%K% TN 2% L 7=,

2) 'EHkEe
~&)
B B HRE O USRS W QN HREE . A5 ) OVEL JE O R B
?%%ﬁ#éﬁﬁﬁﬁlﬁL\Kﬁlﬁmg%ﬂl%%bt
L X DOARK|D AUC 1%, EFEHIE (VL7 F=22707
7 v A>90 mL/min) OFLERFE & Ll LT, BE (60 mL/min
< V7 F =2 VT T A<90mL/min) . H %
(B0 mL/min<Z L7 F =227 U T F > A<60 mL/min) K
HE (VLT F=22 VT T A<30 mL/min) OFEHERERE
EEHTHWRE TENLT. 39%., 42%K TN 31%HE0 L
Too RIED Coe 1T, IEF B HEBEDOBERE & LUl LT, B,
TEHEELRVCEEOEHERELG T IHERE CTLEN
17%., 12%J Y 15%M LT, 72258, MBS 272
FaRGRE LR BRIIEEE S Tunen,

EE A AT LB ST 2 TEE GMNE AT

) AR OAKGEHE- BT B 1R 125 mg 2 RZEICR OGS 5, (TH
% ) OEBH)

[ESER AL 4K]

1. HR BEd> HER2 B#ETH Y, EITHMISH L THIW
WEBRORVENFEUIERARSIEREEIRL L
7= EBRIEFLE I AR

HR B2 HER2 F&PETH Y | HEFTILRE ISR L TN IERIERE

D72 WTAITARE UL PARAZ T B F 666 151 (HAA 46 %

are) AXRIT, A+ L hrY —ABARELE ST ER+ L R

oy — PG ORI ERET 222N E Lz, BIES

b, ZEER. WATHM., [EEEILEZE O AR E EhE L7z, A

Flix, BIAAHE L LTI125 mg4 1 B 1[0 3 #8RMERRR 054

LHEMAREL, by —id25mg % 1 B 1 [BhEG#SE L,

FHFHHTE H Cb 2 A O h i, A%+ hey

— BT 248 # A, IR+ L Y —LEET 145 3 HThH

D, ~P— K 0.576 (95%(EFEXM : 0.463, 0.718 ; FlfEH] =

75 7 BUE p<0.000001) TAFI+ L b 1 — LB THEFHEIIC

B MR A (R O IE K S ER D BT,

H: EBRREENUWECESS ENEAENRO
Kaplan-Meier BigR (SARHTXS4H)

———r AR YT+ L brY =N (N=444)
R 248 5 B

- - - 73EF+LirY—A (N=222)

kM 1455 8

207 mmig— H 0576 Sl
10 95% MMM (0.463, 0.718)
o p<0.000001 (§4d)

I T T S
0 3 6 9 12 15 18 21 24 27 30 33
VZIBER wm (»A)

PAL+LET 444 395 360 328 295 263 235 154 69 29 10 2
PCB+LET 222 171 148 131 116 98 12 4 2

LET: LhRY—p, PAL: Amt(xyyf PCB: 7T R

2. HR BfE2»> HER2 BiETH Y, NSWRECERIEDOF
WABNIIFRIBEE R L LeEBRERE 11 HR
B’
HR B5M7>> HER2 [2PETH VD . N IFRIEICIETIED TR EE
XSRS PARRREZ D) 521 i (HARAN 35 i
%ﬁ&)%ﬁ%m\$ﬁ+7WAXF7/bﬁm&5&7§tﬁ
+ IR NT v MEHAEGOREEERF T2 EME
Uiz, WfEA{b, ZHEEKR, WATHRM, EESIEHES M R %
FhE L7, AFNX, BHAAHEE LCI125 mg % 1 A 18] 3 #HH
ﬁﬁu&%%lﬁﬁ%ﬁb;nw&xb?ybﬁwm@&mn\
2%, 4%, FO% 4\ LG L, BRAT - BRE
HERE I LY 2R E LT,
PRI S (2014 4E 12 H 5 B » b A7) ISRV C RN
HH TH 2 M AT OB RERENRD v, FaNCHLE
L7z ik FEHE A7 Ly $ﬁ%iﬁ@¢m&ﬁotoﬂ%ﬁéf
%%@#ﬂﬁi $ﬁ+7w«x MET92 5 H, 77
R+7 LR | ﬁfGSﬁHT%D,Aﬁwbmouﬂ%%

fEHEIX £ 0.318, 0.560 ; A{AIERI= 7' Z > 7 BE p<0.000001)
TAFHI+ 7NN b T 2 METHEEAC AT S 7 0 A 17 1
HOIERRRD bz,

M3 tRECEMHAECES<ENBELEENRO
Kaplan-Meier Bi#f (£ARHTHSEH)

——— AR P Y S+TARR I b (N=347)
Rl 925 A

90- A - - - 7FERLTARRRFI Vb (N=174)
80 R PRM 385 A
)
70 \
ooy
60 \
50
40
30 Y e e e e e e ot

207 o p 0422
10 95%MMIEM (0.318, 0.560)
p<0.000001 (-4d)
0 T T T T T T
0 2 4 6 8 10 12
PRI BAK ¥im (»A)

PAL+FUL 347 279
PCB+FUL 174 109 42 16 6 1

FUL: ZANZR b ¥ B, PAL: ARy 7 V7, PCB: 7TER

€ S F $::))

1. MESEHNRE

NIRRT 7 Y TN, b b L SRT47D & O'MCF TR O HE5H %
Wl L7z, £, b bR SRZR-75- 1AMk 2 2 TRAE L 7= &
JEB ARG R~ 7 AR T, B O RS 2 3 L 7=,

2. ER¥F

PSNVRT T )TV A 7Y AR FEEX T —E (CDK) 4 K T% |
% UCHEFEEE2 G280 e Th D, A»T/7J7
CDK4/6 &4 7 U U DOEEROIEMEZ S L, e
(Rb) # 2 X7 DY VELEILET 2 Z &Ik 0, MiaE ok
T2 L, RO EZMEIT2 LB 5N TNWD,

(AR5 BT SEIEFHIME]
—f4 . 2SLiRT 7 U7 (Palbociclib)

k%4 . 6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-ylJamino}pyrido[2,3-d]pyrimidin-7(8 H)-one

1R CuHyN;0,

Syl 44753

Hi W
ope
hN = N __~
HNJ N |
O/ ] (0]

MEIR FOLRY 7 Y T EEA~BEOORRTH D, NN—V A F
AT M7 I RICEFIZSLK, =2 7 —L (99.5) KOMA
Z )= ARRD TEIFIZS < KITIZE A EE TR0,
EAREL (logD) : 0.99 (pH7.4, 1—F 27 % ) —)L/K)

CH,

(a ]

A 7T A TN 25mg 50 S (10 B 7 &L X5 PTP)
AT T A TN 125mg 121 B TR (T 77 &)LX3 PTP)

[EZ#)
DB
) AR
3 AR

4 HNEE
5)  HENEE
6)  HENEE:
7 HENEE
8) &R
9) &R
10)  A:NEE

[>cHREEsR 5]
TEFSCHR ) IR OMENERHZ & £ LTH FRil
77 A PRt AR 2 —
T151-8589  HURHBEAR XM 4 A 3-22-7
PRGBS A YL 0120-664-467
FAX 03-3379-3053

THR A,



[&LEHRSE (FIA)]
774 kA s
HREEARK 2K 3-22-7



IIVRY 7 )T
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1.82 #haE - R () , Ak HE (8 BIOZEORTERN
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

1. 288 - R (R) OBRERHAL

ER [t HER2 FatE 0 PARRZEI TR EE (FIRINSWRIE) ICk3 2L R 7 )7 &L b
V= O 5E LOBEIRH O HR B HER2 [EMEO PR AT F 721X PAR B EI T B 12395
PNVRY T YT ETNRA LT v MEFRES ORBERA M, 2 SOEBEILFS 3 fHabR
(A5481008 7B IS OV A5481023 iER) TRz, ZNHORBRB IO E TIZEM L-E
WA DERIRBROFERIZE S E, IRMISGE () © WHE - 2 2RO X H ITRE LT,

%hee - R (R)

FIRRRESUT AR T

1.1. ETHERE OMEIRDWEREICBIT 57 VARV 2 U T L e Y —LVvostR#RE

[EIRS RS 3 FHARER  (AS481008 #kBR) DOFEHR A FICHR L, FIRINDWFRIEIZBIT 530Ky
77V ha Yy — AR L2 ENG 12 F8RER (A5481010 #ER) B L UOWMES 12 F8&
B (A5481003 5ER) 2o\ T, N2 NAE % FEFHE & L7258 2 FHER I DWW TR
éo

111 EE0RER

ER Bt HER2 [t o PARRL AT L3 B (kT 2 MmN RE S LTV Ry 2 U 7 8 L b
7 — VOB 5 R U 72 [EBES SR ZE 3 FHEER (AS5481008 5lBR) , EINEE 1/2 FH7ER (A5481010
SRER 2 HH) B L OYWNES 172 #H3BR (A5481003 3Bk : &5 2 FH) DOFEH-%A Table 1 I2EHT 5,
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INIVIRY 7 U T

1.8 WI3CE (R) OBRERRL

1.8.2 ZhAE -

MR (R, AL - HE (B BLOZO

=L

axX &

R

Tablel. ERELEMUEICESSADMERERDOE LD [A5481008 3RBR, A5481010 B (55 24H) , A5481003 RBx (B 2#) ]
A5481008 A5481010 A5481003
24K HA AN BARAN AEA
PXVRY 20T TR PNARY YT 7R VRV IZYT | VRV 2 YT LET
+LET +LET +LET +LET +LET +LET B
N=444 N=222 N=32 N=14 N=42 N=84 N=81

PFS (BRFCERHIE)

A X M FEBUIE(%) 194 (43.7) 137 (61.7) 14 (43.8) 10 (71.4) 12 (28.6) 41 (48.8) 59 (72.8)

HFOE (w A) ® 24.8 14.5 222 13.8 NR 20.2 10.2
95% CI [22.1, NE] [12.9,17.1] [13.6, NE] [5.6,22.2] [16.7, NE] [13.8,27.5] [5.7, 12.6]
AP — R 0.576 0.594 NA 0.488
95% CI [0.463,0.718] [0.263, 1.342] [0.319, 0.748]

p fiEi ¢ <0.000001 0.102706 0.000411

| A e pE HE A A7 R d 72.6 57.9 73.4 64.3 75.0 71.8 41.7
95% CI ¢ [68.0, 76.6] [50.9, 64.4] [53.7, 85.7] [34.3, 83.3] [61.3, 84.4] [59.7, 80.9] [30.2, 52.9]

OR (R&EE) ITT/FAS £H

OR (ORR) 187 (42.1) 77 (34.7) 13 (40.6) 5(35.7) 17 (40.5) 36 (42.9) 27 (33.3)
ORR ® 95% CI* [37.5, 46.9] [28.4, 41.3] [23.7,59.4] [12.8, 64.9] [25.6, 56.7] [32.1, 54.1] [23.2, 44.7]
T X 8 1.400 1.232 NA 1.502
95% CI [0.984, 2.008] [0.285, 5.791] [0.762, 2.971]

p i " 0.0310 0.5095 0.1347

OR (HEE) RE£H N=338 N=171 N=28 N=13 N=36 N=65 N=66

OR (ORR) 187 (55.3) 76 (44.4) 13 (46.4) 5 (38.5) 17 (47.2) 36 (55.4) 26 (39.4)
ORR ® 95% CI* [49.9, 60.7] [36.9, 52.2] [27.5, 66.1] [13.9, 68.4] [30.4, 64.5] [42.5, 67.7] [27.6,52.2]
I X8 1.546 1.387 NA 1.927
95% CI [1.050, 2.276] [0.303, 6.789] [0.906, 4.079]
pfiE" 0.0132 0.4465 0.0471

CBR (ReFE)

CBR = 377 (84.9) 156 (70.3) 25 (78.1) 12 (85.7) 36 (85.7) 68 (81.0) 47 (58.0)
CBR D 95% CI' [81.2, 88.1] [63.8, 76.2] [60.0, 90.7] [57.2,98.2] [71.5,94.6] [70.9, 88.7] [46.5, 68.9]
o Xk g 2.385 0.595 NA 3.181
95% CI [1.584, 3.589] [0.053, 3.858] [1.483, 6.978]
pfiE® <0.0001 0.8409 0.0009

S : A5481008 JGERFAE IS # (5.3.5.1.2) Table 14.2.1.1.1, Table 14.2.3.1.1, Table 14.2.3.2.1, Table 14.2.5.1.1, A5481008 FaFEHIHLIIEMANT (5.3.5.3.1)
Table 14.2.1.1.1.j, Table 14.2.3.1.1,j, Table 14.2.3.2.1.,j, Table 14.2.5.1.1.j, A5481010 %f 2 FHIRSRFAFEH 5 (5.3.5.2.1) Table 14.2.1.1.1.b, Table 14.2.1.1.2.b, Table
1422.1b, Table 14.2.3.1.b, A5481003 JRBRFAFE A (53.5.1.1) Table 14.2.1.1.b, Table 14.2.3.1.b, Table 14.2.3.2.b, Table 14.2.5.1.b.

CBR : FEPRB9A HIME, CI: {28 X[, ITT : intent-to-treat, LET : L b Y —/L, NA : #4472 L, NE: #ERHE, NR: K%, OR: ZE%), ORR : ZE&)%, PFS:
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INIVIRY 7 U T
1.8 IfACE () ORERM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

Tablel. BBRELCEMEBIZESSADMERDOE L ® [A5481008 3B, AS5481010 2RBx (BB 24H) , AS481003 B (B2#) ]

TEHEVEAAIE, RE @ PUBBARGHMG SR (N—R T A URHCHIE TR A 2 A1 5 8 H)

a.

b.

® o Ao

Brookmeyer-Crowley {12353 <,

(A5481010 fkBR & bR <) I — FEZKEL, ~YP— Kb <1 THUIZ VRS 7 )7+ ha Yy — GO — ROFMMENZ & 2RT,
A5481008 FER O RE TITIEIELE 0 (T RO NIBER O A 2 JERIK 7 & L7z, A5481003 3RER TITIEAEAE D (TR0 AR 736 L OMEA AL B
Nizark— h TRl L7,
a7y IRED p i ()
Kaplan-Meier {512 X 0 H#E5E L7z,
A5481010 FABR Tl 90%CI Z#Er L7=,
EfedEEHWTEN LT,

(A5481010 B Z IR ) A v Xt >1 ThiuE, AR 7 VT + L ha Y — VB EHOFED TN E W & 277, A5481008 AR DAL TlE
AR E Y (T REONIRIEE O A L BHIKF & L1z, A5481003 3Bk CIXE/ELE Y (I OBHIKFB L OHMAAN SN ak— FTEHI L,
ERERED p E ()
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

A5481008 FERIZIUNT, ER BGtE HER2 210 PHRRA A TFLE B O PRI 70 gk & LT
SIVKRY T VTRV ha Yy — WP LzfER, 7 7'R L L ha Yy — L offf & ik L TRk
EALEMHEEIZEE-S < PFS OF ALK 10 » AIER L7z [PFS FHAH : 24.8 % A vs 14.5 » H,
JERI N — R 1 0.576, 95%(5#EIX ] : 0.463~0.718, p<0.000001 (HFHl) 1 ., Z @ PFS DIEE
1L 2%D U AV IR TA2EKRL, MBI OBIRICEROH LR TH 7=, PFS 2T
5 S fRNT X PFS O FEERITHESR & — & L, & 512 PFS fi#AT OB TR AT L 0 3k
SNTe, SRV 7V TEV R Y —AfFHICE AR T ¢ v MY, BIREEHEIEE TH 5 OR,
CBR 3 L U'DOR OFERN D & FFs T,

A5481010 #RBR (55 2 fRERSY) (28T, BHARAD ER B HER2 Fah: o BARR S A T LA Ao ME RS
OHEINZWRIEE LTCOVR Y 7 ) T L b Y — VISP LTS R, | AR A fE R T

75.0% [90%(EHEIXE : 61.3%~84.4%] TH Y, 90%{5HE XM D T BRANEBIHEER T 7= B
ThH 5 40%% LRl 7,

A5481003 3Bk (565 2 MHERYy) 123U T, ER [ HER2 Fai o PR L ES T MR O FIRIN
TUWEEE LTV RY 7 U 7% L ey — VI LERER, v ke Yy — LB & i L
THEHINCHEDLDEIRIIZEFR O H 5 PFS OIEE GO biv7e [PFS HRfE : 202 » A vs

102 » H, ~¥P— R 0488, 95%EHEIXM : 0.319~0.748, p=0.000411 (K1) 1 , »LRT
U7+ ke — W EERETH LI PFS OIERIX, BE ST LT X COH LT ¢—
BLTRODLN, L haAXTT ¢ 725 S iz BICR HIEDRERNO b X &=, £7-,
HEMEDORIREAMIE H (ORR, CBR, OS%) 1B W TH/LARI 7 U7+ ho Yy — LR
TREREENSE LN, 72, LI — L2V RY 7 V7 2EALTH, BROEIEER
FOERIC L 2 RFEAEFRIEDOEFICEBWTHDEEZ KITT Z L2, BRI 7 v M
RLUT,

VIR 7 U 71 CDK4A/6 BEEH 28 3 2B 283 ch v, L hay — Lt offHE 5
X U, ER 51t HER2 fath: o PARSL AT 3L oM RS ORI BT D7 721G RN & 72 0 9
DT EDPITRENT,

1.2. BEIEROEITILBAEF BT 57 VRY 2 Y T L IARR NSV FOGiARE

N4 IR % 52 | 98 FBEEST 2 3RD 7= HR BME HER2 &0 BEFRAT « BRSSO & 72 1 AR A HEL T
A E 2 x5 & Uz ERER LR S 3 AHRER (AS481023 3ABR) (2 OV TIRT,

1.2.1. BEMEDRER

T—H Ty bAT7 (2014 12 H 5 H) BEOT—% % HWC, FHRHZFHE L T 7= H T %2
F2ht U 7=, AR OfE R, 165 EAEERRHEIC RS < PES ICHEHFIICE BRIEE SR b,
PNNVRT T VT ETNANRA T hOPFHESDEERIICEIRO S DIGRNRZ "7 2 L 3
bnklpotz, 2O, E-DMC L7 7 A ' —4hic A5481023 iz b+ 2 L o®EL, 77
AP —tEb TN EZIF AN, PRIERIC I 0 AR o728,  THRRMT) X Tk
FEAEAT ) DOALEHT &7 o7z, LIRS, Rofefifht & £t d 5,
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

%@%;EU@memm@%%’iD IR T U T ORI E MR T D78, PFS A X2
N 23 259 BZE L7 % W SBIENT (7 — % 1y b4 7 2201543 H 16 B, BN 1) % FhE
L7, &5IZ, PFS A X2 M3 333 fllZiE L7212 2 [l H O BIfENT (57— 1 847 12015
10 A 23 B, BIfENT 2) &9 L7-,

SARERICB T 2B O P IAEE, BT ClXm 58 5.6 » A, BINET 1 Tldm 5
BESO » H, iBIEMN 2 TIINSAARL T YT+ TNARANT L MNEERETI15.8 » ABL O I+
RETNRARNT L MEERETIS3 3 AThHo7,

BAEIRAT R X ONBINAENT GEINAEAT 1 35 L OV 2) TH G472 PFS, ORR 3 KO CBR (2O T,
HARNDRER 2 2 IREM OFER & 4T Table 2 |277,
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INIVIRY 7 U T
WASCE () ORERIL
PR (R, Bk 1R (B) BLOZED

1.8
1.8.2 ZhAE -

=L

axX &

R

Table2. BRBFAEMYEICE S AYMEERDOE L O [BKMRITE L OBMAENT]  ITTEE (A5481023 RER)
B AT EANEEAT 1 TEINARAT 2
2tk HAA e BAAN 2tk HAA
IRy TR SURY IR | SRY FFTER SVRY FFTER | Ry FFER URY IF5ER
VA VA 797 VaVA 797 797 797
+FUL +FUL +FUL +FUL +FUL +FUL +FUL +FUL +FUL +FUL +FUL +FUL
N=347 N=174 N=27 N=8 N=347 N=174 N=27 N=8 N=347 N=174 N=27 N=8
PFS (% H)
FEAVAN 102 93 6 0 145 114 9 2 200 133 15 6
FBUFIEL (%) (29.4) (53.4) (22.2) (41.8) (65.5) (33.3) (25.0) (57.6) (76.4) (55.6) (75.0)
Fh L ff 9.2 3.8 NR NR 9.5 4.6 NR NR 11.2 4.6 13.6 11.2
[95% CI] [7.5, NE] [3.5,5.5] [7.5,NE] [NE,NE] | [9.2,11.0] [3.5,5.6] [7.5,NE] [5.6,NE] | [9.5,12.9] [3.5,5.6] [7.5,NE] [5.6, NE]
ANP— R 0.422 1.43 x 107 0.461 1.667 0.497 0.815
[95% CI] [0.318, 0.560] [0.000, NE] [0.360, 0.591] [0.359, 7.738] [0.398, 0.620] [0.315,2.107]
p i <0.000001 0.920279 <0.000001 0.746844 <0.000001 0.339391
ORR (%) 10.4 6.3 14.8 125 19.0 8.6 185 25.0 21.0 8.6 185 25.0
[95% CIJ* [74,14.11 [32,11.0] [42,33.7] [0.3,52.7] | [15.0,23.6] [49,13.8] [6.3,38.1] [3.2,65.1] [[169,25.7] [4.9,138] [63,38.1] [3.2,65.1]
7 Xt 1.725 1.217 2.474 0.682 2.783 0.682
[95% CI] [0.835, 3.896] [0.096, 68.407] [1.362,4.911] [0.082, 8.961] [1.563, 5.603] [0.082, 8.961]
p filf 0.0791 0.6812 0.0010 0.8204 0.0001 0.8204
CBR % (%) 34.0 19.0 44.4 75.0 66.6 39.7 74.1 87.5 66.3 39.7 74.1 87.5
[95% CI]*  [29.0,39.3] [13.4,25.6] [25.5,64.7] [34.9,96.8] |[61.3,71.5] [32.3,47.3] [53.7,88.9] [47.3,99.7] |[61.0,71.2] [32.3,47.3] [53.7,88.9] [47.3,99.7]
7 Xt 2.189 0.267 3.047 0.408 3.016 0.408
[95% CI] [1.391, 3.523] [0.023, 1.920] [2.067, 4.605] [0.008, 4.344] [2.046, 4.565] [0.008, 4.344]
p i 0.0002 0.9752 <0.0001 0.9057 <0.0001 0.9057

5IH : A5481023 JEBRKEFEH 52 (5.3.5.1.3) Table 14.2.1.1.1, Table 14.2.3.1, Table 14.2.5.1, A5481023 Progression Free Survival Update report (5.3.5.1.3) Table 1023.407.9,
Table 1023.407.12, Table 1023.407.15, Table 1023.560.1, Table 1023.560.4, Table 1023.560.7, A5481023 [ K HIA hEf#HT (5.3.5.3.1) Table 14.2.1.1.1,j, Table 14.2.3.1j,
Table 14.2.5.1,j, Table 1023.407.9.,j, Table 1023.407.12,j, Table 1023.407.15.j, Table 1023.560.2, Table 1023.560.6, Table 1023.560.7.j

CI: XS, CBR : FaEAgA MM, FUL : 7/L_X k> b, ITT : intent-to-treat, NE : HEXENEE, NR :

AY— R L O v ROV TIE, SRR T8 BIRT,
a. 1EffEYE (Clopper-Pearson %) % W THIH L7z,
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

AS5481023 ABRIZEBUWT, WNOWIERIEE T, EAMEIT L7= HR 51 HER2 [ Phdef T3Lm g,
POVRY 7 ) T hH TR TR %%Ltﬁ%,fﬁtﬁ&7w&xbﬁykwﬁ%&%@
L CHREMICH B DRI EFZD B 5 PFS DIEE DB T,

SOESRNT - TRBEAT R EIZEE-5 < PFS HOREIE, SART 7 U T+ 7 A_A N7 v MG
TIX 9.2 # A (95%EHHIXME 7.5 » A~HEEAREE), 77 BR+TNA_A N7 MEHRETIT38 #
A (95%(5#IX[H:3.5~5.5 % A) ThH-o 7= EHINY— Rk =0.422, 95% 5 FEX [l : 0.318~0.560,
p <0.000001 (K1) 1 . ZHIETZARANT o MISVRYZ ) 720EHT 5 &, EEEITER
IFFECDY X7 3 58%IR T+ 52 &ZamL, U bEtE LTz RfEfET & L C3EM L 72 AfiE
HrCARRBRITA R IE & 72 o7z,

PES A X2 FDHY 27 DIETIL, »SIVRS 7V T+ TNRA KT v NEEBEOTXTOESY
HEHT—H L TRD B, PES k?émx74/k®ﬁ@ﬁ%i0ﬁ%ﬁf®*ﬁ%%iﬁ?
ZD %)ODVC%O?LO

BIVREHHIE H TdH 5 OR, CBR BLU'DOR OFEERENL B2V R 7 ) 7T L TR A T v MMF
A E-OERHIN R T 4 RBREINT-, OS OEAEMTITHT 198 B DIETE AR S - g AT
Efid 5 FETH D,

BT < SENNEAT IIRER LA & FIERICIRBRIKIES IS B W CH B N CE S vz, B
Br 1 OIRBRBEATLEAHEIC IS < PFS OHFIEIX, SRS 7 U T+ T70_RANT > MEGEET
X955 H, TR+ TNARX T MEERETIZ4.6 » ATHY, JERINY— REIX 0.461,
95%EHEIXH : 0.360~0.591, p<0.000001 (F{l) & FFEHTRER E —B LRI GO0, EIT
HIFIZBWTASVAR T Z YT ETARRNT v MDA ERZ ZXFFT5b0Tho7z, B
DNFENT 2 OTEBRBATERHEIC IS < PFS OHRAEIL, 7V ART 7 U T+ T N_A KT v MR
ﬁ?ﬁnzwﬂ,7§ﬁﬁ+7w&xﬁ?ybﬁﬁﬁf@46ﬁﬁﬁ%b[E%A$~Fm@

0.497, 95%{5#EIX[H : 0.398~0.620, p <0.000001 () 1 , Hi&MATIS KOUBMENT 1 & —&
Ltﬁ%f%oto4«/b4M%fiD§<@r X DERE L > TEONIEARERTH Rl
Y72 R DGR By, BEITEENE L 7= N WERIEIC TR EMETT L7- HR B51E HER2 [0 PR

il « PARSE D3 K OPARR % e EA TR BB OIRIRICB W TNV AR Y 7 U T DT VR A KT v
FNEDPEFHDORET 4 v RS HITEBETH D Z EAVRSI N, BIREHEHEH OfEFRICB VT,
BRRIET E —B LI R Th o7,

1L3. BAAN (FIEINIRES JUBEHRR) TR 5 H %M

ER Bt HER2 [T B (RIRINGWEE) ICB8T 572 0VviRy 7 U7+ L hr Y —Lfjf
A3 L OEEEHE HR 5 HER2 far T30 s 1 féAwT/7)7+7wmxh7/Fﬁ
FAOAZIEE, A5481008 7RBRE LY A5481023 FRABRIZ L W F N EhuRr a7z,

ER [5G HER2 Ml 7L (FIRIN i) (2800 2 BAR AN OGN IZB L
A5481008 FRER DEAEMENT CTIL, HAANIZ TéHS@A%~hwi1%TED(A$~Fw
0.594) , SREME O—EMEINRENT-, F7-, A5481010 B (55 2 FHELSY) DOERAEMEATICE

PFIZER CONFIDENTIAL
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

W BAN ER B4 HER2 P PR A THLIE B (WIRIN M WRETE) CTHMME 2R3 R10
HonTng,

BEJGHE HR 51k HER2 PRI T B 1281 2 AR ANOFIWERMEICEI L, ARBRics LT
AARNEBEIZONT, RIS TIZE2RE —B LIERRNRERD o7 b 00, JBINET
(015410 A 23 BT —%h v hA7) FESIZEIT 25 PFS OFRAEIZ VAR 7 U 7+ 71
AT MNEGETI13.6 v H, 79 BR+TARZXNT L MEGEETI12 9 A THoT-, FHE
B AP — REIE 0.815 [95%(E#EXH : 0.315~2.107, p=0.339391 (F{)) 1 THH, SREMHL
—B LEENELNT,

UERY, VR 7 Y7 ENGUWHREDHIZ, RKigERL LOBERAMDT, EAAAND
6O HR 51 HER2 [2MEEITRLEEE IS L TARITH D LB R D,

2. k- RE () OREREL

THEHBRTH D 2 SOFEBEILFETE 3 B (A5481008 BRI L TN AS5481023 #kBR) OFER LV,
COVIRY 7 U7 1 B LE125mg (A7 Y 20—V 3/1) & NWIRIEE OFR#E G542 Ak A&

HEITHREBEEDOPFS LR L, A CTHL I LR Enlz, TNHLORBREB IO mif’im
L 7= EWNAAOERRRBROFE RIS Z, IR 3GE () © THE - HE) 2RO L5 ICHRE LT,

ik - AR (R)

W IEIER & OBFRIZEB W T, @5, A VAR 27 Y 778 LT A 1A 125mg % 3 @[
L CTREBIGRAKSE L, £0% 1 BEKET S, Zhid 1A 7 1E LTRGEZHD KT,
ek, BEOWREBICL Y EEHEET S,

2.1 HESEF B
2.1.1. ERRAERRS L OHRARORE
21LLL AEABEIZRBIT 2 RKRKMARB X CHREREORE

SAEANEITHRABEZXGE LT OG5 20O TITo 725 1 FHaRBR (A5481001 58ER) O
FERENS, 2LRT 7 ) THAOR KA &EIX, 247 a—13/1 G5, 1 EmK
#) TIE125mgQD, A7 ¥ =a—/v2/1 (2 Hdkefk 5%, 1 EEIREE) TIiX 200 mg QD LikE
Lz AT a—L21 LHELT, A7V a—/3/1 TR LBEEDH 5 HEFRORH
LKPME L (97.0% vs 80.5%) , A7 Y 2—/L3/1 Tk BN M SEERBARIENZED bN-Z &
Mo, 125mg (A7 a—3/1) RHSEHELE L, UBEORKREBRIIAH&ICTHERE L
(M2.7.42.1.41.1H, M2.7.691H) ,

SHE A ER [ HER Btk o0 PR HEAT LS AP AR 252 & L7235 1/2 ¥R (A5481003 3RI%)
D VFES TIE, 4 BEZ 1A 2718 LT, 2R TZ Y7 125mgQD (A7 ¥ 2—/v 3/1)
Ll bhrY = 25mgQD EPHREG L, /SRy ) T L b — L Of B G R%E T
bHotz (M2.7.6.19.5H) ,

PFIZER CONFIDENTIAL
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

2.1.12. BERABHITRBITHHEREBORE

FEINEE 1/2 fHER (A5481010 58BR) O 1 fH/3— b 1 TiE, AARNEITEZEESE 2380 v
Ry 7 U T OEARG 24772, F 1F/S— K1 T, 2 20f&E (100 mg 3 L OV 125 mg) 23
M, FREROHERICEWN T HIT OHESIREENSRD Hivz (100 mg £ 58« 4FHER
BNz L0 IR L7 HEDHER 52D 75%AK0, 125 mg & 5-8f . 7 L— K 4 O/ Mg
JE) o AFERLY, BARNCBT S VLAY 7 U7 OHERHEIZFNEANEF T 125mgQD (R4
Ta—L3/1) ERE LT, ARBROE 1 F/3— b 2 TiX, HAA ER Bt HER2 [0 PR 4 i
ITHIEAMERE Z SRS, 4 EZ 1YV A7 LT, 2ULRYZ U7 125mgQD (A7 Y a—
JV3/1) L hrY—125mgQD KL Lz, ZORE, BAANIBWTH/ LR 7Y
L b =LK GIIRETH o7 (M2.7.42.1.41.2 T, M2.7.42.1.1.1.2 1) ,

LEDZ &b, AR 7V T7OHEZ 125mgQD (A7 ¥ a—/3/1) EiE LT,

22. BEORE

NVRT T VT B GRS LT2GE, FLRWASVRT Y U TIR@EES RT 7 Iv—7
(low-liers) 23388 HiL, #EREMAER L OBRENEHNRKE W LR E (M2.7.1.2.1
H) . FO%, LRV TORBEEICOWTHRF LR, LRV U TEEBEE L
723580 low-liers 13788 H 1T, ZEfEREE G & Lhik U CHBRE A Bhis X OB E N A B3 1 2
LD ENRENTE (M2.7.1.3421H)

[EBRILFEIE 3 FHERER (A5481008 #BRh) DOBHIALHIL, VLR 27 U 7 & /NMEOME T (&5 1
RFEIRT > D 5-4% 2 FEMITHER) IC TR G Le, £0%, BFOREICET 2 LRORREIEH
, WART 7V TORERMEZBHERGICET Lz, ZORBRERMEOETIZONT, 20144 1
A 21 BIZKTRBRIEMEER IS mE L, ZAVLARRICIEEA BT T S 72 B 4EM  (modified
intent-to-treat-2 2£[f) Zx%tGe & U2 L7, = OfER, TEIHMGER THh 5 PFS Ok
EIX VAR 7 )T+ L ha ) — A FEEBETIZI237 v H, 798R+1L ha Yy — L #EE5RFETIX
13.9 » A, Bl — FHIX 0.521 [95% XM : 0.393~0.693, p=0.000002 (S ff)) ] TH Y,
ITT M &Rk, »SVRY 7 ) 72 BE%EE LBEEMICBWN L/ ULRYZ 7L b
V=L OPFRBEEC L0 FEAICA E 7 PES OIEE RO bz [M2.7.3 (FIRIN AW

%) 32.1.1.1.1.1E] ,

H 9 1 DOERSILFEZ 3 FHEER (AS5481023 #BR) 35 LONEWNS 1/2 FHER (A5481010 #ER) 2
2 FBERAY TIE, 2V ART 7 ) TEE%EE L,

UIEDFREREY, mWART T T RERE LERE LT,
23 AEWE (OR&E) Ok

23.1. BBERBRICB T 5 HERS BE)

2 SDOEESILRE 3 AHEER (A5481008 #ABR IS L TN A5481023 #BR) TlE, 1BERHI Iz LR
7V 7 ORGEORE Q8E) BNMTbii,

PFIZER CONFIDENTIAL
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

A5481008 FER CTlE, 1RBRIE L BIEDOH HBEBREFEFLERRD LNHEIL, VR v 27 VT
FRET T EROREEIIRELZITOIZEE L (M2.7.620H) , U oY — LZlE#d 5
HERELNEALEHE, U e Y —LOREITHFR SN o720, IKEITrsshi-, 77
TR+ b Y — LV EBERELHE LT, LR Y T+ v — BT, LR 7Y
TEFII T T EREWE LI-BEN Lo OVLARI 7 U T vs 7TER :36.0%vs 1.4%)
HARNEBEZETHREEES, LRI Z U T+ ey —UEBERET, SARI 7Y TERIT S5
REWRELIZBENE o2 OCOVRY 7 YT vs 7T78R :62.5%vs 7.1%) (M2.7.4.2.1.4.3.1.1
H)

A5481023 FERIZEBWTH, TR LBEEDH 2 ER LA EELRRD LNHEIL, LRy
IV TERIIT T EROREE T ELZITO L& L M27.6211H) , ZU_A KTk
B 2/ EREGNRE LIZSA, 7AV_A R TV FOBEITFERE SRR o720, H5
FRFAESNTZ, TT7ER+TARANT U MEEREHEKRLT, LR 7 VT +TARA LT
VMNERGREET, SAVRY I VT ERE T T ERERHE LERBEN S o OCUVRY T U T vs
7T7E]AR 1 31.0%vs 1.7%) . HARNBETHRERS, VRS T7 U T+ TR NT o MNMEhRE
T, "IWRVZ VT EREF T TR EWELIZEENEN -T2 OVRT 7 VT vs TT78R
51.9% vs 0%) (M2.7.4.2.1.432.11H) . FEANIE, 2.5.1 THIZRT,

FREORRICESE, fx DBEOIEVECESETHEIET 22 LR L 0D K5 L - H
BIZ TREOREBICI VEERET D] Z&E LT,

24. ETHBBE LR L LERRRBICRT 5753
HIEIN Sy IR

[EIBRICFEIEE 3 AR (AS5481008 #llR) DEAMHTICIWT, FEFHEE Tdh 5 PFS O H RE
TR 7 DT+ ha =R 5BET248 v A, 78R+ L ba Y ERERTI145 %
A Thotz, EHIAYT— RHIT 0576 [95%FEIXH : 0.463~0.718, p<0.000001 (H i) 1 THh
0,7 VRY 7 )7+ ke — VB ERECHEICH E 72 PFS OIEENFRD L7z [M2.7.3 (]
[EINWRETE) 3.2 1L.1H] . ARBRICSI L7 BARNEE 2 D PFS O IT /LR v
JUT+Lr ha Y — L EEHETR2 0, 798 R+ L by — A EHEHETI38 3 H Tholz,
FEBRI AN — REIE 0.594 [95% (5 HEIX M : 0.263~1.342, p=0.102706 (F{]) 1 THY, KE
& —B LEENE O (M2.7.3 (FIRINGWEE) 3.2.1.1.121H]

F7=, EWNE 172 M58 (A5481010 iABR) O 2 M 2B WT, FEFMEHEE Th 5 | M
HATERIT 75.0% T D, A5481003 BRI L TN A5481008 sBRD /LR 7 ) 7+ L b —)L
BeHRCB T D | MR AR (ZEI 71.8%8 LN 72.6%) & REROFERNE S 7= [M2.7.3
(RN WaEeE) 323 H]

BETER

[EIRRALFEE 3 AR (A5481023 7R) DREGEMIATICHW T, FEFEHEE Th 5 PFS O H Il
TSV T VT +TINARANT > MREERETI2 1 H, 7T B8R +TARANT U MNEGRET
38 7 HTHoTz, BRI — REIE 0422 [95%(E4E X : 0.318~0.560, p<0.000001 (F{a]) ]
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

ThO, "R I VT +TNRANT 2 MEGEECHRETIICHEZ PFS OIEENFRD b
(M2.7.332.1.1.1.1 1) , AREBRIZSM LT AR NBEEZIZONT, W%%ﬁﬁﬁfi we—H
LIRS b OO, BN Q0154E10 H 23 AT —4% b v b4 7) BpElcBIT5
PFS OHAEIZ SAVRT 7 UV T+ TINRARNT > MEERHTI13.6 v H, 778K +T7L_A T
Y MNEERETI112 5 HTh o7z, FEREBIANT— R 0.815 [95%[FHE X : 0.315~2.107,
p=0.339391 (M) 1 THY, &EEFE B LRI GO (M2.7332.13.1.2H)

PLEDOFER IV, 563 HRBR CEMEN R SN/ VLR 7 U 7 125 mg QD (A7 ¥ 2 —/L 3/1)
ENDWIERIEODF R G2 R - HEE L TRETDHIZLIIRYTHDL B X T,

2.4.1. = DAUONZFER] & OPERIZ OV T

HEITHIBICB T, L ha Y = BIOTARZ T2 NUANAOERNDIRIESR E LT, 7T
<X —VHER (7T Aoy =, TFEARZY) BIOHPImA U (X250 7>
V) BETFTOLND (FIEBZIETA KT A2 2015) . LLFIZ, ZAETIZHELNTWA T —HIT
X, b OWNSWIRIER & OPFHICET ARl Z R# T D,

TFHFA M= LEBIRTXE A RAZ O invitro iR, R BNV RL 7 Y T EXEFT T o
v E PG LT RRIRFEERER (AS5481026 #BR) OFERMNG, T b OWWRER & OO
BeHMN VR 7 ) 7O PKICHRMICERDH 5 8% 5 2 5 algethi RV 2 LR & iz
(M2.7.2.5.1 T8, M2.7.2.52 T8, M2.7.2.35.5%H) ,

ER BBt b ILEAIIOEE 2 AV 7= in vitro ERIZEBWT, VRS 7 ) T 22Xy 7 =
B LIZEZA, MR (M2.6.22.6.1.1 TH) X OKEEDE (Finn 2009) 23780 BTz,

AL BB 2t B ACHNRTRHBIRIE . LTV RS 2 U 72T F R ha Yy — L i EET 5
FERR 35S (NCT01723774, %5 2 #HRRER) 23580 41, ORR (67%) , CR=E (24%) BLW
Ki67 BLEER OFERN G, 7SIVRT 7 ) 72 T7F A b a ) — &G X DD CTE W HUES
BRI R S, EEFMEE NER SN, £, SR 7 VT ET R vy — L ifH
BeHITT A e — VHEAIRE XD S AR A FlES 5 2 &, PIK3CA BRO AT —X AT
BfR7e< SR 7 VT LT F A hay — A EGRETHDL Z ERRENTE, b0
&5, ER Bt HER2 F21E 0 BFLE It 28L& LT, SAvRy 27 U7 LT A e
V' VAR G- ORISR 7 v K ER SN, £, VRV I VT ET A Y —L
OFH&E GBI 2 2L R CTH -T2,

3onTnvwXZ—VHEK (FFAbaYy—1, Loy —L, TFEAAZ ) EHAEFV T =
VR 2B OBRRBRNER S, WTHhORBRIZE N TH T v~ X —EBHERD X X%
U7 = KT AL R 72 (NCON guideline 2016) , 7 v~ & — B [HEFK M CTIHEDD
BICREREWNNIR LN -T2, £, 7o~ 4 —PRERRLORERRICE O TH AN
IZEITFEO b TW W (FUE2R AT A K742 2015)

bz s, LY —LBIOT7ARZANT 2 MIRLT, WHOWRIERE2SLRT 27 )
TOUHBEGIZ L VRN 7 v bR Z EDRMFBEND T2, 2Ry 7 U7 Eff
925 3K & N ER & 3% 8 LT,
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SIVR 7 )T
1.8 A E () o
1.8.2 ZhiE - 5 (%) ,

=A==

DEXTE

ARAL
ML - iR () BIOZORERIL

2.5. Y - ARICEET A4 LoEEORERIL

ZHNE TICER L 7-ERN O R REROfE RIS X,

LM EOER] 2RO & DITHRE LIz, UUFICRERILZ FL#T 5,

MIE (R o THE - HEicBEEs

A - ARICBEET EHE0RE
1. DEHT 2N WEERIE Iz SN T, [EERAE] omEo
M+ LT BT EIRAITHY &

L2 AAIOMARENS ERT D L OMERS B0, BEEONTHEREREE &
: BEOREY LV EEICHE L, FEELORBICHIRET L L,

HEEBIT,

B

Fh kO HERpERE ) OESH]

L3 BUERSD Db EA

7pk. ARFNLTS mg/ HARmIZHE LW &,

() WEL TREEZMkGT 560855

T L 5 &
SEPEEE 125 mg/ H
— R 100 mg/ H
TR 75 mg/H
(2) HFHRERIBE R OMIL MRS E L2 33 5 F el i
' AT AE
Grade 1 X132 [Fl—fe 5 8 x itk d 5,

Grade 3

WREEL, LEMDNICIERE (MEREEE) 217
9, Grade 2L L Tz, [F—H5ETHGZH
B3 %,

Grade 3D HERB/V OEIEIZA R E ET 5546 (1
HELLE) ek A 7 /L TGrade 3D L FRERED 23
HETHIHEE. BHEEZEETDHZ L,

Grade 3

I P ERBU A E L T
38.5CLL_EDFEE LIk
PIEN S DA

Grade 2LL FIZ[EE 9% £ TS 5, [BITETH
AUV LG 2 BT 5,

Grade 4

Grade 2LA T IZFIET 5 & TIRES 5, BIEEZ. 1
VoUW LI 2 BT 5,

GradelXCTCAE ver. 4.012%4 5,

WNEZ R L, AN DR HIER O

BE T, BEEZSET

[ [

T, BITORMELZE L T, WK, BEXIREGE2HIETS 2L,
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

L (3) MR ORIERIC A5 R BT

EIEH AL
Grade 1 X132 [Fl—fe 5 8 a ki3 5,
Grade 321 F Grade 1LA T X% Grade 2

BFE L CTHIER | TREMICRIER 2N
DT o856 | IREEICEIE T 5 £ TR
H4 5,

BIE %, 1L~ L,
&5 %2 HRT 5,
Grade!XCTCAE ver. 4.0(2%¢ 5,

251 BE L TREZMET 558 0RERDORERL

231 TEICFEH L7zam by, ERSHLFESE 3 F5tBR  (AS5481008 5ABRIS L OV AS481023 iABR) <Ti, 1A
B LBEOH 5 HARAEERPBO ONTHEIL, LRV 7 ) TR REEIIRET 5 2
Ll Lz, »ULRYZ Y 71k 125mg ZREHE S L CHRERMG L, BELE-AESSOMER
FOEEEIZIS U T, BEALERGAII VAR 7 ) 727 100 mg IR L, 62 E
P72 E 13 75 mg £ CIE L7, A5481008 3kl s L OV AS481023 BUBR CHIWZ HEICHE D X,
WACE () 28175 MRE L TERGEkeT 255088 % 125mg/H (BFEKRGE) ,
100 mg/ B (—IWE) , 75mg/B (CRIEE) Ea%E L7-, A5481008 BRI LU A5481023 5k
(B B HERHEIEEAEY, Z 0 AS481008 TRBRIAFE AL £ 9.4.6.1 THIS L TN A5481023 1AER A
RS 9.4.6.1 THICRT,

2.5.2. SFHERBAE R O/ IMEIBRAME /T 2 i BRAER OB EAR L

[EI B[R 5 3 FHEABR (A5481008 FABRIS L TN A5481023 BABR) I2BW T, 1B BBHAART, &
A 7 VBRLERE, OO 2V A 70D 14 AR EZIZ 15 B H, BBRETE, £720808 UKk
TEIToTe, ZV— N1 EE7 b— R 2 ORIWERRAONTZ5E, HERASITHEEI TR E
Tkt L=, 7 L— R 3 DTN BNIZEAE, REZREL, 7 L— 2 U TFicEiE
%, F—&GRETREEZHM L, 7L —F 3 OFPERBICAHRE L T 38.5 BELL Eo3sEvE 721X
BYSEN B D56, HDHWNET L— K 4 O ERED £ 7213 MY (A5481023 RBRCTli 7
L— R 3 OM/ MY Z2&Te) DAENGTEEAIZIE, REEKRIEKL, 71— K2 TFIZHIERE,
1 LVVE LR G248 L-, £72, 7 Lb— 3 OB ORIEICAEEZET 584 (
) PWY A 7T L— R 3 OGFRERBAD DR T 255 13 E L B8 L7-, A5481008
AR LUV AS481023 BRI 1T D H EGRE L TE Y, 2 AS481008 TEBRIAFEHE T 9.4.6.1
THFS LU A5481023 TRBRRFE RS E 9.4.6.1 THIZ /R T,

MEROBIERIC L HIREE 7 iTRE

ERs LA 3 FHER (AS5481008 BRI L TN A5481023 #kBR) IR W T, REFE-IFEEICE-T-
FREEFERIIAPERED (AP ERBUER L O PR 2 & te) B X OAmERED (B
ERBMER X OV A MRS &2 &) Th otz
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

AS5481008 iRBRIZ BT, IFHEREID B L O AIMERANC L0 SV RS 7 ) T RRE U BE L,

TIEIL 286 il (64.4%) F L4561 (10.1%) Tho7o, £, aFHEkED B O H mEkED

IZ RV IE LB, 21130 61 (29.3%) B8 LTI ] (2.0%) ThHh-o7- (M2.7.4.2.1.43.1.1.1

H) , —F, HHRERED B I OAMERBAIC I D EGRIELEBFIZIEEA RO LNT [

ZTH (1.6%) BEOOH] , WEEIIAREICLYAEEEZIIHSEHEITETH- 2
(M2.7.42.1.42.1.1.1 1H) ,

A5481023 FBRIZI T, AFFERBUER K O REREOE I L W IREE L 72 /BB 1L, 2Eh 156
Bl (45.2%) BLO50 41 (14.5%) TH Y, BMERBAER X O AMERBEIRA I LV IRE L 7= H
i, ehEn 2161 (6.1%) BLU28 4] (8.1%) Th-ol-, F7=, GFHERBAER X O HER
PO L0 E L BFIE, 221361 (21.2%) BXE 20 4] (5.8%) THY, HimEKE
DIER T OV A MERE I L 0 EE L72BE L, 2341 (0.9%) BTN H# (2.6%) Tho
72 (M2.7.421.4321.1 510) , —J5, FHEREAERS L OV A MERRAMEIZ X 0 59 1k U7z B3
IXEEALEROLNT [ZNEN 26 (0.6%) BLOOHFI] , WEFIFAEICI D AEFRT
+EHARECTH o7 (M2.7.42.1.422.1.11H) ,

INHDORERICESE, BRRBR THOWHEFFEECEL T, IMIE (R) 12800 5 Mk
ROEWERNI R 25 M B A2 3 E LT,

2.5.3. MR OBHERIZX$ 5 AEIRE ORERIL

[EIpR A [E 5 3 FHFABR (A5481008 BRI L TN AS481023 #kBR) (ICBWT, Z/'L—FR1 £/ L—
R 2 ORIWERANR A LNT-GAE, AERFEGIIHER ST RS2/ Lz, 7 L— K3 L EDIEMm
WatE (i e R AT > CH R T 25 A IR D) NALNIZGAIEL, AREEIRHEL,
T —RI1IUTERIZRN—2T A4 AEICEER, 1| L-VLRE LR 520 Lo, A5481008 Bk
BELOVAS481023 RBRIC K 1T 5 HEFFEEEEL, 21 AS481008 {GBRMAFEH 5 9.4.6.1 THE
J OV A5481023 1RBRRFE A 9.4.6.1 U T,

FEMBER OBIVERIC X 20 E 2 3B E

ERs LA 3 FHER (AS5481008 BRI L TN A5481023 #kER) IR W T, REE-IFEEICE-T-
MR DOE FEHFRIT Do Tz,

A5481008 FRBERIZIBNT, 2%LL BIZHB L2 VR Y 7 U 7 OWEICE - KRR EFR Z b7y
FEMIEFEME L 72 <, 5% LA BT LTZ 2 ULR S 7 U 7 OIREKIZE - 72 KRB 2 R 22 O FE MLk
L, BYYE (B) ° (11.7%) OATH -7z (M2.742.143.1.1 ) , BYIE () Tk
Hrp ik L72BFIE 241 (0.5%) DA TH Y, WEE IR I D AEFRIHEHEAETH-
72 (M2.742.1.42.1.1.1 ) ,

CRYYE (%) : MedDRA $RERIADIE TEGWIES KL OFAERIE] IS0 S DT TOEARE
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INIVIRY 7 U T
1.8 IfACE () OREIRM
1.82 ZhHE - R () , Ak - HE (8 BIOZEORTERNL

A5481023 FERIZEBWT, 2%LL BB L= ULRS 7 U T OREICE > - IR EERZ b7
FEMIETENE, BILON5%LL FICHRHEL LTSRS 7 U 7T ORIRIZE - 72 [REEBIR A2 b 72 W IR
WREMEIL 2 o7 (M2.7.42.1.432.1.1 38) .

DL ICERRBRICB W TIIAREE IR EICE > T IEME R DA EFERIT D> T8, B
Rk CHWE HERAEREICE T T, IMICE () I2B8T 23Rz ORWERICH T2 HE&
BN UE 2R E LT,

2.5.4. FTHEREREE 2 A 95 BE TR T 5 AERS OR BRI

g AR R 3 5BR  (A5481001 7R, AS5481002 7RI L TN AS481003 5lR) DHEfTH#EEH 183 D
PK 77— X ZHW=ARE 2 L—3 3 > PKFRATICERW T, BEOFERERE (NCI RIS E
) TR U TOPRICEEL RITE RN ERRBEINT (M2.723.3H) .

T2, FEREREE 26 T DR E 2 x5 & U7 AR SEE R (AS481013 ABR) 2R\ T, ATH%
REFEZE (Child-Pugh 2YHEIC IS EFE) /LAY 7 U 7D PRICKIFTHELMFI LT, TD
FEER SRR BALIZEY, 2SURS Y7 U 7o METIEREATSER () OFHEREI LT,
SNNVRY 7 VT 75 mg ZHEREAKREG L2 O/ 00Ky 7 U T OIEREERIREE N LR DT 0 1
7> & BERR IR ] & ~C o0 i Hp RS A TR B — RERAT AR i fE (AUCg,) O RS H A 5T -5
1%, ERFHESRE O & ik U<, BEOITHEIEREZ AT 28T TIX 17%H L,
BLOEEOKIERE 26T 28R TIEITNTN 34%B LR T171%8EM Lz, »SviRy 7 )7
DIEREATLILE D & RO 7o e MAEF IEAE GBI IE (Crane) O FREETE A8 IOMEIS, 1B ATHS
REDOPEER & bl U C, #RJE, 2 X OVEE O IFFEERE E 2 H 3 2 A TlEE N2 7%,
38%33 LN 2% N L 7=, BREER L O AEE OFFHERER E 2 H 3 D BRE 2B 5 VR v 7 )
TIRB RO OFLE IR EIE TIIRWE EZ HND 2 &b, BER LOTEED

(Child-Pugh 7338 A B L U'B) OIFREREE A2 AT 2 BEF ~OHEREIIAE LB T2, —F,
FHEOFFSAEREE  (Child-Pugh 0% C) 2 AT 2 BEICOWTIE, IEFWATHSRERERE & ik LT
B TIHRIE D 53R DT AUCingy B O Craea IEIVEIL TT% K 2% L 72 2 L s, M
HinpEEEZ, WEEEBETLIZ L, HE - ARICEET A EOERICHRE L,

PFIZER CONFIDENTIAL
Page 16



AT T A
1.8 IfF3CE ()

1.8.3fH EDFE () KOZE OB EIRL

A EOER () RERL

A EOEE () 1, Wk 94 A 25 BFTEREE 606 SRR KB REBA [ERHEKT

T SCEOTHESEICOWT , 7 B AR
FOEEREEEIZ OV T
7 —4% 3 — K (CCDS : Company Core Data Sheet) % Z%|

607 BB A= 45 HEHs

Rl TR AR L O

(CHERL L, AH D EPRAMEIRRER TS L O 7 7 1 P —tho43Edh

IR E LTz,

i EoEE ()

A EAR YL

(=&

AFNL, BRI RS TE DEFRER BV T, BALE
FEIEIC 572 il + LB A FEOIERTO b 1T AR OB 158
LSO ToRl 5= L, 1, N

[ e R 8h it DA SCE I IS &
RIE LT,

\ZHESE D B T OFRITH M OERRE %+ 4330
L FREEZETHLERETDZ L,
[£2 (ROBHFIZIFBELAEWNIE) ) 1. AR B BUE O BEAEE A3
1. AFIDO RS % LBBEUE OBERERE D & 5 B b oG, AFIEGIZXE
2. W XAFIEHR L TV D a[REMED & B4t [ Tilhm, P, % | BUENSRET 5 alRetEn @
HREE~OF ) OESH] T2OBRE LTz,
2. BiERR (%) I8N T
JEVR D NTRD STV
HIZDBE LT,
[ZhEE- S RICEET 2ERALDFE] 1. BRI B W TR
1. AFNIOFHOMEEE & LT OA LM OIS L PR BT D ARHFN OEGRRF
T auy, BRI IS BTV RN
2. FRARFRBRIZH A AL B AT B DR VT 52 AR K& OV HER2 EMMBRRE LT,

DFBRBFIZHOWT, (BRG] OHONEZRE L,
KRB OAIEK O ez 43I CHfE L7c BT IS O
BIREITH 2 &,

2. ARFIOF MR L OL et

%R U7 [ERRIL RIS 3 #6
RER (A5481008 554,
A5481023 ikBR) OXREH
ZRodl U7z THEREGRE | 1|
Z 2 L, ARFE O R
FHOBRDEYNC 72D LD
BRE LT,

[Ri%-AEICEEY 52ERALDEE]
L. P 2 N IIRIEAISFIZOW T
ERFN L, AR OF RO 4

BIREITH 2 &,

[ B PR plss DINE
@%+\bﬁﬁLtLT\

2$§®m¢kfﬁiﬂ?5&®ﬁ¢ﬁ%5tw\EE@H%
REFRE L T, HEEZEET L L L bIC, BEOREZL
DEELﬁ L. AEFEZROREBICA) &%ﬁé & Hﬁ
G kO DRYEE] OS]

2. H%

1. BEST, LYy —LBX
[N NS AV D ¥ A N
OFFH O ERIR A AEZ R L
T BER OB S B LTV
WZEXVEREL,

b 2 A D PRE
Téi%ib B fRa L

t% B (A5481013 #BR)
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AT A
1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH LR ()

AEARPL

3. BERZ® bbb z5a13, LT ORAEELZE LT, KK,
R TG IET5 2 &, B, AFNE 75 mg/ B AR
LNk,

1) BELTEREZHRETIHAOREE

Pl L L B b
WG 125 mg/ H
— R 100 mg/ H
R 75 mg/ H
(2) FF IR IE K O/ MEBRAE IS5 5 F B
EIE L1

Grade 1132 Al —#& 52 % k3 5,

Grade 3 RIEL, 1AM mERA (i ek S

E) %179, Grade2 LA TIZEIER., [F6—
BHETESZHHET 5,
Grade 3 D4 FERD O RIFIC B A 2
36 (1 EELLE) LW YA 7 /LT Grade
3 D HFERBD DN R T HGA 1L, HEE
EBETH L,

Grade 3 Grade 2L FIZ[EIET 5 £ TIRIES 5, [F

GFPERIBANCATRE | %, 1L~ LEE LI 5 A T S,

L T38.5CLLEDF

BN TIEGIE D B>

L858

Grade 4 Grade 2L FIZ[EIET 5 £ TRIES 5, [F
B\, 1L-UEE L5 2 /T 5,

GradelXCTCAE ver.4.0l2 4%,

() FIMBROBIWER T3 2 AR

IE ] JH =i
Grade 1 X132 Rl—H G252 5,
Grade 324k Grade 1 UL T X% Grade 2 T#
B L CTHIERD T 248 | &MEICRER 2 VIR IZ[8)1E
& T 5 F TIRES 5,
EIfFEH%, 1L~ULE L, &5
THEET 5,

Grade!ZCTCAE ver.4.0l1Z ¥4 %,

WZBWT, HEEDOFHEREREE
D& HHEERE T, EH T
REREERE & bk U COIRRE &
HREED B3RO T2 AUCingy
KO Crgxua DENEILTT% K
%M L= Enb,
HERENLE LS X, RIE
L7z,

3. ARHIOFMER KOVt

Ze it U 7 [EIBR LR ZR 3 4H
FREBR (A5481008 7lBR,
A5481023 #lR) DFEFIZE
S, KRR CTHW A&
THENEEMEICHE U C, MR
X OFEIME % O EIVE Ikt
T 5 BRI EZHE L
776

1. EERS (ROBHEICZKEEIEETSHIL)
HEDORREIRE O H 5 BE [AAOMPEREN LA L,
RITEHI SR H o bh bR d 5, THIE - HEICHE
L EoER] KO YRR OESM]

FTHERERE S 2 479 D R 10 F
T %W Eh e & et L 7o BRI
B (A5481013 3BR) 1B\ TC,
HE DOATHEREREE 29 5 R
HTIE, EFWATHERERERE & L
i L CIRE AR NG RO T
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AT T A
1.8 IfF3CE ()

1.8.3fH EDFE () KOZE OB EIRL

EH LR ()

AEARPL

AUCity X O Craxa BENE L
TT% M DN 2% L 7= 2 & s
b, HEOFKERED® S A
F~OEGIIEEBEICRET D4
ENb D &I LEE LT,

2. BEEGEFRNIRE

HHEME N D 5D Z &N D D DT, AHIDOEG-FIAAHET M
O G- i e BRI MR A 22 ATV 3 DR & 53 (8l
[ THKRZRIER] OHZMR]

BRI HI L,

SN ERERER, ENE 2 MR,
[EIBSHL (R 2 3 AHEAER  (A5481008
bR, AS5481023 #ABR) Rl X
NCCDS & BIZRE LT,

3. tHHEERA

#ﬂ@dmw@ﬁ%iUE%HNMA&U%@%%%$SWJ)
2A1 1T Ko TREH S 4. CYP3A 125t L CHRERIKLER 72 FR2EE

R, F£T2. invivo RER LV . AAFNL CYP3A IZxF L THW

BLEIEM 2~ d

[ TEMEhRE OESH]

DEREE (BHHICEET S 2 L)

KL ERERIELR - $E1E L | B - fERRIA T
CYP3A PHEHA AFNOMAFEEN F | 2D O%EH|%E
AT AL Yy b b | F L RWERH OB | CYP3ADK
T TN AT | EROEEESI | S A LE
FTEN, A NTaf | TEBEARHDLD BT, KHID
V—, U R, | T, CYP3ARREMEN | My L5
TIZTVEN R a | ORWERI~ORE | THAREMERD
F—= TR0 | #EETHI L, Do
~ A T =TT
= 2 — A R
T4 T ENL XY
JL 5
R CYP3AF E A AF|O M AFERENME | 2D 03K
Tx= b AN | F L ARAIOFED | BZCYPIADL
~ B V77 | BB TIBENRS | HHEEETFE S
L UVTrTFr | HDOT, CYPIAEE | 2720, KHKID
Tx /=)L [ fEORO T | P ERENME T
A IUA XY Y | EE~ONBEEEE | 7D REEND
AR THI L, %,

CYP3A DHE L7024 | CYP3AIC L W REHE | AFIDCYP3A
FEFH NOHEANEPHT 2 | FAEERICX
IHYTA T | GEIX. IS | v, b D3
%3 DI FREN EFH | Ao HE
HEREMEND B, b,

WIS 0F 5 FY kA HAEH R BR
fE R L OAHAID CCDS #5%
IR E LT,

4. BIfER

HR B2 HER2 faECTH 0 | EITELIE I3 L TN IETE
IR EBILEERE g L L EE:

JED IR WFINAREE

[EIRR AL [E S 3 FHAABR (A5481008
RER) pAEIC RO X LT,
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AT A
1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH LR ()

AEARPL

[R5 I ARRRBR BV T ARINE G 7= 444 5] (HAN 32
Bl ZaETe) 1 428 5] (96.4%) (ZRIWEFZGED Sz, EREIE
FX. R E 348 1 (78.4%) . HIMERJEME 171 61

(38.5%) . FHZEJE 140 B (31.5%) . J%J7 134 B (30.2%) .
TN 103 61 (23.2%) | HE.0 96 151 (21.6%) | B TR 87 41 (19.6%) |
21 85 B (19.1%) \ JEIE 85 B1] (19.1%) JAET Y 79 6 (17.8%) |

T 66 51 (14.9%) . M/ MIBAME 65 1 (14.6%) . HEJJIE 55
B (12.4%) . %8% 48 f5 (10.8%) & Tdho7-, (KBEEE T

DY)

HR 57222 HER2 BEMETH V. N EIEITIRBUED BT A
BE ST PR ILIE A 264 & U7z [EER LRSS T AREBRIC B W)
T, REIDEE il 345 61 (HARN 27 Bil& 5 L) H 325
(94.2%) I[ZRWERD O b, ERRIWERIZ, 4 PERBE
285 il (82.6%) . FIMERIB/IE 198 51 (57.4%) . 57 114 {5
(33.0%) . &l 96 5l (27.8%) . Ml 87 il (25.2%) . /)
s E 80 B (23.2%) . FINZ 70 B (20.3%) . MiEJE 57
B (16.5%) . JFEYLIE 50 B11(14.5%). #1456 (13.0%) . 1FT
V4561 (13.0%) . 7240 6 (11.6%) FTh-olz, KK
FTOER)

(1) EXGEMER
B REHN
I ERIEAD (80.2%)  EHIMEKED (46.8%) | &L (22.9%) .
/MR (18.4%) | FEMELFFERBUME (1.5%) 20
oA ENHDHDT, BEDRELZ+HSICEZEL,
HEDPRO LN GG, KR, BEEOEY)2ALE L

[EIRR AL 3 FHFABR (AS5481023
AR AR S X R L,

(1) ERZEIEH

[EIRS SR 5 3 AHRER (A5481008
R, A5481023 iRAER) % OFE R
Mr L7-fliiEs L OV CCDS 5%
WZERE LT,

1192 &, [ THEEZRIAWEE] OESBR]
(2) ZninEI1ER _
L NN N RN DD E
PR k5 ek b e, pacsecn| O CORPRRE -
)2 LB BT S - FRIPRS i :
ﬂikﬁ%@£ui° T T R, A5481023 B ZPFAR
(4 0 () ST S STR 8 %
10%LL |- g;g%fkiocam%,%
1 [T St 7 1 SRUE Ll
il TRIREEIN, 2%
R, IR
35 BB E
HPRE R e L
-0k £ i
Met e =L, AWK | R N[ -
DAt s aat JYYE (R | I, F8EL
Y, BXGE | AST(GOT)HE
BYs, AE~ | . ALT(GPT)
VAL A | HEN
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AT T A
1.8 IfF3CE ()

183 EoEE () RUOZE O TEMRIL

fEH FoEE

%)

AEARPL

(
RKE) |
1235 <,

»mﬁ

FEEUEE T 2o®l%Aﬂﬁnwmﬁ

%

5. GEE~ADEE
— I EE S TR EEME T LTS Z
BELTERGTHZE,

EMZVDOT, &

R T — A A A B RE S
KFLTWBZ Ens, — %
M7REEE LT, FE 944 A
25 H A+ 3K 5 607 5355 Ry
WCESERE LT,

6. 1Him. EiF. BRILEE~AOERE

(1) 1w SUFAER LW D RIREMED & D 2R3 G- L7en 2
Lo FoL ARFRE/R M R OV — N — MRS 5 Rl HE
PED & 2 BPEBFITK LT, RFIOF 581 H K OVE#
BT o —EMMITE RRHTE 21T L o8 T52 &,
(B FEER (U X) ICB\WTREEME (EiE) %4358

FERGRRBERAGRE, CCDS, SmPC

BLOUSPI 22 & | E LT,

bITWD, £, BWER (7 v MEUA X) 12BN T
FEETENE, BinEt BRI B W CY AR R E R 23R 0
%nfméojﬂ%@mmgajmﬁﬁ%]
Q) I OHEITIX, BHLEPIEEEDSZ L, [B FEAHH
«@%ﬁ@ﬁ%f%éo]
1. INREADES Rk 9 4= 4 H 25 AAHRREE 607
RHAEREIR, BrEN, 2R, SR UT/NRICRH 2 2T | B3SRBS 3% E L
fESE LTy (FEFHRRERD 720 oo EWNTIX, /ML XG L

U 72 B PRFRBRI 520 L Ty
U,

8. BHLMDIEE

FEHIZZFBE - PTP AL OEAN T PTP > — xS HL Y H L CTARM
THEoEETSHZ L, [PTP o — FOBEMKIZEY . BWELA
R EEREA~TIA L, EIZIZZR L2 U CHEtRIAA S0 ®R
ERAHEEZIRRTL Z LRI TS, ]

A AR ES OB ER LE
POEHFIEE LT, ERANDOH—
L7=sbic S E Lz, OF
% 8 4E 3 H 27 BAT B HGESE
240 =)

9. ZTDOMDIE
a)i/h&@4ﬂ%%wt§@&5mrﬁ% BV, KT
TERL R 31T 2 28 MR 7R B S X2 MG RER A £ oD 1Y
N, KSR O REIIa 2 oW & L < ix'v b U Al
R DZEfafb % R & 32 S B OBERRBD Hiv,
7/k&042 TEIT D26 OERITREEIZ X 0 E Y
WZEgE Lz,

(1) 7v FBLOA XF MW=
AG 5 5- i MERRBR g |
DERE LT,

@) MISTHERBIL O, ARSI 020 1 () B LRk
BHOD, 2RI T S B R ITR S 72 ROE Lo
VRN
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INIVIRY 7 U T
1.9 —fBA FRICAR 5 S0

1. JAN
POVIR Y7 U VLR 2T A8 A 6 BT HAEAIR 08065 1 ZIZ L VLI FD X H IcimEm S,

— R4 A
(AARL) ~AR 7V
(3£ %) Palbociclib

2. INN

7LAR T 7 U 7% r-INN & LT WHO Drug Information, Vol. 28, No.1, 2014 (List 71), P.99 (24 X
TV 5,

— )44 #4 : palbociclib

b % 4 : 6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-ylJamino}pyrido[2,3-d]pyrimidin-7(8H)-one
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A FEI 0806 F 1 &
Rk 27 % 8 H 6 H

FAERREATE (7)) & OB

JEA T SR b SRR AR R R
( «~ H & B )

[ 3K D — R FRIZ DWW T

BERLIC DWW TR, TEIES O —EAFRO BRI DWW T (CERR 18 /23 A 31 A 3K
BFH 0331001 Z/EAEEE EHRAE M REEN) 1FCIVRVF->TWnHEZAT
bDHD, A, BAEIZE T D EEL B4 FR (LLF TJAN] & 9H,) 1220 T,
RO LBV EDT=OT, #HTHO L, & TEGREEICHMT LA L il
JERAVNTZ U,

(M)
HARES G — x4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5 6, JAN DA ORFTOERIX, YikT —F X—2ADEF R THIET
HZLLELTWET,)



BekF s 26-1-B9
JAN (BA%L) VAR 2717
JAN (3£ 4) : Palbociclib

C24H29N702

6- T EF N8 7 a R F -5 R TFL-245(E2T -1 A )Y Do
2-A N7 2 /e R2,3-d ey 2V -T(8H)-A

6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-dlpyrimidin-7(8 H)-one



WHO Drug Information, Vol. 28, No. 1, 2014 Recommended INN: List 71

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 71

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can be found in Cumulative List
No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 71

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-109) et recommandées (1-70) dans
la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 71

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuaciéon se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) y Recomendadas (1-70) se encuentran
reunidas en Cumulative List No. 15, 2013 (disponible s6lo en CD-ROM).
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paclitaxel trevatida

fragmento corto y modificado de la proteina beta A4 amiloide
humana unido covalentemente a tres moléculas de paclitaxel
mediante succinilos :

N*'NE0 NPT tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R,7S,10R,13S)-
10,12-bis(acetiloxi)-2-benzoil-1,7-dihidroxi-9-oxo-5,20-epoxitax-11-
en-13-ilJoxi}-3-oxo-1-fenilpropan-2-il)oxi]-4-oxobutanoil} ([318-L-
treonina(P>T"),324-L-serina(C>S"),325-L-arginina(G>R®%),327-L-
lisina(N>K'),332-L-lisina(N>K®)] precursor de la proteina amiloide
beta A4 humana-(318-336)-péptido

C257H308N32079

Peptide / Peptide / Péptido
TFFYGGSRGK RNNFKTEEY 19

Modified residues / Résidus modifiés / Restos modificados

K10, 15 /

H,NT SCOpH

R—NH H
HsC
< TCOH

palbociclibum
palbociclib

palbociclib

palbociclib

6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acétyl-8-cyclopentyl-5-méthyl-2-{[5-(pipérazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acetil-8-ciclopentil-5-metil-2-{[5-(piperazin-1-il)piridin-
2-illamino}pirido[2,3-d]pirimidin-7(8H)-ona

C24H29N7O2

(oN |
HN\) N CH,
(v

panulisibum
panulisib

panulisib

panulisib

2-(5-{(2EZ)-8-[6-amino-5-(trifluoromethyl)pyridin-3-yl]-
2-(cyanoimino)-3-methyl-2,3-dihydro-1H-imidazo[4,5-c]quinolin-
1-yl}pyridin-2-yl)-2-methylpropanenitrile

2-(5-{(2EZ)-8-[6-amino-5-(trifluorométhyl)pyridin-3-yl]-
2-(cyanoimino)-3-méthyl-2,3-dihydro-1H-imidazo[4,5-c]quinoléin-
1-yl}pyridin-2-yl)-2-methylpropanenitrile

2-(5-{(2EZ)-8-[6-amino-5-(trifluorometil)pyridin-3-il]-2-(cianoimino)-
3-metil-2,3-dihidro-1H-imidazo[4,5-c]quinolin-1-il}piridin-2-il)-
2-metilpropanonitrilo
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INIVIRY 7 U T

1.10 - BEREOIFEFAEROE LD

BE - FEFORTEEEHDFT LD

L4 - B4 |6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-dlpyrimidin-7(8 H)-one (B4 : 2SR 7 U 7)
152 N. NN
joa®
‘AN = N __~ CHy
HNJ N | CHj
g (0] [e]
ZhEE « WA | PINARRE U s ILIE
Wik - & |NWIRIER & OFFIICIBW T, W, A VR 7 7L LT A 1E
125mg % 3 HEEKEE L CRZICER KRG L, 2ok 1 ERERET 2, 2t 14
AN L TEGZEEVIRT, ok, BEOREBIZLVEEREST S,
BIBEORRE | —
(1120 O X NSV % /A
BRIy « B | BAl 4 7T A®D TR 25mg (1 TR AF VR 7 ) T 25mg &)
AT TV AR T 125mg (1 7B/ VRS 7 U7 125mg & 4)
i SrEENE
RIS 0D BB # A
7w bk 3 1000 mg/kg
Q >2000 mg/kg
A4 X 39 >100 mg/kg
AR P 5
BE | BE Beh&E Bl iy o
U wng | s | meke/R) | (mekg/BD) TR
v M| 3EM | A | 0,50, 3<50 | 50mgkg/ HEA k: 7 vEAE, Ui
100, 200 HE, &0, FHaR, FEHER
, RERIE, SRR, B/
i, FmERE U Bk - MR
DD, FHEHIE OB, U
WDV L SERIBY, KK B 0%
P, SR OZENE, Alifa o7k
~rna7y—HE
100 mg/kg/ A LA _b: KSEAZEME, T
O i Rm s
200 mg/kg/ H = FET-FEA:, 0 IR B,
BAHEE RIS, KEHIOKT,
PEEARI, HIE, BRI
oY
20, 100, Q200 | 100 mg/kg/ HLL I #EMRE, T v
200, 400 A, T, EEORE,
PR, RAERLOZENE, Rlifa ok
~rna7y—HE
200 mg/kg/ H LA _b: P0G PRI #E, )
HERERD, R oL, U
2RO U o ER D
400 mg/kg/ H: FET-FEA, HFSER)
BT
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INIVIRY 7 U T
1.10 73K RIS D

EBRAELRDOE &8

1530 )

gl

40,10, 30,
100;

410

10 mg/kg/ H LA E: AR BRSO, &
Rl DI

30 mg/kg/ H LA b (REHEINENHI, A
MERER- U o7 EREC B ERER - AR BR
BowD, mo MM, U oSl
DV BRI, RS LR
DENE, FER RS OZENE, IR
B O, BRIEEY o fio 2=kl
~rn7y =V

100 mg/kg/ H: FETHEA, BRTEHEE
WZEaEBZOND bR ERILG, B
R, Mk, B, BRI,
G ERELOWL, AST-ALT-ALP-

Y-GTO L&, 7T I KT, S
AR ZE L, @I oK, H
1 - B IRAE D ZERI b, Fifd~ 7 =
77—V D%k

20, 50,
100, 200

Q 200

100 mg/kg/ H LA bF: AR i ek E ek
200 mg/kg/H: WREHEIZ L D&%
Z 6D G M E S, M/

gl

40,10, 30,
100

3 <10

10 mg/kg/ H BL b IREANNE], A
Wk, ARIEREGED, B EREL - 47
FRERES -t FER B D), i/ MR
HHam,  MRo v o8Bk, &8l
HREOER, ko EXR- 2250
b, RERE-H RO

30 mg/kg/ H LA b: U o mNERES - BAER
BOWL, R¥E BRI -
FEREAE O, I LIROEE
PEEFERIRL F,  EE AL oD 22 fad L,
IR DZERafb, TRIAREZENE, IR
B AR IR O W)

100 mg/kg/ H: FELCHEA, JEIR, A1
RREAME, SEIRAE, DRENSWY, &
H, REOWBE, K& HEOLEMA,
BEHERY, BB, k-
ALT-AST-ALP® L5, ClEd, JR
pHIET, JRAAE, U RHioV
SRERJD, BRI OPETE, Gl
T A VIR DZENE - BEFE, Bl fifi
-~ v 7y —RH

20, 50,
100, 300

Q<50

50 mg/kg/ H LA b (REHEINENH, A
PBE, FRLERE D, BRI o> 22
faft.

100 mg/kg/ H LA b: GFBREREL - 146
BB OB, MR

300 mg/kg/H: EETEREY, il

gl

320,02,
0.6,2

302

0.2 mg/kg/ H LA F i BRE - 47 H Bk
B HERE DR, BRGEHRET,
Mo bR R

0.6 mg/kg/ B LA b B BEIE DM,
U LKA D U 2 SERIBD, R RS
FREOEMN
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INIVIRY 7 U T

1.10 73K RIS D

EBRAELRDOE &8

2mg/kg/H: &I, i/ MrREGED

02

0.2 mg/kg/ H LA F i ERE - 47 H ek
B BB Y o ERE O D

0.6 mg/kg/ H LA L EHEHHAR O,
U oSk kD ) BRI, e
B D FH

2 mg/kg/H: I/ MREGRA, HHEG/E
ET

1S | &0
0.6,2

3290,0.2,

302

0.2 mg/kg/ H LA F i ERE - 47 H Bk
Bowb

0.6 mg/kg/ H LA F: BAERE R, G T
FERAE DZENE, FEE RIRO RSN
b R ENEEFEHI R

2mg/kg/H: #{E, B, Ak
WA, EHiaoRED, Bigo Y
2 BRI

02

0.2 mg/kg/H LAk B EREL- U o)
BoOWY

0.6 mg/kg/ B LA kx4 FERER - L BRER
BoOWY

2 mg/kg/B: ®AE, B OFRIR-IE
I, HEREQRA, /MREGED, B
B OB, VSRR O U R
kg

BoMEM | &N
0.6,3

390,0.2,

3 <0.2

0.2 mg/kg/ B LA F: B i ERE D, 47
FREREORA, REEORE I DZEME, K
BB IR DRSO - B N EESEA
}:I|4

3mg/kg/ A : FRIMERE R, Vo3
450 BEREL - AR BR AR DI, /MR
Bigid, U o flRko Y kA

Q3

0.6 mg/kg/ H LA F: F i BRE- 47 H ER
B GFEREREL DD, U oSl D
U 2Bk

3mgkg/H: U 28 BRI DI
A, B REARE O

Rl

BER ORBLE
+ A5481008 Bk : 428/444 = 96.4%
+ A5481023 FABR : 325/345 =94.2%

A5481008 ER

RIl1E A O FEE

A5481023 #Br

(G

%

(G %

Bk
=iz
it B

it 134/444
RV 96/444
2 1f. 85/444

348/444
171/444
140/444

78.4
38.5
31.5
30.2
21.6
19.1

285/345 82.6
198/345 57.4
57/345 16.5
114/345 33.0
87/345 25.2
96/345 27.8
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1.10 - BEREOIFEFAEROE LD

BREREERRORER
(N—=R T A AEIZEAR 72 < G HIFFIC CTCAEVA.0 IZEES& 7 L— R 1 LA
L OBERBEMENED S, T ORHRRE L)

) A5481008 FBR A5481023 Bk

i R AR A M1 B O A — —
1445 % 4% %
M IfER 429/444 96.6 334/342 97.7
JLTF= 425/444 95.7 322/343 93.9
ek Giast %o 423/444 95.3 324/340 95.3
2 1 346/444 77.9 260/342 76.0
IR 280/444 63.1 195/341 57.2

T A F—HRRAA WA A, B
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112 REEH—

5

A B [¢] D E F G H 1 J
BEFORM E/BE | RFT—
1 AR BERES PER E 21 BRRSRHERI PR R BT P SAE) 13 Y™™
2 (B3 ARICBET5X#
3 |3.28 JEHE
4 328 = LRy 207 5K [Susan M. Decoteau (200242 7 ~ ke b [Pfizer, USA/UK/Ireland/Holland__|SF [l Tkk et [3E{f [
5 [3.2.p x|
6 [3.2p = LvRe 77 B [Susan M. Decoteau __ [2004%22 7] ~ e 1 [Pizer, USA/German EIYE] [Py kL [EF4ii [
7 [32.A Zoff i
8 |3.2.A [— LRy 2)7 Zoofh [Susan M. Decoteau [— [Pfizer, USA BN [+ EEE [EEA [
9 13.0.R HHBOEREE
10[32R [— LA L = = [— [— [— [— [—
11133 Z& 30k
331 _ The Application of Science- and Risk-Based Concepts to Drug Substance  Colgan ST, Watson TJ, | _ S J Pharm Innov 2012; P -
12 o Stability Strategies. Whipple RD, et al 7(3-4) (Dec):205-13. >
Ph: Bi Anal
Use of a quality-by-design approach to justify removal of the HPLC weight |Skrdla PJ, Wang T, J Pharm Biomed Ana N
332 — g I . . — — ShE 2009; 50(5)(Dec):794-{ % i
13 % assay from routine API stability testing protocols. Antonucci V, et al. s
Examining the impact of excipient material property variation on drug .
X . . . Kushner J, Langdon BA, J Pharm Sci 2011; 5
_ . by~ > _ 5 4
333 producf quality attributes: a quality-by-design study for a roller compacted, Hiller JI, et al. ShE 100(6)(Jun):2222-39. 255
14 immediate release tablet.
A quality-by-design study for an immediate-release tablet platform: Ph 0 2014:
33.4 — examining the relative impact of active pharmaceutical ingredient Kgshner J, Langdon BA, — HhE { aszSCI. g ; B e
15 properties, processing methods, and excipient variability on drug product Hicks 1, etal. 03(2)(Feb):527-38.
L . . L Elhajouji A, Van .
335 _ Indications for a threshold of chemically-induced aneuploidy in vitro in Hummelen P, Kirsch- _ _ S0 Envlr'(m Moll Mutagen BE m
16 human lymphocytes. Volders M. 1995; 26(4):292-304.
L . . Parry JM, Fielder RJ, Mutagenesis 5
_ ¥ _ Sz 4
. 3.3.6 Thresholds for aneuploidy-inducing chemicals. McDonald A. EASES| 1994;9(6):503-4. 245
117 Eva]uzlm.zn 4:)fthrle[sho(;d; for be]nomﬁl- al‘lld carpem{i]aum-mduce.d . Bentley KS, Kirkland D, _ A Mutat Res 2000; e e
3. — aneuploidy in cultured human lymphocytes using fluorescence in situ Murphy M, et al. 464(1)(Jan):41-51. 2
8 hybridization.
| 1085438 JEBEPPABN
0 [4.2.1 FEBER
1[42.1.1 ) w At 5 R
42,111 RR-REG 700-00180  [Summary of the Preclinical Pharmacology for PD 0332991 Paul Keller 2~ i Plizer, K[ S N Gdi e
22
PD- PALBOCICLIB (PD-0332991) BIOCHEMICAL POTENCY
42.1.12 0332991 |l 133 |EVALUATION TOWARD CDK4/6 AND EXPANDED HUMAN Brion W. Murray 2~ Pfizer, K[ S Fhigkr Al s
23 827 KINOME SELECTIVITY ANALYSIS
PD-
SUMMARY OF PALBOCICLIB (PD-0332991) COMBINATION WITH - ' " P =5 %
42113 332991-1 1001} ANTLESTROGEN THERAPEUTICS IN ER+ BREAST CANCER Nathan V. Lee L i SRl § § Pfizer, K[ s PR #¥
24
PK/PD Modeling of Tumor Growth and Biomarker Response to PD - - . A - =3 .
4.2.1.14 764-04338 0332991 in a Human Tumor Xenograft Mouse Model James Williams ﬂl&lH ﬂlﬁ:lH Pfizer, K[ s PR REf
25
26 |42.1.2 EIVESESE R
gy #2121 7570744 In Vitro Pharmacology: Study of PF-00080665-73 ‘_ 2l il ‘- TTUR S Fhigkr R %
gg 42122 75760087 In Vitro Pharmacology: Pfizer 2| Profile Study of PF-05089326-00 ‘_ by CReN i ‘- 75 Sl MR A G
29 [42.1.3 LRI
Effect of PD-0332991-0054 on Cloned hERG Potassium Channels _ - _ " - =3 .
30 4.2.1.3.1 ‘.3R243 Expressed in Human Embryonic Kidney Cells ‘ ﬂlﬁ:.H 2(.¢IH ‘ Kl s B e
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A B [¢] D E F G H I J
WA RORM E/BE | RFT—
1 AR BEFES &4 b E 21 BRRSRHERI BRI ML T P SAE) BB Y™
EFFECTS OF PD-332, 991 ON ACTION POTENTIALS RECORDED . , =
> ~ ser. % =7 45
. 42132 PD0332991/1CI001/02 | e OLATED PURKINIE MIBRES N VITRO ADavis 2~ i Pfizer, %[ Sh[E HN R FHATG
Safety Pharmacology - Blood Pressure, Heart Rate, and Cardiac Rhythm - - . " _— - ”
o |12 745-03696 Effoets of DD 33209121 in Boaghe bogs Bailic MB 2~ i Pfizer, K[H S thpgkr Bl
Safety Pharmacology - Cardiovascular Assessment of Oral PD-0332991 in . - . " _— - -
33 4.2.1.34 ‘;R248 Telemetry Instrumented Male Beagle Dogs Laura W. Ringer ﬂlﬁ:lH ﬂlﬁ:lH Pfizer, K[ s B REf
Safety Pharmacology - Neurofunctional Evaluation of PD 332991-54 in o - . " - =3 .
w [12138 74503890 Shraguc-bawley Rate Tiffini K. Brabham 2l ~ il Pizer, K[H Sl MR Eai
42.13.6 745-03892 Safety Pharmacology - Effect of PD 332991-54 on Pulmonary Function in Eric J. Olsen 2‘.*'*‘ szlH Pfizer, K[ S0 MR T 1
5 Beagle Dogs
6 [4.2.1.4 H) PRI AR FLAE AR
7 [ LR L [— [— [— [— [— [— —
38 [4.2.2 ER7INEETA
39 [42.2.1 Srdrik
Method Validation Report: LC/MS/MS Analysis of PD 0332991 in EDTA | - . " - = ”
w0 4.2.2.1.1 764-04143 Monkey. Mouse, Rabbit, and Rat Plasma C Quang 2l ~ 2l Pfizer, K[H SHE FEP At
Method Validation Report: LC/MS/MS Analysis of PD 0332991 in EDTA
42212 764-04144 Dog Plasma Calibration Curve Range of 10.0 to 10,000 ng/mL and 1.00 to |C Quang 2~ i Pfizer, K[ S g FEAi 4
41 900 ng/mL
Validation of a Method for the Determination of PD-00332991 and
42213 143180 Metabolite PF-05089326 in Rat Plasma (K2-EDTA) by Liquid ] 2~ i I | R 2R a5
42 Chromatography-Tandem Mass Spectrometry (LC-MS/MS)
Partial Validation of a Method for the Determination of PD-00332991 and
42214 143181 Metabolite PF-05089326 in Dog Plasma (K2-EDTA) by Liquid ] 2~ i I | AR 2Ef a5
43 Chromatography-Tandem Mass Spectrometry (LC-MS-MS)
Partial Validation of a Method for the Determination of PD-0332991 in
42215 1400238 Rabbit Plasma (K2-EDTA) by Liquid Chromatography-Tandem Mass || | | J I 2~ I | AR 2R a5
44 Spectrometry (LC-MS/MS)
Partial Validation of a Method for the Determination of PD-0332991 in Rat
422,16 1400243 Plasma (K2-EDTA) by Liquid Chromatography-Tandem Mass 2~ i I | AR 2Ef a5
45 Spectrometry (LC-MS/MS)
Partial Validation of a Method for the Determination of PD-0332991 in
42217 1400244 Dog Plasma (K2-EDTA) by Liquid Chromatography-Tandem Mass ] 2~ i I | AR FEf a5
46 Spectrometry (LC-MS/MS)
47 4222 TR
Single Dose Pharmacokinetics, Dose Proportionality, and Oral (PO)
Bioavailability of PD 0332991 in Rats Following Intravenous o _ N —_— =3 .
42.2.2.1 764-04175 Administration of PD 0332991-0002C and PO Administration of PD - 2(.FF.H ZWIH K s B e
48 0332991-0054
Single Dose Pharmacokinetics and Oral Bioavailability of PD 0332991 in
42222 764-04166 Male Beagle Dogs Following Intravenous Administration of PD 0332991- || 2~ - Es S R 2R e
49 0002C and Oral Administration of PD 0332991-0054
Single Dose Pharmacokinetics and Oral Bioavailability of PD 0332991 in
42223 764-04200 Male Cynomolgous Monkeys Following Intravenous dministration of PD - 2(.?.}3! NZ(.FIH _ K[E S E R A i
50 0332991-0002C and Oral Administration of PD 0332991-0054
PD-
42224 332091 [l 14292 |PERMEABILITY AND TRANSPORT EVALUATION OF PD 0332991  |Eric L. Reyner 2~ Pfizer, K[ S Fhigkr R %
51 S
52 (4223 il
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A B c D E F G H 1 J
BEFOEN wEBE | mFT—
1 T PR BEFET £4 b E 2 BRBRFHINI BRBRSH T @R Rt o8l | #oRH |
PF-00080665 (PD- PF-00080665 (PD-0332991) IN VITRO ASSESSMENT OF UPTAKE
4.223.1 0332991) 111|AND BILIARY EXCRETION ASSAY IN SANDWICH CULTURE Yi-an Bi 2 Pfizer, K[H SHE FEP Bal =
s 932 HUMAN HEPATOCYTES (SCHH)
PD-
IN VITRO TRANSPORTER OATP1BI AND OATP1B3 UPTAKE OF PD- - " s o
o 42232 332991-04270 0332901 Renato J. Scialis 2~ Pfizer, K[H e AR FF "
Tissue Distribution 0{'['4(3 PD 0332991 in Long-Evans Male Rats . . e [ B
42233 pm2dfo332991-001 Michael J. Potchoib 2 Pfizer, K p 1
55 & DM Study Number: DMzthonzom-om rehact S, Folhotba L il izer, Kol s PR i ’
In Vitro Protein Binding of PD 0332991 to Plasma Proteins of Mouse, Rat, | . 2 H ~ |, N - =
. »Rah ) zer, % e e
o 42234 764-04174 Dog, and Human Siersma C Z’il 3 2#*& Pfizer, K[H SHE FEPE A
PD-
42235 0332991 |l 1415 |PROTEIN BINDING OF PD-0332991 IN RABBIT PLASMA Jennifer Winton 2 Pfizer, [H S N fidid "
57 26
PF-
PROTEIN BINDING OF PF-05089326 IN MOUSE, RAT, DOG AND ) ) . .
s s - ser. K 4] B 4
o 42236 2?239326-10 HUMAN PLASMA Jennifer A Winton 2~ Pfizer, k[H ST MR FFAf
Definitive Red Blood Cell (RBC) Distribution of PD 0332991-0054in  [Hubbel A, Williams JA, N . e - -
59 42237 764-04302 Whole Blood of Mouse, Rat, Dog, Monkey, and Human ZhuT ﬂl&lH 2(.$.H Pfizer, I AHE B P
60 [4.2.2.4 FRE#F
PD- Metabolism and Excretion of PD-0332991 in Sprague Dawley Rats Alfin D.N. Vaz
. . g .N. s ~ zer. K s =3 4
42241 0332991 [ 135 [Following a Single Oral Dose of 50 mgke [14C] PD-0332991 and Deepak Dalvie 2~ i Plizer, [E] S N FAT
758 Identification of Circulating and Excretory Metabolites
61
PD-0332991 METABOLISM OF PD-0332991 FOLLOWING A SINGLE ORAL DOSE [Alfin D.N, Vaz . .
42242 i 2 ~2 Pfizer, K P 2 4
204619 OF 1.97 MG/KG ['*C]PD-0332991 IN BEAGLE DOG Deepak Dalvie WIH WIH izer, K s FEETRY ki ’
62
PD- IDENTIFICATION OF EXCRETORY AND CIRCULATING A DNV
METABOLITES IN SIX HEALTHY HUMAN VOLUNTEERS m L. vaz, ~ zer, K e Ee '3
42243 0332001 | 3 B Deepak Dalvie 2~ Plizer, [E] S N FAT
46 FOLLOWING A SINGLE 125 MG ['“C]PD-0332991 ORAL DOSE
63
PD-
42244 0332991 |l 1508|METABOLISM OF PD-0332991 IN MOUSE HEPATOCYTES Alfin Vaz 2~ Plizer, [E S N fidid #®
64 1
PD-332991 METABOLISM OF PD-0332991 IN RAT, DOG AND HUMAN Alfin DN. Vaz, . .
4 d ~ y * b B 4HE
42245 193503 [HEPATOCYTES Deepak Dalvie 2 iRl § Pfizer, KIH s HAER #¥
65
PD-
REACTION PHENOTYPING OF PD-0332991 USING HUMAN Angela Wolford, . s .
5 N Jer. K " "
4.2:2.4.6 21;2991-095 HEPATOCYTE RELAY METHOD LiDi L i SRl § § Pfizer, I s HAER #¥
66
D IN VITRO RECOMBINANT SULFOTRANSFERASE (SULT)
y REACTION PHENOTYPING OF PD-0332991 (PF-00080665) . N - . - -
4.224.7 233299]-1703 SULFONATION AND ENZYME KINETIC PARAMETERS IN HUMAN |E12ine Tseng 2 LRl § U Pfizer, KIH s PR #¥
7 LIVER $9, CYTOSOL AND SULT2A1
68 [4.2.2.5 HEitk
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W OMB 8% | RFT—
1 WA SRR WERRE &4 v E £ PRI M 1 ) PR H T P SAE) B Y™
Absorption and Excretion of [*C]PD-0332991 Following Oral _ A P -
42.2.5.1 8273768 2 ~2 S H 3 e
Administration to Rats (.FIH (.FFIH K #HE HAER Bl :
69
Absorption and Excretion of [*C]PD-0332991 Following Oral _ A P -
42252 8276000 2 ~2 S H 3 e
Administration to Dogs (.FF.H (.FFIH K #HE HAER Bl :
70
Radioactivity Analysis of Urine, and Fecal Samples from Healthy Human
42253 4200021 Male Subjects Following a Single Oral Dose of [*C]-PD-0332991 in 2~ i I | R Gdi e
Support of Clinical Protocol Number A5481011
71
72 |4.226 M EAER] GEBRR)
PD-
EFFECT OF PD-0332991 ON HUMAN DRUG METABOLIZING . .
- et K 5 = 15
42261 (1)13‘?991-_18 ENZYMES IN VITRO Robert Walsky 2~ i Pfizer, K[ e AR FF
73
PD-
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TO INDUCE CYTOCHROME P450 (CYP1A2, CYP2B6, CYP2C8 AND I - . -
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77
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80
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Vi ’ > 7 ¥ s % "
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BIOANALYTICAL METHOD VALIDATION REPORT ADDENDUM 3:
A5489003 Addendum 3 [The Partial Validation of an HPLC-MS/MS Assay Method for the ] oneizA2zn~203494230 [l ShE HNEE B s
Determination of PD 0332991 in Human Dipotassium EDTA Plasma
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A5489003 Addendum 4 |The Validation of an HPLC-MS/MS Assay Method for the Determination 201043 H9H ~20144F3 H26 A Sk FENEEER 5% 3
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and PF-05089326 in Human Dipotassium EDTA Plasma
174
BIOANALYTICAL METHOD VALIDATION REPORT ADDENDUM 1:
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Validation Report Addendum, LCMS 97 Revision 1 Quantitation of
Midazolam and 1'-Hydroxymidazolam in Human Plasma via HPLC with - 20044E11 4 - ShE FEN R 5% i3
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186 MS/MS Detection
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A5481001

Clinical study report: A Phase 1 Clinical, Pharmacokinetic, and
Pharmacodynamic Evaluation of 2 Schedules of Oral PD-0332991, a
Cyclin-Dependent Kinase Inhibitor, in Patients with Advanced Cancer

Supplemental clinical study report: A Phase 1 Clinical, Pharmacokinetic,
and Pharmacodynamic Evaluation of 2 Schedules of Oral PD-0332991, a
Cyclin-Dependent Kinase Inhibitor, in Patients with Advanced Cancer
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A5481010 (Phase 1)

A Phase 1/2 Study of the Efficacy, Safety, and Pharmacokinetics of Oral
PD-0332991 (Palbociclib), a Cyclin-Dependent Kinase 4 and 6 (CDK4/6)
Inhibitor, as Single Agent in Japanese Patients with Advanced Solid Tumors
or in Combination with Letrozole for the First-Line Treatment of
Postmenopausal Japanese Patients with ER(+) HER2(-) Advanced Breast
Cancer
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A Phase 1, Open-Label Study to Investigate the Effect of Dose and
Ethnicity on Palbociclib (PD-0332991) Pharmacokinetics in Japanese
Healthy Volunteers
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Pfizer, USA
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A5481013

A Phase 1, Open-Label, Single Dose, Parallel-Cohort Study to Evaluate the
Pharmacokinetics of Palbociclib (PD-0332991) in Subjects with Impaired
Hepatic Function
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A5481014

A Phase 1, Open-Label, Single Dose, Parallel-Group Study to Evaluate the
Pharmacokinetics of Palbociclib (PD-0332991) in Subjects With Impaired
Renal Function
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A5481012

A Phase 1 Randomized, Open-Label, 2-Sequence, 2-Period Crossover
Study of the Effect of Multiple Doses of PD-0332991 on Midazolam
Pharmacokinetics in Healthy Women of Non-Childbearing Potential
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A5481016

A Phase 1, Open-Label, Fixed-Sequence 2-Period Study to Investigate the
Effect of Multiple Doses of Itraconazole on the Single Dose
Pharmacokinetics of Palbociclib (PD-0332991) in Healthy Volunteers
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A5481017

A Phase 1, Open-Label Fixed-Sequence 2-Period Study to Investigate the
Effect of Multiple Doses of Rifampin on Palbociclib (PD-0332991)
Pharmacokinetics in Healthy Volunteers
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A5481018

A Phase 1, Open-Label Fixed-Sequence 2-Period Crossover Study of
Palbociclib in Healthy Subjects to Investigate the Potential Effect of
Antacid Treatment on the Pharmacokinetics of a Single Oral Dose
Administered Under Fasted Conditions
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A5481026

A Phase 1 Open-Label Fixed-Sequence Two-Period Crossover Study of the
Effect of Multiple Doses of Tamoxifen on PD-0332991 Pharmacokinetics
in Healthy Male Volunteers
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A5481038

A Phase 1, Open-Label, 3-Period Study of the Effect of an Antacid, a
Proton Pump Inhibitor and an H2-Receptor Antagonist on Palbociclib (PD-
332,991) Bioavailability Under Fed Conditions in Healthy Volunteers
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A Phase 1, Open-Label, Fixed-Sequence, 2-Cohort, 2-Period Study to
Investigate the Effect of Modafinil and Pioglitazone Given as Multiple B
53347 A5481039 Doses on Single Dose Pharmacokinetics of Palbociclib (PD-0332991)in |77 A —#k 20144E10H ~20144E124 Pfizer, USA ShE PR R i3
Healthy Volunteers
233
2345335 Atz l—v 3 PKRABREEE
A Population Pharmacokinetic Analysis of Palbociclib (PD-0332991) in
533.5.1 ]];]\:ﬁ;:;‘:QDD'AS“Sb' Patients with Advanced Solid Tumors TPtk NA NA ShE R B 4
235
236|534 HWAKFE (PD) RBRHSE
237|5.34.1 fEFEBBRE BT S P DRBL U P K/P DB &
238 [zl = = = — — — —
239(5.342 [BFICHIT S P DRERK P K/P Datrfit
Clinical study report: A Pilot Study of PD-0332991 in Patients with 200745 H ~2010426 4 (7 —2 71k
Previously Treated Mantle Cell Lymphoma F7H)
5.3.4.2.1 A5481002 TrAY—tk USA SHE FEP 5% i3
Supplemental clinical study report: A Pilot Study of PD-0332991 in 2007455 H ~2012424 H (B8 0 ’
Patients with Previously Treated Mantle Cell Lymphoma &gz R)
240
_ - _|Palbociclib QTc-Concentration Analysis in Cancer Patients .
53422 PMAR-EQDD-A348b AP it NA NA S HARIEE B #
241 DP4-287
Population Pharmacokinetic and Semi-mechanistic Pharmacodynamic
PMAR-EQDD-A548b- |Modeling and Analysis to Evaluate Palbociclib Exposure-Response B . - P %
53423 DP4-271 Relationship for Neutropenia in Patients With Advanced Cancer TrAY -tk NA NA AHE aleey &%
242
Population Pharmacokinetic and Semi-mechanistic Pharmacodynamic
53404 PMAR-EQDD-A548b-  [Modeling of the Effect of Palbociclib on Thrombocytes in Patients with TPt NA NA HhE PRk Bz 1
DP4-286 Advanced Cancer
243
Exposure Response Analysis of Palbociclib Exposure and the Progression-
53425 ]];I\:ﬁ;‘sQDD'AS‘tSb' Free Survival (PFS) in Patients with Advanced Breast Cancer TP —it NA NA Sh[E sk BE fiid
244
Population Pharmacokinetic and Exposure-Response Analyses to Evaluate
PMAR-EQDD-A548b- |the Relationship Between Palbociclib Exposure and Progression-Free T it s 5 -
5.3.4.2.6 DP4-508 Survival (PFS) in Women With Metastatic Breast Cancer That Has NA NA AHE aleey B%
245 Progressed After Prior Endocrine Therapy
246|535 AMER OZ eV B S &
247|5.3.5.1  HEET 200 B D Moo R 5
Phase 1/2, Open-Label, Randomized Study of the Safety, Efficacy, and Phase 1: USA
Pharmacokinetics of Letrozole Plus PD-0332991 (Oral CDK 4/6 Inhibitor) . Phase 2: Canada, France, Germany,
d Letrozole Single Agent for the First-Line Treatment of ER-Positive. : 2008629 ~20134E 111 (7 =57k i ke B =
53.5.1.1 A5481003 and Letrozole single Agent for the Iirsf e > TrAYP—1t - Hungary, Ireland, Italy, Russia, PN &L B2
HER2-Negative Advanced Breast Cancer in Postmenopausal Women A7 H) South Africa, Korea, Spain, Ukraine,
248 USA
A Randomized, Multicenter, Double-Blind Phase 3 Study of PD-0332991
(Oral CDK 4/6 Inhibitor) Plus Letrozole Versus Placebo Plus Letrozole for Australia, Belgium, Canada, France,
the Treatment of Postmenopausal Women with ER (+), HER2 (-) Breast . 20134224 ~20164:2 (7 —#H vk |Germany, Hungary, Ireland, Italy, . =
53.5.12 A5481008 Cancer who have not Received any Prior Systemic Anti-Cancer Treatment |77 —# F7H) Japan, Korea, Poland, Russian, s PR REf *
for Advanced Disease Spain, Taiwan, Ukraine, UK, USA
249
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Multicenter, Randomized, Double-Blind, Placebo-Controlled, Phase 3 trial
of Fulvestrant (Faslodex) with or without PD-0332991 (Palbociclib) +/- .
Goserelin in Women with Hormone Receptor-Positive, HER2-Negative 2013495 ~20144£12 1 (7 =57 b
Metastatic Breast Cancer whose Disease Progressed After Prior Endocrine A7 H) Australia, Belgium, Canada,
Therapy = g Germany, Ireland, Italy, Japan,
53.5.1.3 A5481023 Ty AP —tt ?IH?H 201531 (7=271 Netherlands, Portugal, Romania,  #}[%] FEN R FEA 3
Progression Free Survival (PFS) Update report (16 March 2015) ZH Russian, Korea, Taiwan, Turkey,
=__ 17,1 |Ukraine, UK, USA
Progression Free Survival (PES) Update report (23 October 2015) 3?‘73:;9#’ 2154108 (F—2 7T
250
251|53.52  FExIHRRERAS &
A Phase 1/2 Study of the Efficacy, Safety and Pharmacokinetics of Oral
PD-0332991 (Palbociclib), a Cyclin-Dependent Kinase 4 and 6 (CDK 4/6)
Inhibitor, as Single Agent in Japanese Patients with Advanced Solid Tumors| _ . 201446 H ~20164E3 H (5 —4 vk . =3 %
53521 AS5481010 (Phase 2) or in Combination with Letrozole for the First-Line Treatment of 77 AVt *7H) Japan Sl HAER #¥
Postmenopausal Japanese Patients with ER (+) HER2 (-) Advanced Breast
252 Cancer
253|5.3.5.3 I OB & fF - THENT L 7o is &
P CERER RIREO R IR 77 APt - - SE/ERN |k - e
Ry .
g55|53532 RRIRAYZ AL RRAT 77 A Pit — - SE/EN |k - "
256(5.3.54 O OERREREE
Clinical study report: Phase 1/2 Open-Label Study of the Safety and 20084E2 H ~2012428 H (7 —4# 71w
Efficacy of PD-0332991 in Combination with Bortezomib and F7H)
Dexamethasone in Patients with Refractory Multiple Myeloma
_ - ’ : : [ S 4HE
5.3.54.1 A3481004 Supplemental clinical study report: Phase 1/2 Open-Label Study of the TTAY i 2008*rF—ZlH ~20134F3 H (ko> |USA, Germany, Czech Republic  |44[E TR Bk
Safety and Efficacy of PD-0332991 in Combination with Bortezomib and &gz R)
Dexamethasone in Patients with Refractory Multiple Myeloma
257
An Expanded Access Study of Palbociclib in Combination with Letrozole
as Treatment of Post-menopausal Women with Hormone Receptor
53542 A5481034 Positive, HER2 Negative Advanced Breast Cancer for whom Letrozole T AP —1E SEfT Canada, USA Sh[E R _ 1
Therapy is Deemed Appropriate
258 (MEZE, CIOMSSE)
A Multicenter, Randomized, Double-blind Phase 3 Study of Palbociclib
(Oral CDK 4/6 Inhibitor) plus Letrozole versus Placebo plus Letrozole for China. Hong K. si
53.543 A5481027 the Treatment of Previously Untreated Asian Postmenopausal Women with [ ¢ 47—} HeLTH T ,ma’ ;Eg_] ozg, ngapore, AR [E HNEE — 4
ER (+), HER2 (-) Advanced Breast Cancer arwan, thatan
259 (M2, CIOMS%)
A Phase 1 Open-Label Pharmacokinetics Study of Palbociclib, a Cyclin-
Dependent Kinase 4 and 6 (CDK4/6) Inhibitor, in Postmenopausal Chinese . ;
53544 A5481019 Women with ER (+), HER2 (-) Advanced Breast Cancer Dt 3;)175;5)% ~2l I G2 e — _ s
260
261]5.3.6 ififRik ORI BT L85 E
262(5.3.6.1 [Postmarketing Medically-Confirmed Safety Data of Palbociclib [77 14—t [20154£2 3 H ~20164E2 5 26 F KEZpE [sh1 [t et 5% Ei3
263]5.3.7 BFET — ¥ R K OVERFLEK
264]5.3.7.1 SEG] T3 7 7 A Y —tt _ _ FEPEEER _
265|53.7.2 AEHEG TR 7 7 A F—tt _ _ R _
266/53.7.3 EERAEHES TR 7 7 A F—tt _ _ R _
267|53.7.4 WA R A S A B ] Bk 77 A Y —it _ _ R _
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270 5.4.1 Cancer cell cycles. Sherr CJ. . FaSE| ?ZI;;_C; 1996; 274: BE e
971 542 CDK inhibitors: positive and negative regulators of G1-phase progression. |Sherr CJ, Roberts JM. S E ?Seglesllz)ev 1999; 13: BE i
543 Distinct roles for cyclin-dependent kinases in cell cycle control. van den Heuvel S, Harlow ShE Science 1993; 262: 5% i3
272 E. — 2050-4 ’
273 54.4 The retinoblastoma protein and cell cycle control. Weinberg RA. o AR [E Cell 1995; 81: 323-30 |&#% 4
545 Selective CDK4/6 inhibition with tumor responses by PD0332991 in Leonard JP, LaCasce AS, S Blood 2012; 119: P -
274 patients with mantle cell lymphoma. Smith MR, et al. — K 4597-607 >
Cyclin DI and estrogen receptor messenger RNA levels are positively Hui R, Cornish AL, Clin Cancer Res
5.4.6 R ’ g E % i
275 correlated in primary breast cancer. McClelland RA, et al. — e 1996; 2: 923-8 5%
A clinicopathological study on overexpression of cyclin D1 and of p53 in a [Michalides R, Hageman BrJ Cancer 1996; 73: | .
5.4.7 - : . . NG| B 4
276 series of 248 patients with operable breast cancer. P, van Tinteren H, etal. |— 728-34 ’
Deregulation of cyclin E and D1 in breast cancer is associated with Nielsen NH, Emdin SO. Oncogene 1997; 14:
4. S X . : ’ ’ E ’ % e
277 348 inactivation of the retinoblastoma protein. Cajander J, et al. — e 295-304 5%
PD 0332991, a selecti lin D ki 4/6 inhibitor, preferentiall ) .
549 inhibits proiforation of luminl estrogen receptor-positive human breast |11 RS Dering J [ Breast CancerRes 1 o e
* proeraton gen receplor-p Conklin D, et al. — : 2009; 11: R77 5
278 cancer cell lines in vitro.
Cancer facts and figures; Data on specific cancers; Breast cancer statistics. World Cancer Research
4.1 http: .werf.org/i -facts- -specific- - E % e
54.10 tp: //www. w.crl' org/int/cancer-facts-figures/data-specific-cancers/breast- Fund Tnternational. - ShE _ ]
279 cancer-statistics.
5411 GLOBOCAN 2012: Estimated Cancer Incidence, Mortality and Prevalence |International Agency for S e ”
o Worldwide in 2012. http://globocan.iarc.fr/Pages/fact_sheets_cancer.aspx. |Research on Cancer. — = — Z
280
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281 http://ganjoho.jp/reg_stat/statistics/stat/summary.html. ;f%i}gféf;i WA e — 2%
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Surveillance, Epidemiology, and End Results Program. SEER Stat Fact
54.14 Sheets: Female Breast Cancer. National cancer institute. FaSE| _ BE 4
283 http://seer.cancer.gov/statfacts/html/breast.html.
Educa.ling Empowering Advocating, Education, Incidence and Incidence Metastatic Breast Cancer .
5.4.15 Rates; Network _ SHE _ 5% i3
284 http://mbcn.org/education/category/incidence-and-incidence-rates. ework.
sate E§lr9gen receptor statgs l.)y immunohisloch.emislry is superior to the .ligand- Harvey JM, Clark GM, J Clin Oncol 1999: 17:| .
4. binding assay for predicting response to adjuvant endocrine therapy in S E BE s
Osborne CK, et al. — 1474-81 :
285 breast cancer.
Malignant tumors of the breast. In: De Vita VT Jr, Lawrence TS, . .
5.4.17 Rosenberg SA, editors. Cancer, Principles and Practice of Oncology, 9th T\B/Iur:rlem F\P/IIJ, Harris JR, . S E . BE s
286 Edition, Lippincott Williams and Wilkins; 2011; 1401-46. orrow M.
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sats Chemotherapy and targeted lhe.rapy for women with human epidermal Partridge AH, Rumble J Clin Oncol 2014; 32:| __
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287 American Society of Clinical Practice Guideline. > Larey LA, etal. )
5419 ESO-ESMO 2™ international consensus guidelines for advanced breast Cardoso F, Costa A, S0 Ann Oncol 2014; 25: BE -
288 cancer (ABC2). Norton L, et al. — 1871-88
Breast Cancer. In: NCCN clinical practice guidelines in oncology (NCCN National Comprehensi
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289 Comprehensive Cancer Network; 2015: 187 pages. ancer Retwork.
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5422 A review of the treatment of endocrine responsive metastatic breast cancer Carfloso F, BischoffJ, B S0 Reviews 2013; 39: BE m
in postmenopausal women. Brain E, et al.
291 457-65
Superior efficacy of letrozole versus tamoxifen as first-line therapy for Mouridsen H, 7 Clin Oncol 2001: 19
5.4.23 postmenopausal women with advanced breast cancer: results of a phase III |Gershanovich M, Sun'Y, | FaSE| 2596-606 T BE 4
292 study of the International Letrozole Breast Cancer Group. etal.
Phase I1I study of letrozole versus tamoxifen as first-line therapy of Mouridsen H, J Clin Oncol 2003: 21:
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