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DESCRIPTION

TIZIAXis akinase inhibitor. Axitinib has the chemical name N-methyl-
2-(3-((E)-2-pyridin-2-yl-vinyl)-1H-Indazol-6-ylsultanyl]-
benzamide. The molecular formula is C;H,,N,0S and the molecular
weight is 385 47 Daltons. TIZIAX is a white to light-yellow powder
with a pKa of 4.8. The solubility of TIZIAX in aqueous media over the
range pH 1.1 10 pH 7.8 is In excess of 02 pg/mL. The partition
coefficient (n-octanolwater) is 3.5. TIZIAX is supplied as red, fim-
coated tablets containing either 1 mg or 5 mg of TIZIAX together with
microcrystaline cellulose. lactose monohydrate, Croscarmellose
sodium, magnesium stearate, and Titanium dioxide, lron oxide red
asinactive ingredients.

CLINICAL PHARMACOLOGY

Mechanism of Action: TIZIAX has been shown 1o inhidit receptor
tyrosine kinases including vascular endothelial growth factor

of mactmw in urine. In plasma, the N-olucummde metabolite
(50% of
and TIZIAX and the sulfoxide
each forap y 20% of the
radioactivity. The sulfoxide and N-gmcuvomde metaboltes show
approximately >400-fold less in vitro potency against VEGFR-2
comparedto TIZIAX.

INDICATIONS AND USAGE

First-Line

TIZIAX in combination wm\ avelumab s indicated for the first-line

(RCC).
TIZIAX in comblnauon with pembrolizumab is Inmcaled for the first-
patients with
Second-Line dRenal Cell
TIZIAX as a sing'e agent is indicated for the treatment of advanced
renal cell carcinoma (RCC) after failure of one prior systemic
therapy.

DOSAGE AND ADMINISTRATION

The recommended dose of TIZIAX orally taken twice daily (12 hours
apart) withor without food.

Advise patients to swallow TIZIAX whole with a full glass of water If
the patient vomits or misses a dose, an additional dose should not be
taken Advise the patient to take the next prescrided dose at the usual
time.

ADVERSE REACTIONS

The following risks, te action 1o be taken, are

discussed In greater detail In other sections of the label

nypeuenslon arterial thromboembolic events, venous
bolic events, ge, cardiac failure,

receptors (VEGFR)-1, VEGFR. Z.lndVEGFR-:!an p ' perforation and fistula formation, thyroid

These are | in i wound healing compications, RPLS, proteinuria,
angiogenesis, tumor growth, and cancer VEGF- of liver enzy . hepatic and fetal
mediated endothelial cell proliferation and survival were inhibited by  development.

TIZIAX in vitro and in mouse models, TIZIAX was shown lo inhibit
tumor growth and phosphorylation of VEGFR-2 in tumor xenograft
mouse models.

mnmummlcs The effect ot a single oral dose of TIZIAX (5

lmuv:l was evaluated in a randomized, single-blinded, two-way
crossover study in 35 healthy sub;eﬂs No large changes in mean
QTcinterval (i.e., >20 ms) f; I
post-dose. However, small mcmses inmeanQTc lmeml (e, <10
ms) cannot be ruled out.

M data from 17 trials in healthy subjects and patients with

Table 1. Adverse Reactions Occurring In =10% of Patients Who
Received TIZIAX or Sorafenib

cancer A two-compartment
absorption and lag-time adequately describes the TIZIAX
concentration-time profile.

Absorption and Distribution: Following single oral 5-mg dose
administration, the median Tmax ranged from 2.5 1o 4.1 hours.
Based on the plasma half-lfe, steady state is expected within 2 to
3 days of dosing. Dosing of TIZIAX at 5 mg twice daily resulted in

ly 1.4-fold ac
a sing'e dose. Al steady state, TIZIAX exhibits approximately knear
pharmacokinetics within the 1-mg to 20-mg dose range. The mean
absolute bioavailabikty of TIZIAX after an cral 5 mg dose is
58%.Compared to overnight fasting, administration of TIZIAX with a
moderate fat meal resulted in 10% lower AUC and a high fat, high-

calorie meal resulted in 19% higher AUC. TIZIAX can be
with or without food. TIZIAX is highly bound (>99%) to human
plasma proteins with preferential bindin to albumin and moderate
binding to ail-acid gly

(n=20), at the 5 mg twice daily dose in the fed state, the geometric
mean (CV%) Cmax and AUCO-24 were 27.8 (79%) ng/mL and 265
(77%) ng WmL, respectively. The geometric mean (CV%) clearance
and apparent volume of distribution were 38 (80%) L/h and 160
(105%) L, respectively.
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Selected adverse reactions (all grades) that were reportedin <10%

Metabolism and Elimination: The plasma ha!f-life of TIZIAX ranges
from 2.5 10 6.1 hours. TIZIAX Is metabolized primarily in the liver by
CYP3A4/5 and to a lesser extent by CYP1A2, CYP2C19, and
UGT1A1. Following oral administration of a 5-mg radioactive dose of

of patients treated with TIZIAX included diziness (9%), upper
abdominal pain (8%), myalgia (7%), dehydration (6%), epistaxis
(6%). anemia (4%), hemorrholds (4%), hematuria (31.) tinnitus

TIZIAX, app y 41% of the was In - (3%), lipase (3%), (3%,

feces and 23% was in urine. | (2%). ectal hemorrhage (2%) ‘hemoplysis (2%), deep
TIZIAX accounting for 12% of the dose, was the major vein (1%). r (1%),
identified in feces. UnchanuedWMqumtdemudinunM the ycythemia (1%), jcattack (1%).




Table 2 presents the most eommn laboratory abnormalities UseTlZlAlem caution in patients who are at risk for, or who have a
reportedin 210% p S TIZIAX or history of, these events. TIZIAX has not been studied In patients who
muavenousthmmboemboﬁcmmmmmpmiw s 6 month
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* National Cancer Institute Common Terminology Criteria for l|"a)'EC!Mnﬂ TIZIAX and 4/355 rau-ms(l‘e) recmvmg sorafenid.
Adverse Events, Version3 0 rauems who had thyroid stimulating hormone (TSH) <5 pU/mL
CONTRAINDICATIONS belore treatment, elevations of TSH to =10 mL occurred in
797245 patients (32%) receiving TIZIAX and 25/ 4232 patients (11%)
None. receiving sorafenid.
DRUG INTERACTIONS: Monitor thyroid function nclnm initialion of, and periodically

In vitro data indicate that TIZIAX is metabolized pnmznly by
CYP3A4/5 and, to a lesser extent, CYP1A2, CYP2C19. and undine
diphosphate- ulucumnosmans!mse (UGT) 1A1
CYP3A4/5 Inhibitors
Co-administration of ketoconazole, a strong inhibitor of CYP3A4/5,
increased the plasma exposure of TIZIAX in healthy volunteers. Co-
administration of TIZIAX with strong CYP3A4/5 inhibitors should be
avoided. Grapefruit or grapefrut juice may also increase
plasma concentrations and should be avoided Selecbon of
concomitant medication with no or minimal CYP3A4/5 inhibition
potential is recommended. If a strong CYP3A4/5 inhibtor must be
co-administered, the TIZIAX dose shou!d be reduced.
CYP3A4/5Inducers
Co-administration of rifampin, a strong inducer of CYP3A4/S,
reduced the plasma suteo! inhealthy volunteers.  Co-
administration of 9 CYP3A4/5 inducers (e.g.,
rifampin, dexamethasone, phenylmn carbamazepine, rifabutin,
rifapentin, phenobarbital, and St. John's wort) shou!d be avoided.
Selection of :nncomnzrl medication with m or minimal CYP: JA
potential is recommended Modera
(au bosentan, efavirenz, etravirine, mlmﬂml and nafcillin) ma
w ce the plasma exposure of TIZIAX and should be ivonml
possi

WARNINGS AND PRECAUTIONS

Hypertension: In a controlled clinical study with TIZIAX for the

treatment of patients with RCC, hypertension was reported in

145/359 patients (401& muvm:" IZIAX and 103/35 pahems
Grade 3/4 h

gmg memnq sorafeni ertension was observed i
9 pauems (lGSM;:etvlnq T

and 39/355 pahems sﬂ%&
crisis was rej

pm'ms (< 17.) receiving TIZIAX and none of the panems vecemm

sorafenib

Discontinue TIZIAX if hypertension Is severe and persistent despite

anti-hypertensive Iheup and dose reduction of TIZIAX, and
should if there Is ewdence of

nypcvlensnve crisis. If ‘HZle is interrupted, patients receiving

Amrlll Thromboembolic Events: In clinical lnals arterial
thromboembolic events havo been reported, including deaths. In a
conuollcdcl.mcals lor the treatment of patients with
RCC, Grade 3/4 artenal lmamnoemholc events were reported in
4/359 patients (1%) receiving TIZIAX and 4/355 patients (1%)
receiving sorafenib.
Use TIZIAX with caution in patients who are at risk for, or who have a
history of these events. TIZIAX has not been studied in patients who
had an artenal thromboembolic event within the previous 12
months.
Venous Thromboembolic Events: In clinical trials. venous
thromboembolic events have been reported, including deaths. In a
controlled clinical study with TIZIAX for the treatment of patients with
C. venous thromboembolic events were reported in 11/359
patients (3%) receiving TIZIAX and 2/355 patients (1%) receiving
sorafenid. Grade 3/4 venous thromboembolic events were reporte
In9/359 patients (3%) receiving TIZIAX

mmuqhouL treatment with TIZIAX Treat hypothyroidism and
ermyvnn sm according to standard medical practice to maintain

euthyroid s

Unl :Ina | with TIZIAX
for the treatment of aucms with RCC, alanine aminotransferase
(ALT) elevations of all grades occurred in 22% of patients on both
arms, with Grade 3/4 events in <1% of patients on the TIZIAX arm
and 2% of patients on the sorafenib arm.
Monitor ALT, aspartate aminotransferase (AST) and bilirubin before
inttiation of and period:cally throughout treatment with TIZIAX
Hepatic Impalrment: The systemic exposure to TIZIAX was higher in
subjects with moderate hepatic impairment (Child-Pugh class B)
comparedto sub;ecls wrm nunmme atic lum: on A dose decrease

is recommendzad when a nts with moderate
hepatic impairment (Ch lﬂ Pugn class 8) IZIAX has not been
studied in patients with severe hepatic imparment (Chid-Pugh class C)

Pregnancy: TIZIAX can cause fetal harm when administered 1o a
pregnant woman based on its mechanism of action. There are no
adequate and well-controlled studies in pregnant women using
Ti In d ity studies in mice, TIZIAX was
lemofmc oxic and fetotoxic at maternal exposures that
wm lower than human exposures at the recommended clinical

whig recer mi'ﬁ'ﬁ%m is .sedmma
‘e rece: u
T

OVERDOSAGE

There is no specific treatment for TIZIAX overdose. In a controlled
clinical study with TIZIAX for the treatment of patients with RCC, 1
patient inadvertently received a dose of 20 mg daly for 4 days

and experienced duzziness (Grade 1),

In a chnical dose hndmmmny with TIZIAX, subjects who received
starting doses of 10 ice daily or 20 mqtmce dally experienced
adverse reactions which included hypertension, seizures associated
withhypertension, analammemop Sis.

In cases of suspected overdose, TIZIAX should be withheld and
supportive care instituted

HOW SUPPLIED

TIZIAX supplied in a bottie of 28 tablets packed in a HDPE container.
STORAGE

Store at 25°C (77°F); excursions permitted 10 15-30°C (5910 86°F).
SHELF LIFE

24 months
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