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DESCRIPTION
LENVATIZ, a dnase inhbitor, is the mesylate saltof Lenvatni: s chemical
name is 4-{3-chlort
B earbosie mathanesclonats, The mouar T s CuH.CINO,*
CH.0,S, and the molecular weight of the mesylate saltis 522 9¢
Lenvalinib is a white 1o pale reddish yellow powder. It is shghﬂy soluble in
water and practically nsoluble in ethanol (dshycrated). The dissodiation
constant (pKa value) of LENVATIZ is 5.05 at 25°C. The partition coefficient
(log P value) is 3.30.
Each 4 mg or 10 mg capsules of Lenvatinib, equivalent to 4.90 mg or
12.25 mg_of Lenvatinib mesylate. Following are inactive

whole. Alternatively, the capsules can be dissolved in a small glass of liquid.
Measure 1 tablespoon of water or apple juice and put the capsules into the
liuid without reaking or crushing them. Leave the capsties inthe iquid for
least 10 minutes. Stir for at least 3 minutes. Drink the mixture. After
rinking, add the same amount (1 tablespoon) of waler or apple uice to the
glass. Swirl thy fewtimes and dditional liquid.
ADVERSE REACTIONS
Differentiated Thyroid Cancer: The safety data described below are
derived from Study 1 which randomized (2:1) patients with radioactive
iodine-refractory_differentiated thyroid_cancer (RAl-refractory DTC) to
LENVATIZ (n=261) or placebo (n=131). The median treatment duration was
16.1 months for Lenvatinib and 3.9 months for placebo. Among 261 patients
who received LENVATIZ in Study 1, median age was 64 years, 52% were
women, 80% were White, 18% were Asian, and 2% were Black; 4%
identified
In Study 1, the most common adverse reactions observed in LENVATIZ -
treated patients (greater than or equal to 30%) were, in order of decreasing
frequency, hypertension, fatigue, diarrhea, arthralgia/myalgia, decreased
appetite, weight decreased, nausea, stomatitis, headache, vomiting,
proteinuria, paimar-plantar erythrodysesthesia (PPE) syndrome, abdominai
pain, and dysphonia. o most cormon serious adverse reactins (atoast

(3%), (3%).

Avoros. Fabatong i 10" yceretuchana B85t of patients receiving
LENVATIZ and 5% of patients receiving placebo; 18% of patients
discontinued LENVATIZ and 5% Gisconiinued piacebo for haverse
reactions. The most common adverse reactions (at least 10%) resulting in
dose reductions of LENVATIZ were hypertension (13%), proteinuria (11%),
decreased appete (10°%). and diarthea (10%): the most common adverse
reactions (at least 1%) resulting in discontinuation of LENVATIZ were
hypertension (1%) and asthenia (1%).

Table 1 presents the percentage of patients in Study 1 experiencing
adverse’ reactions at a higher rate in LENVATIZ capsules-treated
patients than patients receiving placebo in the double-!
the DTC study.

phase of

Lenvatinib 24 mg Placebo
N=26 =131

Caicium Carbonate, Mannitol, Microcrystalline Cellulose, Hydroxypropyi

Cellulose, Hydroxypropyl Cellulose; and Talc. The capsule
shell contains titanium dioxide, ferric oxide yellow, and ferric oxide red. The
printing ink contains shellac, black iron oxide, potassium hydroxide, and
propylene glycol.

CLINICAL PHARMACOLOGY

Mechanism of Action: LENVATIZ is a recsptor tyrosine Kinase (RTK)
inhibior that ntibis the Idnase actiles

s of vascular
ctor (VEGF) receptors VEGFRT (FLT1) VEGFR2 (KDR), and VS
(FLT4) LENVATIZ also inhibits other RTKs that have been implicated in
pathogenic angiogenesis, tumor growth, and cancer progression in addition
1o their normal cellular functions, including fibroblast growth factor (F
receptors 3,and 4
aipht (PDGFRa). KIT and RET. * The combination of LENVATIZ and
everolimus showed increased antianglogenic and aniitumor actiy as
demonstrated by decreased

formation, and VE-GF signaling invitto and tumor volume in mouse xerograt
models of human great

Pharmacodynamics

Cardiac Electrophysiology: A single 32 mg dose (1.3 times the
recommended daily dose) of LENVATIZ did not prolong the QT/QTc \nlerval

Adverse Reaction ‘A" ‘(%.}f,"es‘ie”‘(’u‘/’? Al GRdes| Sates
Vascular Disorders
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Disorders
Diarrhea 7 17
lausea 7 25
Stomatitis” 1 8
on [ Vomiing 6 15
platelet derived growth factor receptor  -acaominal pain ; o :; 3
Oral pain” 25 1 B 0
Dry mouth 7 0.4 8 0
Dyspepsia 13 04 4 0
General Disorders and Administration Site Conditions
Fatigue” 67 il 35 )
Edema peripheral [ 21 04 | 8 [ o

Tissue Disorders

in a thorough QT study in healthy subjects. However, QT wa and
observed icimcalsiudies Arhvalgailyalga |62 | 5 | 28 [ 3
Pharmacokinetics and Nutrition Disorders
Absorption: After oral administration of LENVATIZ, time to peak plasma | \Weidht decreased [ 13 [ 15 T 1
concentration (Tmax) typically occurred from 1 to 4 hours post-dose. | Decreased appefite [ 84 [ 7 T 18 | 1
Administration with food did not affect the extent of absorption, but | o [ 2 [ 2 [ 1
decreased the ate of absorption and delayed the median Tmax rom 2hours [ Nervous Sysfem Disorders
to4hour Headache [ 8 [ 3 [ 1 [ 1
in} panems with sold tumors administered single and muliple doses of T oo e % o | 5 [
ATIZ once daily, the maximum LENVATIZ YSQ

lCmax) e area ey the soncaniraton-ima dunve (AUG) incroased | Dizziness i | 15 [ o4 | 9 | o
proportionally over the dose range of 3.2 to 32 mg with a median Renal and Urinary Disorders
accumiationindex of 0.96 (20 mg) m 54 (6.4mg). Proteinuria [ 34 ] 38 [ ©

Skin and Tissue Disorders
o 6854 5 a6 (0.3-30 ug/mL) nvira.ha LENVATIZ Dlood-to-plasma [ Pamar-plantar
concentration ratio ranged from 0.58910 0.608 (0.1~ 10 ig/mL ) 32 3 1 o
Based on in vitro data, LENVATIZ is a substrate of P-gp TR butnota Hash 57 o 3 o
substrate for organic anion transporter (OAT) 1, OATS, organic anion {225
|ransp0rllng polypeptide (OATP) 1B1, OATP1B3, orgamc cation transporter | Alopecia 2 0 5 0
(0cT) T2 orthemlesa\texpcrlpump(BS 7 2 o

following i Thoracic and Mediastinal Disorders

Cmax. The termmal ehmmamn half-| Me ol LENVATIZ 28 | Dysphonia [ 31 ] 5 [ o
hours. Cough 24 | 18 | o
Metabolism: CYP3Ais one of the main metabolic enzymes of LENVATIZ. [ Epistaxis 12 ] T )
The main metabolic pathways for LENVATIZ in humans were identified as | peychiatric Disorders
enzymaﬂc(CYPS

Insomnia [ 12 [ o T =3 [ o
Excretion: Ten days after a single ! -
106 pauems with solid tumors, approxlmalely e ana 55 ot me tadiotabal I o
were eliminated in the feces and urine, respectively. Dentaland oralinfections’] 10 | 1 [ 1 [ 0
Specific Populations: Urinary tractinfection | 11| 1 | 5 | ©
Renal Impairment: The pharmacokinetics of LENVATIZ following a single | Cardiac Disorders
24 mg dose were evaluated in sublects wih miid (Cler 60-89 mLmin), [ Efectrocardiogram GT
moderate (CLcr 30-59 mL/min), and severe (CLcr <30 mLjmin) renal | prolonged 9 2 2 o

impairment, and compared to healthy subjects. Subjects with end stage
renal disease were not studied. After a single 24 mg oral dose of LENVATIZ,
the AUCO-inf for subjects with renal impairment were similar compared to
those for healthy subjects.

Hepatic Impairment: The pharmacokinetics of LENVATIZ following a single
10mg dose of LENVATIZ were cvaluated n sublects wnh mid (Chil-Pugh
A) and moderate (Child-Pugh B) hepati

a Includes hypertension, hypertensive crisis, increased blood pressure
diastolic, andincreased blood pressure

Includes aphthous stomatitis, stomatitis, glossitis, mouth ulceration,

and mucosal inflammation

Includes abdorinal discomfrt, abdominal pain, lower abdominal pain,

upper abdominal pain, abdominal tendemess, epigastric discomfort,

o

o

The
of asingie 5 mg dose wers evaluated in subjects with Bty (Chito-Pugn ©)
hepatic impairment. Compared to subjects with normal hepatic function, the
dose-adjusted AUCO-inf of LENVATIZ for subjects with mild, moderate, and
severe hepaticimpairment were 119%, 107%, and 180%, respectively.
Effects of Age, Sex, and Race: Based on a population PK analysis, weight,
age, sex, and race did not have a significant effect on apparent clearance
(CVF) of LENVATIZ.
DOSAGE AND ADMINISTRATION
Recommended Dose for DTC: The recommended daily dose of LENVATIZ
is 24 mg (two 10 nd or
i o ot tood. Comtie LENVATIE aril aease progression or ot
unacceptable toxicity. Take LENVATIZ at the same time each day. If adose
is missed and cannot be taken within 12 hours, skip that dose and take the
next dose at the usual time of administration.
Recommended Dose for RCC: Tt fLENVATIZ

inoluties oral pain
\ncludesasthema fatigue, and malaise

Includes musculoskeletal pain, back pain, pain in extremity, arthralgia,
and myalg

g Includks maculr rash, maculo-papular rash, generazed rash, and rash
h. Includes gingivits, ora inection, parois, perioronils, periodonti,

~oa

Renal Cell Carcinoma: The data described below are derived from Study 2
p metastatic
renal cell carcinoma (RCC) to LENVATIZ 18 mg + everolimus 5 mg (n=51),
LENVATIZ 24 mg (n=52), or everolimus 10 mg (n=50) once daily. This data
also includes patients on h dose Gscalation porlion of the study who
received LENVATIZ 18 mg +everolimus 5 mg (n=11). The median treatment
duration was 8.1 months for LENVATIZ + éverolimus and 4.1 months for

is 18 mg (one 10 mg capsule and two 4 mg capsules) in combination with 5
mg everoimus oraly taken once daily with or without food. - Continue

62 patients who received LENVATIZ + everolimus in
Study 2,the mecian age was 61 years, 719 were men. and 95% wore Wite
The mOS| common adverse reactions observed in the LENVATIZ +

LENVATIZ pl until disease or until

toxicity. Take LENVATIZ and overolimus at ne same fime each day. I adose
is missed and cannot be taken within 12 hours, skip that dose and take the
nextdose atthe usual time of administration.

Administration Instructions: LENVATIZ capsules should be swallowed

Size : 100 x 182 mm

(> 30%) were, in order of decreasing frequency,
diarrhea, e an%\ralgla/mya\gla decreased appetite, vomiting, nausea,
pheral_edema, cough,
abcdominal pain,dyspnea, ash, waight decragsed, femorhagic events, and
proteinuria. The most common serious adverse reactions (= 5%) were renal




faiure (119, dehydration (10%), anemia (6%), thrombocytopenia (5%).
diarthea (5%), vomiting (5%), and dyspnea (5%)

Adverse reacions ed to doso reductons o nforuption n 89% o pationts
receiving Lenvatinib 4%

fistula was reported in 2% of patients in the Lenvatinib + everolimus-treated
group and no patients in the everolimus-treated group. The events resolved
in all patients. Discontinue LENVATIZ in patients who develop

s oS Common aderas TEAGHnS (» 55 HoaLiing i-S0%6 Fedubyons
the Lenvalinib + everolimus-reated group were diarrhea (21%), fatigue
(8%), thrombocytopenia (6%), vomiting (6%), nausea (5%), and proteinuria
(5%).

Treatment discontinuation due to an adverse reaction occurred in 29% of
patients in the Lenvatinib + everolimus-treated group and 12% of patients in
the everolimus-treated group.
CONTRAINDICATIONS

to

toanyof P
DRUG INTERACTIONS
Effect of Other Drugs on Lenvatinib

iypocalcemia: In study 1 in DTC, 9% of Lenvatinib-reated patients
experienced grade 3 or greater hypocalcemia compared to 2% in the

placebo group. In most cases hypocalcemia responded to replacement and
dose interruption/dose reduction.

In study 2 in RCC, 6% of paller\ts in the Lenvatlmb + everolimus-treated
group and 2%of pa

or greater
Monitor biood calcium levels at least mommy o replace calcium as
necessary during LENVATIZ treatment. Interrupt and adjust LENVATIZ
dosing as necessary depending on severity, presence of ECG changes, and
persistence of hypocalcemia.

No dos of ATIZ is when
wilh OYPAA P-glycoprotein (P-gp), and bveasl cancer resistance protein
(BCRP) inhibitors and CYP3Aand P-gp inducer
WARNINGS AND PRECAUTIONS
Hypertension: In Study 1 in DTC, hypertension was reported in 73% of
LENVATIZ -treated patients and 16% of patients in the placebo group. The
median time to onset of new_or worsening hypertension was 16 days for
LENVATIZ -treated patients. The incidence of Grade 3 hypertension was
44% as compared 1o 4% for placebo, and the incidence of Grade 4
hypertension was less than 1% in LENVATIZ -treated patients and none in
the placebo group.
In Study 2 in RCC, hypertension was reported in 42% of patients in the
Lenvatinib + everolimus-treated group and 10% of patients in the
everalimus-treated group. 'ThE median time to onset of new or or worsening
e
TBGene ol Orade3 hypenenslon 55 mone Lot o ovargims
treated group as compared to 2% in the everolimus-treated group. Systolic
blood pressure = 160mmHg occurred in 29% and 219% of patients had a

Control blood pressure prior to treatment with LENVATIZ. Monitor blood
pressure after 1 week, then every 2 weeks for the first 2 months, and then at
least monthly thereafter during treatment with LENVATIZ. Withhold
LENVATIZ for Grade 3 lespite_optimal

therapy; resume at a reduced dose when hypertension is controlied at less
than or equal to Grade 2. Discontinue LENVATIZ for life-threatening

In Study 1 in DTC, cardiac dysfunction, defined as
decreased left or right ventricular function, cardiac failure, or pulmonary
edema, was reported in 7% of Lenvatinib -treated patients (2% Grade 3 or
greater) and 2% (no Grade 3 or greater) of patients in the placebo group.
The majority of these cases in Lenvatinib -treated patients (14 of 17 cases)
were based on findings of decreased ejection fraction as assessed by
echocardiography. Six of 261 (2%) Lenvatinib -treated patients in Study 1
had greater than 20% reduction in ejection fraction e measured by

In Study 2 n RCC, decreased sjection fraction and e Bilure were
veponed in 10% of palientsn the Lenvaii + averolmus-reated group and
6% df patents inthe t:

tinib. d2% of roatod

6 of L
panems In the Lenvatinip + everolimus-treated group there were two
VEF UGA.

Monitor pauems e eimienl symptoms or signs of cardiac decompensauon
Withhold LENVATIZ for development of Grade 3 cardiac dysfunction until
improved to Grade 0 or 1or baselme Either resume at a reduced dose or

NVATI f cardiac

Artenal Thrambosmbone Bvantar in sludy 1 in DTG, arterial
thromboembolic events were reported in 5% of Lenvatinib-treated patients
and 2% of patients in the placebo group. The incidence of arterial
thromboembolic events of grade 3 or greater was 3% in Lenvatinib-treated
patients and 1% in the placebo group. In study 2in RCC, 2% of patients n the
Lenvatinib + everolimus-treated group and 6% of patiens n the everolimus-

!
arterial thromboembolic events of grade 3 or greater was 29% with Lenvatinib
+ everolimus-treated patients and 4% in the everolimus-treated group.
Discontinue LENVATIZ following an arterial thrombotic event. The safety of
resuming LENVATIZ after an arterial thromboembolic event has not been
established and LENVATIZ has not been studied in patients who have had
an arterial i ithin i
Hepatotoxicity: Across clinical studies in which 1160 patients received
LENVATIZ monotherapy, hepatic failure (nciuding fatal events) was
patient. In study 1
in DTC, 4% of it pationts axperionced an increase in

alanine (ALT) and 5% rease in
i AST) that de 3 or greater. No patients in
the placebo group experienced grade 3 or greater increases in ALT or AST.

The incidence of alt and ast elevation was similar in study 2 in rcc. In study 2,
3% of Lenvatinib + everolimus-treated patients experienced an increase in
ALT and 3% experienced an increase in AST that was grade 3 or greater.
Two percent of patients in the everolimus-treated group experienced an
increase in alt and none experienced an increase in AST that was grade 3 or

er.
Monitor liver function before initiation of LENVATIZ, then every 2 weeks for
the first2 months, and at least monthly thereatter during treatment. Withhold
LENVATIZ for the development of arade 3 or greater ver impairment uni
resolved to grade 0 10 1 or baseline. Either resume at a reduced dose or
discontinue LENVATIZ depending on the severity and persistence of
hepalotoxicy. Discontinue LENVATIZ or hepaticfalure
Proteinuria: In study 1 in DTC, proteinuria was reported in 34% of
Lanvalinit-reated pationts and 3% of patients in the piacebo group. The
incidence o grade 3 profeinuria in Lenvatiniptreated patints was 11%
comparedtonone in the placebo group.
n Study 2 in RGO, proteinuria was reported in 31% of patients in the
Lenvatinib + everolimus-treated group and 14% of patients in the
everolimus-treated group. The incidence of grade 3 proteinuria in
Lenvatinibroverolimus-troated patients was 8% compared to 2% in
everolimus-treated patien
Monitor for protainuria before intiation of, and periocically throughout
treatment. f urine dipstick proteinuria greater than or equal to 24 isdetected,
obtain a 24 hour urine protein. Withhold Lenvatinib for =2 grams of
proteinuria/24 hours and resume at a reduced dose when proteinuna 5 <2
a2 hou IVATIZ for

ool Falire. and Impairment: In study 1 in DTC, events of renal
impairment were reported in 14% of Lenvatinib-treated pafients compared to
29%of patients in the placebo group. The incidence of grade 3 or greater renal
failure or impairment was 3% in Lenvatinib-treated patients and 1% in the
placebo group. In study 2 in RCC, renal impairment was reported in 18% of
Lenvatinib + everolimus-treated group and 12% in the everolimus-treated
group. The incidencs of grado 3 o greater renal aiure or mpaiment s
10%in the L o
treated group. e vk factor for severe renal |mpamnem in Lenvatinib-
romitiny
Active management of diarrhea and any other gastrointestinal symplcmgs

shouldbo ntateg orgrado 1 overts.
Withhold LENVATIZ 3or4renal
untilresolved o grade 010 1 or baseline. Either resume at a reduced dose or
discontinue LENVATIZ depending on the severity and persistence of renal
impairment.

and Fistula : In study 1 in DTC,
events of gastrointestinal perforation or fistula were reported in 2% of
Lenvatinib-treated patients and 0.8% of patients in the placebo group. In
study 2 in RCC, grade 3 or greater gastrointestinal perforation, abscess or

Across clinical
studies in which 1160 patients received LENVATIZ monotherapy, there were

reported events of reversible posterior leukoencephalopathy syndrome
(RPLS).Confirm the diagnosis of RPLS with MRI. Withhold for RPLS until
fully resolved. Upon resolution, resume at a reduced dose or discontinue
LENVATIZ depending on the severity and persistence of neurologic

symptoms.
Embryofetal Toxicity: Based on its mechanism of action and data from
animal_reproduction- studies, LENVATIZ can cause fetal harm when
administered to a pregnant woman. In animal reproduction studies, oral
administration of LENVATIZ during organogenesis at doses below the
recommended human dose resulted in embryotoxicity, fetotoxicity, and
teratogenicity in rats and rabbits. Advise pregnant women of the potential
fisk 10 a fetus. Advise females of reproductive potential to use effective
contraception during treatment with LENVATIZ and for at least 2 weeks
following completion of therapy.

OVERDOSAGE

There is no specific antidote for overdose with LENVATIZ. Due to the high
plasma protein binding, LENVATIZ is not expected to be dialyzable. Adverse
reactions in patients receiving single doses of LENVATIZ as high as 40 mg
were similar to the adverse events reported in the cinical studies at the
veccmmended dose forDTCand RCC.

HOW SUPPLI
TENVATZ 441 O supplied

30C: inaHDPE cont:

STORAGE
Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59 °F to
86°F).

SHELFLIFE
24 months

MANUFACTURED & MARKETED BY:

Tizig Pharma Private Limited

Factory: Tukucha, Nala-1, Banepa, Nepal.
Regd. Office: Maligaun-5, Kathmandu, Nepal.
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