Elimbosis Tablets
Apixaban 1.5 mg and 5 mg

WARNING: (A) PREMATURE DISCONTINUATION OF Elimbosis INCREASES THE RISK OF
THROMBOTIC EVENTS (B) SPINAL/EPIDURAL HEMATOMA

|
(A) PREMATURE DISCONTINUATION OF ELMBOSIS INCREASES THE RISK OF
THROMBOTIC EVENTS

Premature discontinuation of any oral anticoagulant, including Elimbosis, increases the risk of
thrombotic events. I anticoagulation with ELMBOSIS is discontinued for a reason other thas

pathological bleeding or completion of a course of thera py. consider coverage with another anticoagulass
fsee Dasage and Administration (2,4), Warnings and Precautions 5 1)

(B} SPINAL/EPIDURAL HEMATOMA

Epidural or spinal hematomas may occur in patients treated with ELMBOSIS who are receivimg
nenraxial anesthesia or undergoing spinal puncture. These hematomas may resull in long-term o
permanent paralysis. Consider these rvisks when scheduling patients for spinal procedures. Factors thae ]

can increase the risk of developing epidural or spinal hematomas in these patients include: ||
. use of indwelling epidural catheters ]
' concomitant use of other drugs that affect hemostasis, such as nonsteroidal anti- inflammatory

drugs (NSAIDs}), plateletimhi hltur.-..’m.hcr anticoagulants

. a history of lryl.’:mahc oF repes "ilu.pulur‘ni or spinal panctares

. a history of spinal d:-hrnuh or sjristal surgery

* Optimal timing
{&ee Warnings an

of ELMBOSIS and newraxial procedures is not known

Monitor patients fReduently. for siffas dnd symptoms of newrological impairment. If neurological

compromise is noted, urgéntjrm:du necessary fsee Warnings and Precantions (5.3},

Consider the benefits and risks before neuraxial intervention in patients anticoagulated or to be
anticoaguliated fsee Warnings aud Precawtions (3.3)]




I. INDICATIONS AND USAGE

1.1 Reduction of Risk of Stroke and Systemic Embolism in Nonvalvular Atrial Fibrillaties

ELIMBOSIS (apixaban) is indicated 1o reduce the risk of stroke and svstemic embolism in patients with nonvalbvular atrial b S

1.2 Prophylaxis of Deep Vein Thrombaosis Following Hip or Knee Replacement Su rgen

ELIMBOSIS is indicated for the prophylaxis of deep vein thrombosis (DVT), which may lead to pulmonary embolism [PEL 18 sets
wha have umdergone hip or knee replacement SUrpery,

1.3 Treatment of Deep Vein Thrombosis

ELIMBOSIS is indicated for the treatment of DVT

I.4 Treatment of Pulmonary Embolism

ELIMBOSIS is indicated for the treatment of PE.

1.5 Reduction in the Risk of Recurrence of DVT and PE

ELIMBOSIS is indicated to reduce the risk of recurrent DVT and PE following initial tharpy,

1. DOSAGE AND ADMINISTRATION

Recommended Dose

Reduction of Risk of Stroke and Svstemic Embolism in Patients with Nonvalvular Atrial
Fibrillation

following characteristics:

= age greater than or equal to 80 vears

*  body weight less than or equal 1 60 kg

" serum creatinine greater than or equal 1o |5 mg/dL N

Prophylaxis of Deep Vein Thrombosis Following Hip or K
piry p g Hip

The recommended dose of ELIMBOSIS is 2.5 m g taken orally twice daily, The initial dose should be
taken 12 to 24 hours after surgery.

*  In patients undergoing hip replacement surgery, the recommended duration of treatment is 35
days.

* In patiems undergoing knee replacement surgery, the recommended duration of treatment is 12
days,

Treatment of DVT and PE



The recommended dose of ELIMBOSIS is 10 mg taken orally twice daily for the fire 7
therapy. After 7 days, the recommended dose is § m g taken orally twice daily.
Reduction in the Risk of Recurrence of DVT and PE

The recommended dose of ELIMBOSIS is 2.5 mg taken orally twice daily afler a1 least &
treatment for DVT or PE [see Clinical Studies (14,3)].

2.2 Missed Dose

If a dose of ELIMBOSIS is not taken at the scheduled time, the dose should be taken 2s soem

possible on the same day and twice-daily administration should be resumied, The dose should mem
doubled to make up for a missed dose,

2.3 Temporary Interruption for Surgery and Other Interventions

ELIMBOSIS should be discontinued at least 48 hours prior to elective surgery or invasive
with a moderate or high risk of unacceptable or clinically significant bleeding [see Wamnings sl
Precautions {5.2)]. ELIMBOSIS should be discontinued at least 24 hours prior to elective surgery o
invasive procedures with a low risk of bleeding or where the bleeding would be non-critical in locases
and easily controlled. Bridging anticoagulation during the 24 1o 48 hours after stopping ELIMBOSIS smt
prior to the intervention is not gencrally required. ELIMBOSIS should be restarted after the surgical &
other procedures as soon as adequate hemostasis has been established,

2.4 Converting from or to ELIMBOSIS

- Switching from warfarin to ELIMBOSIS: Warfarin should be discontinued and
ELIMBOSIS started when the international normalized ratio (INR} is below 2.0,

= Switching from ELIMBOSIS to warfarin: ELIMBOSIS affects INR, so that initial INR
measurements during the transition to warfarin may not be useful for determinin g the appropriate dose
of warfarin, One approach is to discontinue ELIMB( H I.und%h a parenteral anticoagulant
and warfarin at the time the next dose of ELIMB i -u&ujl‘.;l have bé ' lgken, discontinuing the
parenteral anticoagulant when INR reaches an agbeptable range, - x

= Switching from ELIMBOSIS to anticoagulants
ELIMBOSIS and begin taking the new anticoagu
BT RS
dose of ELIMBOSIS, ) Y

- Switching from anticoagulams other than warfarin (oral or paréateral) to ELIMBOSIS: Discontinue the

anticoagulant other than warfarin and begin taking ELIMBOSIS at the usual time of the next dose of the
anticoagulant other than warfarin

I !"_'?'I\I:
th;_ than’ -::E'Fuj.n {m-]‘ or parenteral): Discontinee
' otger than mg}a_rfzri at the usual time of the next



5

2.5 Combined P-gp and Strong CYP3A4 Inhibitors

For patients receiving ELIMBOSIS doses of 5 mg or 10 mg twice daily, reduce the dose bs S
when ELIMBOSIS is coadministered with drugs that are combined P-glveoprotein (P-gp) and s
cviochrome P450 3A4 (CYP3IAY) inhibitors te.g., ketoconazole, itraconazole, ritonavir) [see Ol
Pharmacology (12.3)].

In patients already taking 2.5 mg twice daily, avoid coadministration of ELIMBOSIS with comimes
P-gp and strong CYP3A4 inhibitors [see Drug Interactions (7.1)].

2.6 Administration Options

For patients who are unable 1o swallow whole Film coated tablets, 5 mg and 2.5 mg ELIMBOSES
Film coated tablets may be crushed and suspended in water, 5% dextrose in water (DSW), or o
Juice, or mixed with applesauce and promptly administered orally [see Clinical Pharmacology (1238
Alternatively, ELIMBOSIS Film coated tablets may be crushed and suspended in 60 ml of waer o
D3W and promptly delivered through a nasogastric tube [see Clinical Pharmacology (12.3)]

Crushed ELIMBOSIS Film coated tablets are stable in water, D3W, apple juice, and applesauce for sp
4 hours,

3 DOSAGE FORMS AND STRENGTHS
* 2.5 mg, yellow, round, biconvex, film-coated Film coated tablats with-“B93* TEboTEed te-one cide
._"'-‘T-{._"I- o
* 5 mg,pink, oval-shaped, biconvex, film-coated Film coated tablets with-B94" debassed onome
side-and- =5 an-the uther side- ) N

4 CONTRAINDICATIONS

aat ™

ELIMBOSIS is contraindicated in patients with the fo :@fﬁl@;qndiliu -

*  Active pathological bleeding [see Warnings and Prec

*  Severe hypersensitivity reaction to ELIMBOSIS
Reactions {6, 1)]

WARNINGS AND PRECAUTIONS

autions (5.2) and Adverse Reactions (6.1))
. amgphylactic reactlons) [see Adverse

| ., 1
AR . o

Patients with rare hereditary problems of galactose inlu]::rancl:'.q'l"ﬁe Lupp lactose de Ep{;:ncy or glucosepalacioss
malabsorption should not take this medicine. e d

- o

e

5.1 Increased Risk of Thrombotic Events after Premature Discontinuation
Premature discontinuation of any oral anticoagulam, including ELIMBOSIS, in the absence of adequate

alternative anticoagulation increases the risk of thrombotic events. An increased rate of stroke was
observed during the transition from ELIMBOSIS to warfarin in clinical trials in atrial fibrillation patients.
IFELIMBOSIS is discontinued for a reason other than pathological bleeding or completion of a course of

therapy, consider coverage with another anticoagulant [sce Dosage and Administration (2.4) and Clinical
Studies (14:1)).

|
|
!



5.2 Bleeding

ELIMBOSIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding [see D
and Administration (2.1) and Adverse Reactions (6.1 ).

Concomitant use of drugs affecting hemostasis increases the risk of bleeding. These include aspiris sl
other antiplatelet agents, other anticoagulants, heparin, thrombolytic agents, selective serotonin et
inhibitors, serotonin norepinephrine reuptake inhibitors, and nonsteroidal anti-inflammatory  drugs
(NSAIDs) [see Drug Interactions (7.3)].

Advise patients of signs and symptoms of blood loss and to report them immediately or go = =

emergency room. Discontinue ELIMBOSIS in patients with active pathological hemorrhage.

Emrsar of Anticoagulant Fffect
An agent to reverse the anti-factor Xa activity of apixaban is available. The pharmacodynamic effiss
of ELIMBOSIS can be expected to persist for at least 24 hours after the last dose, i.c., for about pee
drug half-lives, Prothrombin complex concentrate (PCC), activated prothrombin complex concentsaie
or recombinant Factor Vila may be considered, but have not been evaluated in clinical studies [see
Clinical Pharmacology (12.2)]. When PCCs are used, monitoring for the anticoagulation effect of
apixaban using a clotting test (PT, INR, or aPTT) or anti-factor Xa (FXa) activity is not useful snd &
not recommended. Activated oral charcoal reduces absorption of apixaban, thereby lowering apixshan
plasma concentration [see Overdosage ( 10)].

Hemodialysis does not appear to have a substantial impact on apixaban exposure [see Clinicsl
Pharmacology (12.3)]. Protamine sulfate and vitamin K are not expected o affect the anticoaguless
activity ol apixaban, There is no experience with antifibrinolytic agents (tranexamic acad,
aminocaproic acid) in individuals receiving apixaban, There is no experience with sysiemic
hemastatics (desmopressin and aprotining in individuals rece

expected to be effective as a reversal agent

5.3 Spinal/Epidural Anesthesia or Punc P ’f 1)

When neuraxial anesthesia (spinal/cpidural anesthesia T4 &pinulfuj:.i'izihi_al pungure is emploved
patients treated with antithrombotic agents for preventio "bf_:hquhgemhuficxfhmplicatiuns are &
risk of developing an epidural or spinal hematoma m-hich'tnéiiw‘irn dong-term or permanent
paralysis.

The risk of these cvents may be increased by the postoperative use of indwelling epidural catheters or
the concomitant use of medicinal products affecting hemostasis. Indwelling epidural or intrathecal
catheters should not be removed earlier than 24 hours afier the Jast administration of ELIMBOSIS.
The next dose of ELIMBOSIS should not be administered earlier than 5 hours after the removal of




the catheter. The risk may also be increased by traumatic or repeated epidural or spinal pescess
traumatic puncture occurs, delay the administration of ELIMBOSIS for 48 hours,

Monitor patients frequently for signs and symptoms of neurological impairment (e.z.. numSmess =
weakness of the legs, or bowel or bladder dysfunction), If neurological compromise is noted. epem
diagnosis and treatment is necessary, Prior to neuraxial intervention the physician should conside S
potential benefit versus the risk in anticoagulated patients or in patients 1o be anticosgulsied S
thromboprophylaxis

54 Patients with Prosthetic Heart Valves

| The safety and efficacy of ELIMBOSIS have not been studied in patients with prosthetic heart valves
I'herefore, use of ELIMBOSIS is not recommended in these patients.
5.5 Acute PE in Hemodynamically Unstable Patients or Patients who
Require Thrombolysis or Pulmonary Embolectomy

Initation of ELIMBOSIS is not recommended as an alternative to unfractionated heparin for e
nitial wreatment of patients with PE who present with hemodynamic instability or who may recesss
thrombolysis or pulmonary embolectomy

] ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the
preseribing information.

-increased risk of thrombotic events afier premature discontinuation [see Warnings and Precausions

(5.1))
-Bleeding [see Wamings and Precautions (5.2)]
- Spinal/epidural anesthesia or puncture [see Warnings and Precautions (3.3)]
T DRUG INTERACTIONS

7.1 Combined P-gp and Strong CYP3A4 hihimm

iy, mE*dmg of EL
decreased by 50% when coadministered with drugs th hn: combined E-Ep

For patients receiving ELIMBOSIS 5 mg or 10 mg twi
strong CYP3AE
mhibitors {e.g., ketoconazole, itraconazole, ritonavir) |seﬂ Dn_‘s.a&,& and m{phmslmm“ (2.5) ol
Clinical Pharmacology (12.3)]. e

For patients receiving ELIMBOSIS at a dose of 2.5 mg twice daily, avoid coadministration wish
combined P-gp and strong CYP3A4 inhibitors [see Dosage and Administration {2.5) and Clinicsl
Pharmacology { 12.3)].



Clarithromycin

Although clarithromyein is a combined P-gp and strong CYP3A4 inhibitor, pharmacokinese
suggest that no dose adjustment is necessary with concomitant administration with ELIMBOSES
Clinical Pharmacology (12.3)],

T.2 Combined P-gp and Strong CYP3A4 Inducers

Avoid concomitant use of ELIMBOSIS with combined P-gp and strong CYP3A4 inducess
rifampin, carbamazepine, phenytoin, St. John's wort) because such drugs will decrease ¢
apixaban [see Clinical Pharmacology (12.3)].

7.3 Anticoagulants and Antiplatelet Agents

Coadministration of antiplatelet agents, fibrinolytics, heparin, aspirin, and chronic NSAID s
ncreases the risk of bleeding,

APPRAISE-2, a placebo-controlled clinical trial of apixaban in high-risk, post-acute cormms
syndrome patients treated with aspirin or the combination of aspirin and clopidogrel, was termims
early due to a higher rate of bleeding with apixaban compared to placebo, The rate of STH Tamar
bleeding was 2.8% per year with apixaban versus 0.6% per year with placebo in patients recervimg
single antiplatelet therapy and was 5.9% per vear with apixaban veérsus 2.5% per vear with placche m
those receiving dual antiplatelet therapy,

In ARISTOTLE, concomitant use of aspirin increased the bleeding risk on ELIMBOSIS from |.8% pes

year 1o 3.4% per year and concomitant use of aspirin and warfarin increased the bleeding risk from 2. 7%

per vear 1o 4.6% per year. In this clinical trial, there was limited (2.3%) use of dual antiplatelet therapy
with ELIMBOSIS

] USE IN SPECIFIC POPULATIONS
8. 1Pregnancy

Risk Summary

—
The limited available data on ELIMBOSIS use in preggd womer g fnsufficient to inform dreg-
associated risks of major birth defects, miscarriage, atdverse tevelopmental outcomes. Treatmess
HIE:E' jvery. In dnimal réproduction studies. e
was adminisiered 't rats (orally), rabbiss
%ﬁgnhwﬁgﬁhabaﬂf' xposure levels up 1o 4
i © sma-concentration time
my twice daily.

may increase the risk of bleeding during pregnancy

adverse developmental effects were seen when ap
(intravenously) and mice (orally) during organoge
| and 19 times, respectivelv, the human Exposure
curve (AUC) at the Maximum Recommended Human Dos

The estimated background risk of major birth defects and miscarriage for the indicated populations =
unknown. All pregnancies have a background risk of birth defect. loss, or other adverse outcomes. In the
LLS. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.



v
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Clinical Considerations

A1 iat ernal ‘or embryo/fetal eis

Pregnancy confers an increased risk of thromboembolism that is higher for women with
thromboembolic disease and certain high-risk pregnancy conditions. Published data
women with a previous history of venous thrombosis are a1 high risk for recurrence during

Fetal Meon adve ions

Use of anticoagulants, including apixaban, may increase the risk of bleeding in the fetus and

Labor or delivery

All patients receiving anticoagulants, including pregnant women, are al risk for
ELIMBOSIS use during labor or delivery in women who are receiving neuraxial
result in epidural or spinal hematomas. Consider use of & shorter acting anlicoagulant ==
approaches [see Warnings and Precautions (5.3)],

8.2 Lactation

Sum

There are no data on the presence of apixaban or its metabolites in human milk, the effects

breastfed child, or the effects on milk production. Apixaban and/or its metabolites were present §
milk of rats {(see Data). Because human exposure through milk is unknown, breastfeeding &
recommended during treatment with ELIMBOSIS.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.
8.5 Geriatric Use

f : inical sry'd:ig: i\
r. and -"-'Z‘-l',‘fit_wei';: 75 years of age HI_?I;LU‘HQT In the ADVANC
ADVANCE-3 clinical studies, 50% of subjects were 65 years of age
Fage andider. In the AMPLIFY.afd AMPLIFY-EXT clinj
65 ‘years uf,-ége and older and >13% were 75 years uf‘xp\ ' ically si

differences in safety or effectiveness were observed when comparing subjects in different age groups




8.6 Renal Impairment

Reduction of Risk of Stroke and Systemic Embolism in Patients with Nonvalvular Atrial

The recommended dose is 2.5 mg twice daily in patients with at least two of the
characteristics [see Dosage and Administration (2.13):

* age greater than or equal (o 80 years

*  body weight less than or equal 1o 60 kg

*  serum creatinine greater than or equal to 1,5 mg/dL

Patients with End-Stage Renal Disease on Dialysis

8.7 Hepatic Impairment
No dose adjustment is required in patients with mild hepatic impairment (Child-Pugh class A)
Because patients with moderate hepatic impairment iChild-Pugh c¢lass B) may have
coagulation abnormalities and there is limited clinical experience with ELIMBOSIS in these
dosing recommendations cannot be provided [see Clinical Pharmacology (12.2)].
ELIMBOSIS is not recommended in patients with severe hepatic impairment (Child-Pugh cless €}
[see Clinical Pharmacology (12.2)].
Y OVERDOSAGE

Overdose of ELIMBOSIS increases the risk of bleeding [see Warnings and Precautions (5.2)].
In controlled clinical trials, orally administered apixaban in healthy subjects at doses up 1o 50
daily for 3 to 7 days (25 mg twice daily for 7 days or 50 mg once daily for 3 days) had no cling

of apixaban reduced mean apixaban AUC by 50% and Elf?'%. respectively, Th
activated charcoal may be useful in the management of apixaban overdose or acci
agent 1o reverse the anti-factor Xa activity of apixaban is available



10 DESCRIPTION
ELIMBOSIS Film coated tablets are available for oral administration in strengths of 2.5 mg and

3 mg of apixaban with the following inactive ingredients: microcrystalline cellulose PHIOZ
lactose anhydrous, sodium laury| sulphate, croscarmellose soddium, silicon dioxide (aerosil 2000
and magnesium stearate. The film coating contains hydroxyl propyl methyl cellulose E15, pols
ethylene glycol 6000, titanium dioxide and yellow iron oxide (2.5 mg tablets) or red iron oxide
(5 mg rablets).

11 CLINICAL PHARMACOLOGY
11.1 Mechanism of Action

Apixaban is a selective inhibitor of FXa. It does not require antithrombin 111 for antithrombotic
activity. Apixaban inhibits free and clot-bound FXa. and prothrombinase activity. Apixaban has
no direct effect on platelet aggregation, but indirectly inhibits platelet aggregation induced by
thrombin. By inhibiting FXa, apixaban  decreases thrombin generation and thrombus
development,

11.2 Pharmacodynamics

As a result of FXa inhihition, apixaban profongs clotting tests such as prothrombin time (PT),
INR, and activated partial thromboplastin time {aFT'T). Changes observed in these clotting tests
at the expected therapeutic dose, however, are small, subject to a high degree of variability, and
nat useful in monitoring the anticoagulation effect of apixaban.

The Rotachrom Heparin chromogenic assay was used to m Ly I:I-ugr__ffect of on FXa

activity in humans during the apixaban development im, A -rnﬂbcnhat' ependent
increase in anti-FXa activity was observed in the dose range lastcd and was simily in healthy
subjects and patients with AF. i A 4 4

This test is not recommended for assessing the anticoagulant effect of apixaban.




Effect of PCCs on Pharmacodynamics of ELIMBOSIS

There is no clinical experience to reverse bleeding with the use of 4-factor PCC products in
individuals who have received ELIMBOSIS,

Effects of 4-factor PCCs on the pharmacodynamics of apixaban were studied in healthy subjects.
Following administration of apixaban dosed 1o steady state, endogenous thrombin potential
(ETP) returned to pre-apixaban levels 4 hours afier the initiation of a I-minute PCC infusion,
compared 10 45 hours with placebo. Mean ETP levels eontinued 1o increase and exceeded pre-
apixaban levels reaching a maximum (34%-51% increase over pre-apixaban levels) at 21 hours
after initiating PCC and remained elevated (21%-27% increase} at the end of the study (69 hours
after initiation of PCC). The clinical relevance of this incredse in ETP is unknown,

p acodvnamic Drug Interaction Studies:

Pharmacodynamic drug interaction studies with aspirin, clopidogrel, aspirin and clopidogrel,
prasugrel, enoxaparin, and naproxen were conducted. No pharmacodynamic interactions were
observed with aspirin, clopidogrel, or prasugre| [see Wamings and Precautions (5.2)]. A 50% 1o
60% increase in anti-FXa activity was observed when apixaban was coadministered with
CNOXaparin or naproxer,

Specific P ions
Renal impaimment: Anti-FXa activity adjusted for exposure to apixaban was similar across renal

function categories.

Hepatic impairment; Changes in anti-FXa activity were similar in
hepatic impairment and  healthy subjects. However, in pati \
impairment, there is no clear understanding of the impact of this 4 .
impairment on the coagulation cascade and its relationship to efficac
with severe hepatic impairment were not studied.




iac 8i
Apixaban has no effect on the QTc interval in humans at doses up to 50 mg.

11.3  Pharmacokinetics

Apixaban demonstrates linear pharmacokinetics with dose-proportional increases in exposure for
oral doses up to 10 mg.

Absorption

The absolute bicavailability of apixaban is approximately 50% for doses up to [0 mg of
ELIMBOSIS. Food does not affect the bioavailability of apixaban, Maximum concentrations
(Cmax) of apixaban appear 3 1o 4 hours after oral administration of ELIMBOSIS, At doses >25
mg, apixaban displays dissolution-limited absorption with decreased bioavailability., Following
oral administration of 10 mg of apixaban as 2 ¢crushed 5 mg tablets suspended in 30 mL of water.
exposure was similar (o that afier oral administration of 2 intact 5 mg tablets. Following oral
administration of 10 mg of apixaban as 2 crushed 3 mg tablets mixed with 30 g of applesauce,
the Cmax and AUC were 200 and 16% lower, respectivel ¥. when compared to administration of
2 intact 3 mg tablets. Following adminisiration of a crushed 5 mg ELIMBOSIS tablet that was
suspended in 60 mL D3W and delivered through a nasogasiric tube, exposure was similar to that
seen in other clinical trials involving healthy volunteers receiving a single oral 5 mg tablet dose.

Distribulion
Plasma protein binding in humans is approximately 87%. The volume of distribution (Vss) s
approximately 21 liters.

Mﬂ | i
Approximately 25% of an orally administered apixaban dose fs recovered
metabolites. Apixaban is metabolized mainly via CYP3. ir
CYP1A2, 2C8, 2C9, 2C19, and 212, O-demethylation and h
moiety are the major sites of biotransformation.

in“urine




Unchanged apixaban is the major drug-related component in human plasma; there are no sctive
circulating metabolites,

Eliminati

Apixaban is eliminated in both urine and feces. Renal excretion accounts for about 27% of tocs!
clearance. Biliary and direct intestinal excretion contributes to elimination of apixaban in the
feces.

Apixaban has a total clearance of approximately 3.3 L'hour and an apparent half-life of
approximately 12 hours following oral administration,

Apixaban is a substrate of transport proteins: P-gp and breast cancer resistance protein,

13 HOW SUPPLIEDVS TORAGE AND HANDLING

How Supplied

ELIMBOSIS 2.5 mg (apixaban) tablets are available as carton box containing 1,2 or 3 {Al/Al)
strips, each of 10 film conted tablets with insert leaflets.

ELIMBOSIS 5 my (apixaban) tablets are available as caron box containing 1,2 or 3 (AIAL)
strips, each of 10 film coated tablets with insert leaflets.

Storage and Handling

Store at temperature not exceeding 30°C, in dry place,

14 PATIENT COUNSELING INFORMATION
Advise patients to read the FDA-approved patient labeling {Medication Guide).
Advise patients of the following:

. Not 1 discontinue ELIMBOSIS without talking 1o

- That it might take longer than usual for hleeding t se or bleed
more easily when treated with ELIMBOSIS. Advise patientds bleeding or
symptoms of hypovolemia and of the urgent need 1o rep g o their

physician,




. To tell their physicians and dentists they are taking ELIMBOSIS, and/or any othes
product known 1o affect bleeding (including nonprescription products, such as aspirin or
NSAIDs), before any surgery or medical or dental procedure is scheduled and before any new
drug is taken.

. If the patient is having neuraxial anesthesig or spinal puncture, inform the patient 1o
watch for signs and symptoms of spinal or epidural hematomas [see Warnings and Precautions
(5.3}]. I any of these symptoms occur, advise the patient 1o seek emergent medical attention.

. To tell their physicians if they are pregnant or plan 1o become pregnant or are
breastfeeding or intend to breastfeed during treatment with ELIMBOSIS [see Use in Specific
Populations (8.1, 8.2)),

. How to take ELIMBOSIS if they cannot swallow, or
Dosage and Administration (2.61].

. What to do if a dose is missed [see Dosage and

Manufactured by D B K pharma for Zeta pharma,




