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COMPOSITION
TIZIAXI
.'lllllnlbTablols Tm9
Each film coaled tableI contains
Axitinib 1mo
Exclplents q.s.
Colours:Titaniumdioxide, Iron oxide red
TIZIAX5
AllllnlbTablets 5mg
EachMmcoated tab'et contains
Axitinlb 5mg
Exciplents q s.
Co'ours:Titaniumdioxide, Ironaridered
DESCRIPTION

TIZIAX 1/5
TTZIAX Tablets 1mg/5mg

cartorylic acid and sultoidemetaboltes accounted for the majonty
of radioactivity In urine. In p\asml, the N-g!ucuronlde metabolrte
represented tho predominant radioactive component (50% ol
clrculaling radioactivity) and unchanged TIZJAX and the sulloxldo
metabo1 e each accounted for ;approximately 20% of lhc clrculatinp
radioactiv,ty, The sulfoxide and N-glucuronlde metabo!rtes show
approximately 2400-10d less in vtro potency against VEGFR-2
compared toTIZIAX.
INDICATIONS AND USAGE
First-Line Ad1tanced Renal Cell Carcinoma
llZIAX In combination wrth avelumab is indicated for the f11sHine
treatment ol patientswithadvanced renal ceu carcinoma (RCC).
TIZJAX In comb!natlon wItn pcmbrolizumab is Indicated !or the rirsl•
line treatmen1 of patients withadvanced renal cell carcinoma.
Secand-llneAdvancedRenal Cell Carcinoma
TIZlAX as a sing'e agent is lml'icated for tne trcatmcnl or advancccl
rcnaJ cen carcinoma (RCC) alter failure of one prior system:c
therapy.
DOSAGEANDADMINISTRATION
The recommended dose of TIZAXoray taken twice daily { 12 hours
aparl) withorwithout rood.
Advise patients to swanow T1ZIAXwhole with a lu!I glass ol water If
lhe patient vomits ormisses a dose. anadditional dose should not be
taken Advise the pa.bent to take the netprescribed dose at the usual
lime.
ADVERSEREACTIOHS
The follov.ing risks, Including appropriate action to be taken, are
discussed In greater detall In other sections of the label
hypertension, anerial thromboembolIc events, venous
thromboembollc evenls, hemorrhage, cardiac !allure,
gaslrointestinal perloraHon and fistula formation, thyroid
dysfunction. wo\md heating comp!icatlons, RPLS, protenuria,
elevation of llvor enzymes, hepatic Impairment and fetal
deve!opment
Table 1. Adverse Reactions Occurring In z:10% of Patients Who
RecelvedTIZIAXorSoralenlb -

TIZIAXis a kinase inhibitor. Axilinib has the chemlcal nameN-methyl·
2• (3-((E)-2 -pyrldln-2-yl- ,lnyl)• 1 H-lndazol•6• ylsullanyl) •
benamide. The mo'ecular tormula ls C,H,M,0S and the molecular
weight Is 366 47 D2!tons. TIZIAXIs a whtte to light-yenow powder
with a pKaof 4.8. The solubility of TIZIAX in aqueous media over the
range pH1.1 to pH 7.8 Is In e,cess ol O 2 µg,mL. The parlllion
coefficient (n•octanoLlwater} Is 3.5. TIZIAX is supp'ed as red, Am­
coated tablets conta:ning eiU1er 1 mg or 5mg ofTIZIAXtogether with
microcrystamne cel:ulose. lactose monohydrate, Croscarmel!ose
sodium, magnesum stearate, and Titanium diox.!de. lron oxlde red
as Inactivelngredients,
CLINICALPHARMACOLOGY
Mechanism of AcUon: TtZlAX has been shown to Inhibit receptor
tyrosine klnases including Yascular endothelial growth factor
receptors (VEGFR)-1, VEGFR•2. andVEGFR-3 alU,erapeutic plasma
concentrations. These receptors are lmptlcated In pathologic
angiogenesls. tumor gro'Nth. and cancer progression. VEGf..
mediated endothelial ce'/ pro'feration and survival were inhibited by
TIZIAX In vitro and In rnouse models. TIZ!AXwas shown to inhibit
tumor grov,11Und phosphorylation ol VEGFR-2 In tumnor enogratt
mousemodels.
Pharm1codynamfcs: The effect of a single oral dose of TIZIAX (5
mg) ln the absence and presence cil 400moketoconazo!e on the Ole
Interval was evaluated In a randomized. single-blinded, tv.'o-way
crossover study m 35 heathy subects. No large changes In mean
Ole Interval (Le., > 20ms} fromplacebowere detectedup to 3hours
post-dose. However, small increases inmeanOle Interval (i.e.. < 10
ms) cannotbe ru'ed out.
Pharmacoklnellcs: The populatlon pharmacokinetic analysis
pooled data from 17 1/ials In healthy subjects and patients with
cancer. A two-compaHment d1spos1tlon model with first-order
absorption and laa-11me adequately describes the TIZIAX
concentration-time proli!c.
Absorption and Distribution: Ho:owing sing'e oral 5mg dose
admlnlstral.lon. the med.an lma..c. ranged lrom 2.5 to 4.1 hours.
B2sed on the pasm hat-4te, steady state is expected within 2 to
3 days of dosing Oosmo ot TlZlAX at S mo twice daily resulted In
;ipproxima e1y 1 4•lold accumulation compJrcd to admlnlstraIion ol
a sing'e dose At steady state, TIX eh.b.ts approumutely Lnear
pharmacounetics wth:n the 1mg to 20-mg dose Iange. The mean
absolute bi0av2dab4ty ot TZIAX after an cral 5 mg dose is
58%.Compared to overnight fasling, administration cl TIZIAXwtth a
moderate fat meal resuned in 10% lower AUC and a high fat, high­
ca'onemeal resulted tn 19% higher AUC. TlZIAXcan be administered
with or wMoUl food. TIZJAX Is highly bound (>99%) to human
plasma proteins with preferential binding to albumin and moderate
binding to o1-ac1d glycoprotein, lri piitients with ildvanced RCC
(n~2DJ. ,i Ule 5 mo twice dally dose in Ule led state, U,e gcomelnc
mean (CV%) Cmax and AUC0-24 were 27.8 (79%) niJlmL and 265
(77ll) no 111ml, respectiYely. The geomelnc mean (CV%) clearance
and apparent vo!ume of distributlon were 38 (BO%) lJh and 160
(105%) L, respectvehy.
Metabolism and Elimination: The p~sma hall-Ille ol TIIJAXranges
from 2.510 6.1 hours. TIZIAX IS melabolired primarily In lho liver by
CYP3A4/5 and lo a lesser extent by CYP1A2, CYP2C19, and
UGTIA1. following oral admlnislr.llion o! a 5-mg radlomvcdoseol
TI2LAX, approximately 41% l the rad.ouctwty was rccmred In
feces and approximately 23% was recovered !n urine. Unchanged
TIZIAXmounting lor 12% ol the dose, was u,, major component
Identified in !eces. Unchanged TIZIAXwas not detected in urine, the
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Selected adverse reacllons (a'l grades) tut were reported in < 10%
ol patients trcaled wilh TIZIAX Included dlumm (9%), upper
abdominal pain (8%), mya'giu (7%). dehydnaton (6%). epistaus
(6%). anemia (4%), hemorrhoids (45%), hem2tuna (3%), tinnitus
(3%), llpaso Increased (3%), glossoaynla (3%), pulmonary
emnbo'ism (2%), rectal hemorrhage (23), Mm0ptysis (2%), deep
,cin thrombosis (1%). reunai-,eln occlusmlV\hrombosis (1%),
polycylhemia ( 1 %), andlr.lnslent lschcm:c anack ( 1%).



Table 2 presents the most common laboratory abnormalllles
r<po~ed In a,10% pallentswhormlvedTIZIAX orsoralenlb.
uboralorv Abnorm,urv H TIZIAX II Sorafenlb
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Homaloloav
Hemoo:otJ:n decreased 320 35 <1 316 52 4
Lymphocytes (absotu1e 317 33 3 309 36 4
decreased
Plalclelsdecreascd 312 15 <1 310 14 0
Whrle blood cells 320 11 0 315 16 <1
decreased
hemlstrv

2tnvne mn 55 0 4 <
i """"n 'l""'"'"'r" """ 314 44 <1 291 43 0

H oealcemia 336 39 1 319 59 2,.. m JO
H erntvcemla 336 28 2 319 23 2
U asclncreased 338 27 5 319 46 15
Am ne Jnctcased 338 25 2 319 33 2

n < ,, ?

•

AST Increased 331 20 <1 311 25 1
338 17 1 319 13 1
337 ,, <1 1319 18 1
333 " 3 314 10 3

' 336 11 <1 319 8 <1
a 336 1.3 4 319 2

HVDoohosohafemla 336 13 2 318 49 16
ALP: alkal ine phosphatase; ALT: alanine aminotransferase; AST:
asparlateam!notransrerasc -·- _
• Uat1onal Cancer 1nstituIe Common Terminology CrrIeria for
Adverse Events, Version3 0
COITTRA INDICATIOIIS
None.
ORUG IHTERACTimlS:
In vitro data indicate that TIZIAX Is metabolized primarily by
CYP3A4/5 and. to a lesser extent CYP1A2, CYP2C19, and undme
diphosphale•olucuronosyttranslerase (UGT) 1 A 1.
CYP3A4/5 lnhlbllors
Co-administration ol keloconazo'.e. a sucng inhibitor of CY?3A4/S,

##.2#6#$%2,%1t232.1%2%
av01ded. Grapehuit or grapelru,t Iu:ce rnay also increase TIZJAX
plasma concenuations and should be avoided. Selection of

z1a22.%%1.9322
co-adminislered, lhe TlZlAX dose shou:d be reduced.
CYP3A4/5 lnduccrs
Co-administration ol rifampln, a stronR Inducer 01 CVP3A4/S.

:%#pr %%,
ritampln, dexametha~one, phenY,oln, c;ubamazcpine. nlabuhn,
rilapcntin, phenobarbital, and St. John's wort) sho1:1!d be a'lcided.
Selection ol concomit.ani med!t.1tion with no or min:ma1 CYPJA4/S
Induction potential is recommended Moderate CYPJA4/S Inducers

#3,2,9%3%.$231465612112.
poss,blc.
WARNINGSAHO PRECAUTIONS
Hyporlenslon: In a conUolled cllnlcaJ study with TIZIAX for the

#e$.3'75%.$.'#%1r713
{3j±jig;psi&ijsjjjjji@iii?yEij;ji

12£%%%%3.23£2%2%£3
patients (< 1%) receiving TIZIAX and none ol the patients receiving
orafenb - ---
Discontinue TIZIAX II hypcrlension Is severe and persls!enl despite

•• % 1%¢
,:.$±,±,±.Et.#e.M#°

Arlerlal Thromboembollc Evenls: In clinical .ulals, artcrlal

%e%%.w%2.9#.3,%2
RCC. Grade 3/4 arten.11 thromtioembol:c events were reported In122.,,"cs mwxa ass mos 0»

# 2%%2%2
had an arterial lhromboembollc event w11h1n lite JIIC'lious 12
months.
Venous Thromboembollc Events: In clinical !rials venous

pt.%ta1..7%.±3
RCC. venous thromtioembohc events were rcporlcd in 11/359

%.±#.2%%222223
ln9/359Palients(3%}recetvinoTIZIA.X

% #%222%2
had a venous lhromboembofrc event within the previous 6 months.
Hemorrhase: lo a control!ed cfinlcal study with TIZlAX for the

Be##ff4,21,54%3521%71#3
%75%%%,%2,/9oms«rs«
llZlAX Ms not been studied In patients who havo evidence ol
untrealcd brain metaslasis or recent active yasttolntestinal bleeding

27±%2.$3.2#,4.#&7°
Cardiac Failure: In a contro~ed ct:nical sludy with TIZIAX for the

##4##327/#%3%4372%#1#%2£%
sorafcnib. Grade 3/4 cardiac failure was observed in~!9 patients

£22\4$%#22,222.22.213%432.%19
terr%c2%%%%2%
treatment with ~IZIAX Management ol cardiac failure may require
permanenldiscontinuallonarnZ1A.X.
GutrolntestJnal Perforation and Fistula Formallon: In a control1ed
clinical study with for lhe lreatment ol p_alients with RCC,
gastrolntestlnal perloratlon was reported In 1/359 patients t< 1 ~

±Ea±EE±pa±egsap$#a#
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Tbyrold DysluncUon: 1n 3 controUcd cfinlcal study With TIZJAX for the
treatment ol patients with ACC. hm:yr01dlsm was reporled In

229.2%.s32205%.2
@5Cs5Ta!'3'3Se? receiving soralemb.erazzaz±#rsJ.2±#:
791245 pauenls (32") receiving TIZIAX and 251232 pauents (11%)
receivino soralcnib.
Monitor thyrold runction before lnitlallon ol, and periodically
lhrou~hout. treatment wi-.h TIZJAX Treat hypothyroidism and"2??}?2,%,1.27or«nw to son4v4mac»ate to mwan

Elcvatlan ol Liver Enzymes: In a controlled clinlcal study with TIZIAX
sun:2.%.#4%%±
arms, with Grado 3/4 events in <1% 0f patents on the TIZlAXarm
and 2% ol patients on the soralenlb arm.
Montor A, aspartate aminotransferase (AST) and bilirubin before
mrtiation ol and pcriodrcaUy throughout treatment wrth TIZIAX.
Hepatic Impairment: The systemic exposure to TIZIAX was higher In
subjecls with moderate hcpallc impalrmcnI (Child•Pugh class B)
compared to subjects with normal hef atic lunclion. A dose decrease

# ±±73 %#
S!lJ~ed in p,~cnts wr.h severe hepatc iparent (Ch'd-Pugh cUss C)
Pregnancy. TIZIAX can cause letal harm when administered to a
pregnant woman based on its mechanism 01 action. There arc no

#av.5.2%2%2%%3s st%7%%r2
dose.
Womeool ch~dbearing po_tential shoU:d be adsed to avoid becoming
pr1fnant whlle receiving TIZIAX.11 this drug is used during pregnancy ,%3±9:#$7«.am
OVERDOSAGE
There Is no specific lreatment !or TlZIAX overdose. In a controlled

$2133.22,%::%52%%
and expenenceddzness (Grade 1)

ta.%%%2%%$\5e2%
adverse ieiciois#hiiadh}ii«sin, seizures assccrated
w!thhyperlensfon. and latal hemoplysis.
In cases of suspected overdose. TIZIAX should be withheld and
support,ve care 1nsI11uted.
HOW SUPPLIED
TIZIAX supplied In a bottle of 28 tab'ts pucked in2 HDPE container.
STORAGE
S\010 at25'C (77'F]: excursions permitted lo 15-JO'C (5910 86'F].
SHELF LIFE
24monms
MAIWFACTUnED & MAflKETED DY:
Tug Pharma Prvate timted
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