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COMPOSITION

Caboz 60 Tablet : Each film coated tablet contains Cabozantinib (S)-Malate INN equivalent to
Cabozantinib 60 mg.

Caboz 20 Tablet : Each film coated tablet contains Cabozantinib (S)-Malate INN equivalent to
Cabozantinib 20 mg.

Caboz 20 Capsule : Each capsule contains Cabozantinib (S)-Malate INN equivalent to
Cabozantinib 20 mg.

THERAPEUTIC CLASS
Anti-cancer

CLINICAL PHARMACOLOGY

Mechanism of Action : In vitro biochemical and/or cellular assays have shown that
Cabozantinib inhibits the tyrosine kinase activity of MET, VEGFR-1, -2 and -3, AXL, RET, ROST1,
TYROS, MER, KIT, TRKB, FLT-3, and TIE-2. These receptor tyrosine kinases are involved in
both normal cellular function and pathologic processes such as oncogenesis, metastasis, tumor
angiogenesis, drug resistance, and maintenance of the tumor microenvironment.
Pharmacodynamics

Cardiac Electrophysiology : The effect of Cabozantinib on QTc interval was evaluated in a
randomized, double-blinded, placebo-controlled trial in patients with medullary thyroid cancer
administered a Cabozantinib capsule formulation. A mean increase in QTcF of 10 - 15 ms was
observed at 4 weeks after initiation. A concentration-QTc relationship could not be definitively
established. Changes in cardiac wave form morphology or new rhythms were not observed. No
patients in this study had a confirmed QTcF > 500 ms nor did any patients in METEOR,
CABOSUN, or CELESTIAL.

Pharmacokinetics

Repeat daily dosing of a Cabozantinib capsule formulation for 19 days resulted in 4- to 5-fold
mean Cabozantinib accumulation (based on AUC) compared to a single dose administration;
steady state was achieved by Day 15.

Absorption : Median time to peak Cabozantinib concentrations (T, ) ranged from 3 to 4 hours
post-dose. A 19% increase in the C__ of Cabozantinib tablet compared to a Cabozantinib
capsule formulation was observed following a single 140 mg dose. A less than 10% difference
in the AUC was observed between Cabozantinib tablet and Cabozantinib capsule formulation.
Food Effect : Cabozantinib C__ and AUC increased by 41% and 57%, respectively, following a
high-fat meal relative to fasted conditions in healthy subjects administered a single oral dose of
a Cabozantinib capsule formulation.

Distribution : The oral volume of distribution (V/F) of Cabozantinib is approximately 319 L.
Cabozantinib is highly protein bound in human plasma (= 99.7%).

Elimination : The predicted terminal half-life is approximately 99 hours and the clearance
(CL/F) at steady-state is estimated to be 2.2 L/hr.

Metabolism : Cabozantinib is a substrate of CYP3A4 in vitro.

Excretion : Approximately 81% of the total administered radioactivity was recovered within a
48-day collection period following a single dose of radiolabeled “C-cabozantinib in healthy
subjects. Approximately 54% was recovered in feces and 27% in urine. Unchanged
Cabozantinib accounted for 43% of the total radioactivity in feces and was not detectable in urine
following a 72-hour collection.

INDICATIONS

Renal Cell Carcinoma : Cabozantinib tablet is indicated for the treatment of patients with
advanced renal cell carcinoma (RCC).

Hepatocellular Carcinoma : Cabozantinib tablet is indicated for the treatment of patients with
hepatocellular carcinoma (HCC) who have been previously treated with Sorafenib.

Medullary Thyroid Cancer : Cabozantinib capsule is indicated for the treatment of patients with
progressive, metastatic medullary thyroid cancer (MTC).

DOSAGE AND ADMINISTRATION
Important Dosage Information : Stop treatment with Cabozantinib tablet at least 21 days prior
and Cabozantinib capsule at least 28 days prior to scheduled surgery, including dental surgery.

DO NOT SUBSTITUTE CABOZANTINIB TABLETS WITH CABOZANTINIB CAPSULES

Do not administer Cabozantinib tablet with food. Administer at least 1 hour before or at least 2
hours after eating. Swallow Cabozantinib tablet whole. Do not crush Cabozantinib tablet. Do not
take a missed dose within 12 hours of the next dose. Modify the dose for certain patients with
hepatic impairment and for patients taking drugs known to strongly induce or inhibit CYP450.
Recommended Dosage for Renal Cell Carcinoma : The recommended dosage of
Cabozantinib tablet is 60 mg once daily without food until the patient no longer experiences
clinical benefit or experiences unacceptable toxicity.

Recommended Dosage for Hepatocellular Carcinoma : The recommended dosage of
Cabozantinib tablet is 60 mg once daily without food until disease progression or unacceptable
toxicity.

Recommended Dosage for Medullary Thyroid Cancer : The recommended dosage of
Cabozantinib capsule 140 mg once daily without food until disease progression or unacceptable
toxicity.

DOSAGE MODIFICATIONS FOR ADVERSE REACTIONS

Withhold Cabozantinib tablet / capsule for :

* Intolerable Grade 2 adverse reactions

* Grade 3 or 4 adverse reactions

* Osteonecrosis of the jaw

Upon resolution/improvement (i.e., return to baseline or resolution to Grade 1) of an
adverse reaction, reduce the dose as follows:

Tablet

* |f previously receiving 60 mg daily dose, resume treatment at 40 mg daily

* If previously receiving 40 mg daily dose, resume treatment at 20 mg daily

* If previously receiving 20 mg daily dose, resume at 20 mg if tolerated, otherwise, discontinue
Cabozantinib tablet.

Capsule

* |f previously receiving 140 mg daily dose, resume treatment at 100 mg daily (one 80-mg and
one 20-mg capsule)

* |f previously receiving 100 mg daily dose, resume treatment at 60 mg daily (three 20-mg
capsules)

« If previously receiving 60 mg daily dose, resume at 60 mg if tolerated, otherwise, discontinue
Cabozntinib Capsule.

PERMANENTLY DISCONTINUE CABOZANTINIB TABLET FOR ANY OF THE FOLLOWING:

Severe hemorrhage :

» Development of gastrointestinal (Gl) perforation or unmanageable fistula

» Serious thromboembolic event (e.g., myocardial infarction, cerebral infarction)

* Hypertensive crisis or severe hypertension despite optimal medical management

* Nephrotic syndrome

* Reversible posterior leukoencephalopathy syndrome

Dosage Modifications for Co-administration with Strong CYP3A4 Inhibitors : Reduce the
daily Cabozantinib tablet dose by 20 mg (for example, from 60 mg to 40 mg daily or from 40 mg
to 20 mg daily). Resume the dose that was used prior to initiating the strong CYP3A4 inhibitor 2
to 3 days after discontinuation of the strong inhibitor.

Dosage Modifications for Co-administration with Strong CYP3A4 Inducers : Increase the
daily Cabozantinib tablet dose by 20 mg (for example, from 60 mg to 80 mg daily or from 40 mg
to 60 mg daily) as tolerated. Resume the dose that was used prior to initiating the strong
CYP3A4 inducer 2 to 3 days after discontinuation of the strong inducer. Do not exceed a daily
dose of 80 mg.

Dosage Modifications for Patients with Moderate and Severe Hepatic Impairment :
Reduce the starting dose of Cabozantinib to 40 mg once daily in patients with moderate hepatic
impairment (Child-Pugh B). Avoid Cabozantinib in patients with severe hepatic impairment
(Child-Pugh C).

CONTRAINDICATIONS
None

WARNINGS AND PRECAUTIONS

Hemorrhage : Severe and fatal hemorrhages occurred with Cabozantinib. The incidence of
Grade 3 to 5 hemorrhagic events was 5% in Cabozantinib -treated patients.

Discontinue Cabozantinib for Grade 3 or 4 hemorrhage. Do not administer Cabozantinib to
patients who have a recent history of hemorrhage, including hemoptysis, hematemesis, or
melena.

Perforations and Fistulas : Fistulas, including fatal cases, occurred in 1% of
Cabozantinib-treated patients Gastrointestinal (Gl) perforations, including fatal cases, occurred
in 1% of Cabozantinib -treated patients. Monitor patients for signs and symptoms of fistulas and

perforations, including abscess and sepsis. Discontinue Cabozantinib in patients who
experience a fistula which cannot be appropriately managed or a Gl perforation.

Thrombotic Events : Cabozantinib increased the risk of thrombotic events. Venous
thromboembolism occurred in 7% (including 4% pulmonary embolism) and arterial
thromboembolism occurred in 2% of Cabozantinib -treated patients. Fatal thrombotic events
occurred in Cabozantinib-treated patients. Discontinue Cabozantinib in patients who develop an
acute myocardial infarction or serious arterial or venous thromboembolic events that require
medical intervention.

Hypertension and Hypertensive Crisis : Cabozantinib can cause hypertension, including
hypertensive crisis. Hypertension was reported in 36% (17% Grade 3 and <1% Grade 4) of
Cabozantinib-treated patients. Do not initiate Cabozantinib in patients with uncontrolled
hypertension. Monitor blood pressure regularly during Cabozantinib treatment. Withhold
Cabozantinib for hypertension that is not adequately controlled with medical management; when
controlled, resume Cabozantinib at a reduced dose. Discontinue Cabozantinib for severe
hypertension that cannot be controlled with anti-hypertensive therapy or for hypertensive crisis.
Diarrhea : Diarrhea occurred in 63% of patients treated with Cabozantinib. Grade 3 diarrhea
occurred in 11% of patients treated with Cabozantinib. Withhold Cabozantinib until improvement
to Grade 1 and resume Cabozantinib at a reduced dose for intolerable Grade 2 diarrhea, Grade
3 diarrhea that cannot be managed with standard antidiarrheal treatments, or Grade 4 diarrhea.
Palmar-Plantar Erythrodysesthesia : Palmar-plantar erythrodysesthesia (PPE) occurred in
44% of patients treated with Cabozantinib. Grade 3 PPE occurred in 13% of patients treated with
Cabozantinib. Withhold Cabozantinib until improvement to Grade 1 and resume Cabozantinib at
a reduced dose for intolerable Grade 2 PPE or Grade 3 PPE.

Proteinuria : Proteinuria was observed in 7% of patients receiving Cabozantinib. Monitor urine
protein regularly during Cabozantinib treatment. Discontinue Cabozantinib in patients who
develop nephrotic syndrome.

Osteonecrosis of the Jaw : Osteonecrosis of the jaw (ONJ) occurred in <1% of patients treated
with Cabozantinib. ONJ can manifest as jaw pain, osteomyelitis, osteitis, bone erosion, tooth or
periodontal infection, toothache, gingival ulceration or erosion, persistent jaw pain or slow
healing of the mouth or jaw after dental surgery. Perform an oral examination prior to initiation of
Cabozantinib and periodically during Cabozantinib. Advise patients regarding good oral hygiene
practices. Withhold Cabozantinib for at least 28 days prior to scheduled dental surgery or
invasive dental procedures, if possible. Withhold Cabozantinib for development of ONJ until
complete resolution.

WOUND COMPLICATIONS

Wound complications have been reported with Cabozantinib. Stop Cabozantinib at least 28 days
prior to scheduled surgery. Resume Cabozantinib after surgery based on clinical judgment of
adequate wound healing. Withhold Cabozantinib in patients with dehiscence or wound healing
complications requiring medical intervention.

Reversible Posterior Leukoencephalopathy Syndrome : Reversible Posterior
Leukoencephalopathy Syndrome (RPLS), a syndrome of subcortical vasogenic edema
diagnosed by characteristic finding on MRI, can occur with Cabozantinib. Perform an evaluation
for RPLS in any patient presenting with seizures, headache, visual disturbances, confusion or
altered mental function. Discontinue Cabozantinib in patients who develop RPLS.
Embryo-Fetal Toxicity : Based on data from animal studies and its mechanism of action,
Cabozantinib can cause fetal harm when administered to a pregnant woman. Cabozantinib
administration to pregnant animals during organogenesis resulted in embryolethality at
exposures below those occurring clinically at the recommended dose, and in increased
incidences of skeletal variations in rats and visceral variations and malformations in rabbits.
Advise pregnant women of the potential risk to a fetus. Advise females of reproductive potential
to use effective contraception during treatment with Cabozantinib and for 4 months after the last
dose.

SIDE EFFECTS

The most common side effects of Cabozantinib include :
¢ Tiredness

* Decreased appetite

* Weight loss

¢ Nausea

* \Vomiting

¢ Changes in certain blood tests

USE IN SPECIFIC POPULATIONS

Pregnancy : Based on findings from animal studies and its mechanism of action, Cabozantinib
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 developmental and reproductive
toxicology studies administration of Cabozantinib to pregnant rats and rabbits during
organogenesis resulted in embryofetal lethality and structural anomalies at exposures that were
below those occurring clinically at the recommended dose. Advise pregnant women of the
potential risk to a fetus.

Lactation : There is no information regarding the presence of Cabozantinib or its metabolites in
human milk, or their effects on the breastfed child or milk production. Because of the potential
for serious adverse reactions in breastfed children, advise women not to breastfeed during
treatment with Cabozantinib tablet and for 4 months after the final dose.

FEMALES AND MALES OF REPRODUCTIVE POTENTIAL

Pregnancy Testing : Verify the pregnancy status of females of reproductive potential prior to
initiating Cabozantinib tablet.

Contraception : Cabozantinib tablet can cause fetal harm when administered to a pregnant
woman.

Females : Advise females of reproductive potential to use effective contraception during
treatment with Cabozantinib tablet and for 4 months after the final dose.

Infertility : Females and Males Based on findings in animals, Cabozantinib tablet may impair
fertility in females and males of reproductive potential.

Pediatric Use : The safety and effectiveness of Cabozantinib in pediatric patients have not been
established.

Geriatric Use : In clinical trials, 41% of 409 patients treated with Cabozantinib were age 65
years and older, and 8% were 75 years and older. In another clinical trial, 49% of 467 patients
treated with Cabozantinib were age 65 years and older, and 15% of patients were 75 years and
older. No overall differences in safety or effectiveness were observed between these patients
and younger patients.

Hepatic Impairment : Increased exposure to Cabozantinib has been observed in patients with
moderate (Child-Pugh B) hepatic impairment. Reduce the Cabozantinib dose in patients with
moderate hepatic impairment. Avoid Cabozantinib in patients with severe hepatic impairment
(Child-Pugh C), since it has not been studied in this population.

Renal Impairment : No dosage adjustment is recommended in patients with mild or moderate
renal impairment. There is no experience with Cabozantinib in patients with severe renal
impairment.

DRUG INTERACTIONS

Effects of Other Drugs on Cabozantinib tablet

Strong CYP3A4 Inhibitors : Coadministration of a Cabozantinib capsule formulation with a
strong CYP3A4 inhibitor increased the exposure of Cabozantinib, which may increase the risk of
exposure-related adverse. Avoid coadministration of Cabozantinib tablet with strong CYP3A4
inhibitors. Reduce the dosage of Cabozantinib tablet if coadministration with strong CYP3A4
inhibitors cannot be avoided. Avoid grapefruit or grapefruit juice which may also increase
exposure of Cabozantinib.

Strong CYP3A Inducers : Coadministration of a Cabozantinib capsule formulation with a strong
CYP3A4 inducer decreased the exposure of Cabozantinib, which may reduce efficacy. Avoid
coadministration of Cabozantinib tablet with strong CYP3A4 inducers. Increase the dosage of
Cabozantinib if coadministration with strong CYP3A4 inducers cannot be avoided. Avoid St.
John’s Wort which may also decrease exposure of Cabozantinib.

OVERDOSAGE

One case of overdosage was reported following administration of another formulation of
Cabozantinib, a patient inadvertently took twice the intended dose for 9 days. The patient
suffered Grade 3 memory impairment, Grade 3 mental status changes, Grade 3 cognitive
disturbance, Grade 2 weight loss, and Grade 1 increase in BUN. The extent of recovery was not
documented.

PHARMACEUTICAL INFORMATION

Storage Conditions :

Store in a cool (below 30°C), dry place and away from light. Keep out of the reach of children.
Presentation & Packaging :

Caboz 60 Tablet: Each commercial box contains 30 tablets in Alu - Alu blister pack.

Caboz 20 Tablet: Each commercial box contains 20 tablets in Alu - Alu blister pack.

Caboz 20 Capsule: Each commercial box contains 30 capsules in Alu - Alu blister pack.

Manufactured By ®

_ll_.BEACON
=5

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh

LF34802

N e

Tow
RIS Yo BTACEs3 AT ZFe (FI6T TIIRTEG SNtE IS (477)-NFIETs A ZqTaw
T Yo RIS FICICEAGINT G ey |

FTICATS R0 BIIRCe6 8 A efG fFel (FICHT BTIRCECE ST FFICICSAIG 4 (Q37)-TFICes
SROTAT [T 20 FIfEA FCITCEABTT 97 TIgeT |

FIICITS R0 FIE ¢ ATSTS FITPICE TR FICICSAGINR (Q7)-TFITEAG M2 ATAT T 20
fferar FRTEEBeE «F TIgey |

ot
@IS T FIABTANT 8 SIS G SIS AITCSIHT (I (76T FIAACHINT AT
e o Ty e |

AT FIRBICANT $ TS GTRCAT (AT AR FAPCAN T TS
@M et ey Feitre |

Fofewma =y e |

G 8 [y

CRT@ TREFS @@= 2 8 [Hifere A ((ToE A TegE) @7 Tww 2 e A
FRCESBI BICTs =i et 3% Face 70F |

fadifire AR (TTBE A TVEE) W7 T@S Jy T AE FICICSABG I Fr=17 =r=r
fofeet 7% wate =7 |

FICIICEADIAR BIIRCAG & PG S at ef oo Far A 0 |

QIR A FCICSAGIN BIRCS /A2 2R Tl AT 1 | R SR A@© S T57 =78
I OGS & T AT A= FAI AT | THNTBT FICICSAIBNG DI/ Y0 2= FAC TS |
FICICEATG TR BT/ Hf 41 AT 7 | FoTe Ol 2/aeT TOlterd S To woey a7
91 A 7 | forerg trware iy @ @i R e @ CYP 450 inducer s
CYP450 initibitor 84 TR F SIWa THIT TOTe AR F0e Z(J |

A1 eifsfemat

PN TR T R A aAfSfeman wat i Trete 2o 3
S 1 FIf®

ki

© | SET I

8 | IS

@13

v | T2 g 7@ A RS

i TR TR IR
TR I 3 AN @9 ATFieTe OCia fefare, TSIl AW TFid FIRTT I
IO TS FACS #AICF | TSI AW TH@ 874 T e ey ARE vy w3 |

BRI FIRI § FACEABT Mgqeh Z0o Feofere =7 Ft a1 o1 e 3ffire way
3 | THAE Fe o met fofaam TwTer s FREw 6T AReFA T
roqh I 1 T G AT Al [ |

T 8 ST TR IS 8 AT 8947 A o1 ©CATa Ffere FRITeHBiT 14T @
FPCIR AE FAOR Z/fel FACS AT |

fireTvR Tt 19T HIwTR TR FTAEAis facas wfsifret ¢ frarem g e
AffrE 27 @2 |

forerm AR TG 9] 8 TR (Child pugh B) @ ffe e T Toe F91te
@ | $F (Child pugh C) e ST=T1R 3@ SRS 929 ARE[ F90e 207 |

ARSI
iyl

TeFe! 8 AYITS!

TEHFAT 3 FICICHG (79 I AT @ SIF TS99 0O AT | SIS A5 (74
JREFFEE €% AN TFC@ (@T © TAE ¢ A TEHI ] T | (@' © 9T 8 @l
TEFACT THE FICACTG N IIKT TF FACO X | T TN AA o FI0 Te=vael
(C=TABIRIPT, TEAGERET, e S8Te) @ WS AR ST FISH BT I
FA I 0

ARCFIEHT Q3 FFoRAT 3 FTCATCEA B IIRFFRT 5% AN @ feogat g
STTCEGEACBABAIS “RCHCT RS 2N SZ | TP RGBT @ AR TR el (T
8 A5 @S) T R el TS 2 | T AN BT 8 ARCH IR el AR SIwd
TG WIS A I TS A |

ATRIPMT ¢ FrICATE G qrRIfem I qrem | A% @ TR TeT TR (8%
AT QITRITTST) @32 % TN THC@ ATACo A LTI 2 | o< AN
NI ST AT TG AT TS QTRIOFT AT O Thea

RSB HIZF I FACS LA |

T TSI THCE IR 8 (F AT I T @ O TR 0d FICACSHA 519
TSI FEFT @ FRI7W 26T A Arear Hies |

foTeR TR SIS N THed 92 ¢ TR (Child pugh B) wam feres some
THE TETq FWCe 203 | $1g (Child pugh C) N@F e o™ T @ IS5 174
[T AR AT T |

el T e @ TR TR 8 I ¢ TR TarE el e oFee torw

ARTS TR TG 3 | TGN GIREFERT N T Ol NI@aid Fe T Fwomia o=
ez T |

IRIFA
STET (90° (1. SR fT5), & FIT G2 STl TATE VI AL FeT, Aol @ Ao
FATCET IR A4 |

MEEEIEY

TR o BIREES 3 st Aififens wier Sye-siie 6= At =g wo 6 57w |
FICES R0 BIREEs 3 TS afafens e sye-snie @5 271t =it 20 B 57 |
TR 0 T 3 AfSE qfafene e wpe-sne G5 A 9 wo B FioRE |

OIS
I T e
SIE!, TR, I




