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Read all of this leaflet carefully for
complete instruction



1. INDICATIONS AND USAGE
PALBOCICLIB is indicated for the treatment of HR-positive, HER2-negative
advanced or metastatic breast cancer in combination with:

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

2. DOSAGE AND ADMINISTRATION

2.1. Recommended Dose and Schedule

The recommended dose of PALBOCICLIB 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. PALBOCICLIB should be taken with food.

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



When given with PALBOCICLIB, 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 PALBOCICLIB 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. PALBOCICLIB
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 PALBOCICLIB 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*

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



Table 2. Dose Modification and Management — Hematologic Toxicities*

Monitor complete blood counts prior to the start of PALBOCICLIB 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 or2

No dose adjustment is required.

Grade 3

neutropenia** N

with fever m .

38,5 °C Withhold PALBOCICLIB until recovery to Grade <2.

. Resume at the next lower dose.

and/or

infection
At any time:

Grade 4 Withhold PALBOCICLIB until recovery to Grade <2.
Resume at the next lower dose.

Grade 3

Day 1 of cycle:

Withhold PALBOCICLIB, 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 PALBOCICLIB 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.

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?3.



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

CTCAE Grade Dose Modifications

Grade 1or2 No dose adjustment is required.

Withhold until symptoms resolve to:

Grade 23 non-hematologic e Grade <1;

toxicity (if persisting despite * Grade <2 (if not considered a safety risk for the
optimal medical treatment) 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.

Dose Modifications for Use with Strong CYP3A Inhibitors
Avoid concomitant use of strong CYP3A inhibitors and consider an alternative

6

concomitant medication with no or minimal CYP3A inhibition. If patients must
be coadministered a strong CYP3A inhibitor, reduce the PALBOCICLIB dose to 75
mg once daily. If the strong inhibitor is discontinued, increase the PALBOCICLIB
dose (after 3 to 5 half-lives of the inhibitor) to the dose used prior to the
initiation of the strong CYP3A inhibitor.

Dose Modifications for Hepatic Impairment

No dose adjustment is required for patients with mild or moderate hepatic
impairment (Child-Pugh classes A and B). For patients with severe hepatic
impairment (Child-Pugh class C), the recommended dose of PALBOCICLIB is
75 mg once daily for 21 consecutive days followed by 7 days off treatment to
comprise a complete cycle of 28 days.

3. DOSAGE FORMS AND STRENGTHSG
75 mg hard gelatin capsules

100 mg hard gelatin capsules

125 mg hard gelatin capsules



4. CONTRAINDICATIONS
- Hypersensitivity to the active substance or to any of the excipients

- Use of preparations containing St. John's Wort

5. WARNINGS AND PRECAUTIONS

5.1. Neutropenia

Monitor blood counts prior to initiating therapy and at the beginning of each cycle
(as well as on day 15 of the first 2 cycles), and as clinically necessary; if neutropenia
is limited to grades 1 or 2 in the first 6 cycles, monitor every 3 months (prior to the
beginning of a cycle) and as clinically indicated for subsequent cycles.

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.

5.2. Embryo-Fetal Toxicity
Based on findings from animal studies and its mechanism of action, PALBOCICLIB
8

can cause fetal harm when administered to a pregnant woman.

Advise pregnant women of the potential risk to a fetus. Advise females of
reproductive potential to use effective contraception during treatment with
PALBOCICLIB and for at least 3 weeks after the last dose.

5.3. Pre/perimenopausal women

Ovarian ablation or suppression with an LHRH agonist is mandatory when pre/
perimenopausal women are administered PALBOCICLIB 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.
5.4. Infections

Since PALBOCICLIB has myelosuppressive properties, it may predispose patients
to infections.

Patients should be monitored for signs and symptoms of infection and treated
as medically appropriate. Physicians should inform patients to promptly report
any episodes of fever.



5.5. Hepatic impairment

Administer PALBOCICLIB with caution to patients with moderate or severe
hepatic impairment, with close monitoring of signs of toxicity.

5.6. Renal impairment

Administer PALBOCICLIB with caution to patients with moderate or severe renal
impairment, with close monitoring of signs of toxicity.

5.7. Concomitant treatment with inhibitors or inducers of CYP3A4

Strong inhibitors of CYP3A4 may lead to increased toxicity. 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 PALBOCICLIB dose to 75 mg once daily. When the strong inhibitor is
discontinued, increase the PALBOCICLIB dose (after 3-5 half-lives of the inhibitor) to
the dose used prior to the initiation of the strong CYP3A inhibitor. 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
10

coadministration of PALBOCICLIB with moderate CYP3A inducers.

5.8. 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.

5.9. Critical visceral disease

The efficacy and safety of palbociclib have not been studied in patients with
critical visceral disease.

5.10. Gl toxicity

Nausea, vomiting, diarrhea, and stomatitis (generally grade 1 or 2) were
reported from clinical studies.

5.11. Driving and using machines

PALBOCICLIB may cause fatigue and patients should exercise caution when
driving or using machines.
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6. ADVERSE REACTIONS
>10%:

Central nervous system: Fatigue (41%), headache (26%), peripheral
neuropathy (13%)

Dermatologic: Alopecia (18% to 22%), skin rash (17%)

Gastrointestinal: Nausea (25% to 34%), stomatitis (25% to 28%), diarrhea (21%
to 24%), constipation (20%), vomiting (15% to 19%), decreased appetite (16%)

Hematologic & oncologic: Neutropenia (75% to 83%; grade 3: 48% to 55%;
grade 4: 6% to 11%), decreased absolute lymphocyte count (81%; grade 3: 17%;
grade 4: 1%), anemia (30% to 78%; grade 3: 3% to 5%; grade 4: <1%), leukopenia
(43% to 53%; grade 3: 19% to 30%; grade 4: <1%), thrombocytopenia (17% to
23%; grade 3: 2%; grade 4: <1%)

Infection: Infection (47% to 55%)

Neuromuscular & skeletal: Weakness (8% to 13%)

Respiratory: Upper respiratory tract infection (31%), epistaxis (7% to 11%)
Miscellaneous: Fever (13%)
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1% to 10%:

Cardiovascular: Pulmonary embolism (1% to 5%)

Dermatologic: Xeroderma (6%)

Gastrointestinal: Dysgeusia (7%)

Hematologic & oncologic: Febrile neutropenia (1%; grade 3: 1%)

Ophthalmic: Blurred vision (6%), increased lacrimation (6%), dry eye syndrome (4%)

Laboratory abnormalities: ALT increased, AST Increased

Incidence not known:

Cystitis, conjunctivitis, oral ulceration, glossitis, erythema, rhinitis, influenza,
pharyngitis, sinusitis, laryngitis, cheilitis, pruritus, acneiform rash, maculopapular rash

7. DRUG INTERACTIONS

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

BCG (Intravesical), Conivaptan, CYP3A4 Inducers (Strong), CYP3A4 Inhibitors (Strong),
Deferiprone, Dipyrone, Fusidic Acid (Systemic), Idelalisib, Natalizumab, Pimecrolimus,
Pimozide, St John's Wort, Tacrolimus (Topical), Vaccines (Live), Grapefruit Juice

Risk D (Consider therapy modification):

CYP3A4 Inducers (Moderate), Dabrafenib, Echinacea, Fingolimod, Leflunomide,
Lomitapide, Nivolumab, Pitolisant, Roflumilast, Stiripentol, Tofacitinib, Vaccines
(Inactivated)

Risk C (Monitor therapy):

Aprepitant, Aripiprazole, Ceritinib, Chloramphenicol (Ophthalmic), Clozapine,
Coccidioides immitis Skin Test, CYP3A4 Inhibitors (Moderate), CYP3A4 Substrates
(High risk with Inhibitors), Dasatinib, Deferasirox, Denosumab, Dofetilide,
Flibanserin, Fosaprepitant, Netupitant, Nimodipine, Ocrelizumab, Pidotimod,
Promazine, Sarilumab, Siltuximab, Simeprevir, Sipuleucel-T, Tertomotide,
Tocilizumab, Trastuzumab
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Food Interactions

Coadministration with grapefruit may increase PALBOCICLIB plasma
concentrations. Management: Avoid concomitant administration with grapefruit.

8. USE IN SPECIFIC POPULATIONS

8.1. Pregnancy

Based on findings from animal studies and its mechanism of action, PALBOCICLIB
can cause fetal harm when administered to a pregnant woman. 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. 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.
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8.2. Lactation

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 PALBOCICLIB, advise a
lactating woman not to breastfeed during treatment with PALBOCICLIB and for
3 weeks after the last dose.

8.3. Females and Males of Reproductive Potential

Pregnancy Testing

Based on animal studies, PALBOCICLIB can cause fetal harm when administered
to a pregnant woman. Females of reproductive potential should have a
pregnancy test prior to starting treatment with PALBOCICLIB.

Contraception
Females

PALBOCICLIB can cause fetal harm when administered to a pregnant woman.
Advise females of reproductive potential to use effective contraception during
treatment with PALBOCICLIB and for at least 3 weeks after the last dose.
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Males

Because of the potential for genotoxicity, advise male patients with female
partners of reproductive potential to use effective contraception during
treatment with PALBOCICLIB and for 3 months after the last dose.

Infertility

Males

Based on animal studies, PALBOCICLIB may impair fertility in males of
reproductive potential.

8.4. Pediatric Use
The safety and efficacy of PALBOCICLIB in pediatric patients have not been studied.

8.5. Geriatric Use

No overall differences in safety or effectiveness of PALBOCICLIB have been
reported between geriatric patients and younger patients.

17



8.6. Hepatic Impairment

No dose adjustment is required in patients with mild or moderate hepatic
impairment (Child-Pugh classes A and B). For patients with severe hepatic
impairment (Child-Pugh class C), the recommended dose of PALBOCICLIB is
75 mg once daily for 21 consecutive days followed by 7 days off treatment to
comprise a complete cycle of 28 days.

8.7. Renal Impairment

No dose adjustment is required in patients with mild, moderate, or severe renal
impairment (CrCl >15 mL/min).

9. OVERDOSAGE

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

18

10. DESCRIPTION

CYBRIN® capsules for oral administration contain 75 mg, 100 mg, or 125 mg
Palbociclib with Microcrystaline cellulose, Lactose Monohydrate, Sodium starch
glycolate, Colloidal silicone dioxide, and Magnesium stearate as inactive
ingredients.

11. CLINICAL PHARMACOLOGY

11.1. 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 G1into 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

19



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 antiestrogen in vitro did not become senescent and resumed
proliferation following palbociclib withdrawal.

11.2. Pharmacokinetics

Absorption: Increased with high-fat, high-calorie food
Distribution: Vd (mean): 2,583 L

Protein binding: ~85%

Metabolism: Extensively hepatic; Major pathways: Oxidation and sulfonation,
primarily by CYP3A and sulfotransferase (SULT) enzyme SULT2A1; Minor pathways:
Acylation and glucuronidation
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Bioavailability: Mean absolute bioavailability: 46%
Half-life elimination: 29 + 5 hours
Time to peak: 6 to 12 hours

Excretion: Feces (~74%, primarily as metabolites); Urine (~18%; primarily as metabolites)

12. HOW SUPPLIED/STORAGE AND HANDLING

12.1.How supplied

CYBRIN® is available as hard gelatin capsules containing 75 mg ,100 mg and 125
mg of PALBOCICLIB. CYBRIN® is available as follows:

- 7 capsules of 75 mg CYBRIN® are in a blister and 3 blisters are packaged in a
wallet and one wallet is packaged in one box. Each box contains 21 capsules.

- 7 capsules of 100 mg CYBRIN® are in a blister and 3 blisters are packaged in a
wallet and one wallet is packaged in one box. Each box contains 21 capsules.

- 7 capsules of 125 mg CYBRIN® are in a blister and 3 blisters are packaged in a
wallet and one wallet is packaged in one box. Each box contains 21 capsules.
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12.2. Storage Conditions:
Store below 30°C (86°F). Keep away from light and moisture.

12.3. Handling and Disposal:

Care should be exercised in the handling of PALBOCICLIB. Any unused product
should be disposed of in accordance with local requirements. Several guidelines
on the subject have been published. References for some of these guidelines
are as below:

* NIOSH Alert: Preventing occupational exposures to antineoplastic and other
hazardous drugs in healthcare settings. 2004. U.S. Department of Health
and Human Services, Public Health Service, Centers for Disease Control and
Prevention, National Institute for Occupational Safety and Health, DHHS
(NIOSH) Publication No. 2004-165.

e OSHA Technical Manual TED 1-0.15A, Section VI: Chapter 2. Controlling
Occupational Exposure to Hazardous Drugs. OSHA, 1999.

e American Society of Health-System Pharmacists. (2006) ASHP Guidelines on
Handling Hazardous Drugs. Am J HealthSyst Pharm. 2006; 63:1172-1193
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Disclaimer: This leaflet was last approved in March 2019. This content should
not be considered complete and may not include all the information needed to
use PALBOCICLIB safely and effectively.
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