VERINOXA 1.

(BP Specification)

Rivaroxaban

(BP Specification)

10mg, 15mg & 20mg Film Coated Tablets

Paediatric population:

Verinoxa ) isnot 18years of age.

Di gery

If anti-coagulation must be discontinued to reduce the risk of bleeding with surgical or
other Verinoxa ) should be stopp: least 24 the

procedure to reduce the risk of bleeding. Verinoxa (Rivaroxaban) should be restarted
after the surgical or other procedures as soon as adequate hemostasis has been

COMPOSITION

VERINOXA10mg Tablets: Each film coated tablet contaiins:
Rivaroxaban. 10mg

(BPSpecmcuncn)

'VERINOXA 15mg Tablets: Each film coated tablet contains:
Rivaroxaban. 15mg

(BP Specification)

'VERINOXA 20mg Tablets: Each film coated tablet contains:

|, noting that the ti of P isshort.

METHOD OF ADMINISTRATION

Fororaluse:

For patients who are unable to swallow whole tablets, 10mg, 15mg or 20mg Verinoxa
(Rivaroxaban) tablets may be crushed and mixed with applesauce immediately prior to
use and administered orally. After the administration of a crushed Verinoxa

)15mg or \g food.
Administration via nasogastric (NG) tube or gastric feeding tube: After confirming gastric
placement of the tube, 10mg, 15mg or 20mg Verinoxa (Rivaroxaban) tablets may be
crushed and suspended in 50mL of water and administered via an NG tube or gastric
feeding tube.

CONTRAINDICATIONS
. i toanyof of product.
+Activeclinicallysignificantbleeding.

+Lesionor riskfor major bleeding.

-C treatment wi y

“Hepatic disease associated with coagulopathy and cinicaly relevant bleeding risk

Rivaroxaban. .20mg
(BP specification)
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Rivaroxaban
DESCRIPTION
Verinoxa (Rivaroxaban) is a highly selective direct Factor Xa inhibitor with oral
Itis y uss Chloro-N- (((ss) 2-0x0-3-[4-(3-ox0-4-
) phenyl]-1; i yi} methyl) - Its
molecular formulais CisHisCIN:OsS
CLINICALPHARMACOLOGY
Mechanism of Action
ighly Factor Xainhibitor. Factor

the intrinsic and extrinsic pathway of the blood coagulation cascade, inhibiting both

thrombin formation and development of thrombi. Rivaroxaban does not inhibit thrombin
tor

Pharmacokinetics

Absorption

hild Pugf
- Pregnancy and breast feeding

ADVERSE REACTIONS

Anemia (incl. respective laboratory parameters), dizziness, headache, eye hemorrhage
(incl. conjunctival he ptysis, gingival
bleeding, g

hypotension, pistaxi

tract ige (incl. rectal
and abdominal pains, dyspepsia, nausea, constipation, diarrhea, vomiting, pruritus (incl.
uncommon cases of generalized pruritus), rash, ecchymosis, cutaneous and

pain in extremity, urogenital tract hemorrhage (incl.

Rivaroxaban is rapidly absorbed with maximum 2-4
hours after tablet intake

Distribution

(Grer) app

t096%, with Ibumin being the
main binding component. The volume of distribution is moderate with Vss (Steady-state
volume of distribution) being approximately 50litres.

hematuria and menorrhagia), renal impairment (incl. blood creatinine increased, blood
urea increased), fever, peripheral edema, decreased general strength and energy (incl.
post pi g

fatigue and asthenia), increase in (incl.

patients taking rivaroxaban are to be carefully observed
for signs of bleeding. It is recommended to be used with caution in conditions with
should be discontinued i

Metabolism PRECAUTIONS
Rivaroxaban is metabolised via CYP3A4, CYP2J2 and CYP- muependent mechanisms.  pemorhagicrisk
o yandhyd As with other

the major sites ofmotrcns'ormanon

Elimination

Following oral administration, approximately one-third of the absorbed dose s excreted  increased risk of
unchanged in the urine, with el

both the urine and feces.

special population

Patients with hepatic impairment

The inhibition of Factor Xa activity was increased by a Factor of 2.6 in patients with

Elderly population

Effects on ability to drive and use machines

moderate hepatic i as P to healthy ] of PT
was similarly increased by aFactor of 21.

Patients with renal impairment

In individuals with mild (creatinine clearance 50 - 80ml/min), moderate (creatinine
clearﬂnce 30 - 49mi/min) and severe (creatinine clearance 15 - 29mi/min) renal

has minor influence on the ability to drive and use machines. Patients
experiencing adverse reactions like syncope and dizziness should not drive or use
machines

Drug Interaction

plasma (auc) d14,15and1.6fold  Interaction with other medicinal products CYP3A4 and P-gp inhibitors The use of
respectively. ’ rivaroxaban is not recommended in patients recelvlng concomitant systemic treatment
Useisnot p 15 mi/min. Ri is
with such as and
tobeused i 15 - 29 mi/min. (
THERAPEUTIC INDICATIONS posaconazole) or HIV protease inhibitors (e.g. ritonavir). These active substances are
Riskof strong inhibitors of both CYP3A4 and P-gp and therefore may increase rivaroxaban
+ Treatment of Deep Vein Thrombosis plasma concentrations to a clinically relevant degree (2.6 fold on average) which may
- Treatment of Pulmonary Embolism lead toanincreased bleeding isk.
. inthe Risk of R fDeep Vein o
Deep Vein g Hip y
DOSAGE AND ADNINISTRATION Care is to be taken if patients are treated concomvtanlly with medicinal products
Verinoxa (| )rame\s affecting such as medicinal products
Warfe Verinoxa ) (NSAIDs), acid and platelet inhibitors. For patients at risk of

When swnchmg patients from warfarin to Verinoxa (Rivaroxaban), discontinue warfarin
and start Verinoxa as soon as the Ratio (INR) is
below 3.0to avoid periods of inadequate anti-coagulation.

Once Verinoxa (Rivaroxaban) is discontinued INR testing may be done reliably at least 24
hours after the last dose.

ulcerative gastrointestinal disease an treatment may be
considered.
CYP3Adinducers

Co-administration of rivaroxaban with the strong CYP3A4 inducer rifampicin led to an

to Verinoxa
approximate
For patients currently receiving  parenteral anti-coagulant, discontinue the parenteral )
anti-coagulant and start Verinoxa )0to2. 50 AUC,
Verinoxa effects.
Give the first dose of parenteral anti-coagulant at the time the next Verinoxa  Laboratory parameters

(Rivaroxaban) dose would be taken.
Patients undergoing cardioversion:
Verinoxa (Rworoxubcn) can be initiated or continued in patients who may require
(TEE) guided cardioversion in

Clotting parameters (e.g. PT, aPTT, HepTest) are affected as expected by the mode of
action of rivaroxaban

patients not previously treated with Verinoxa treatment
should be started at least 4 hours before cardioversion to ensure adequate anti-
prior

thatthe
patient husluken Vennom (chroxubnn) asprescribed.

OVERDOSAGE

Overdose may lead to g Due to limited a ceiling
effect with no further increase in average plasma exposure is expected at
supratt 50mg above.




Treatment.

A specific antidote 19 g the pl effect of is not
available. The use of activated charcoal to reduce absorption in case of rivaroxaban
overdose may be considered.

Managementof bleeding

should a bleeding complication arise in a patient receiving rivaroxaban, the next
rivaroxaban administration should be delayed or treatment should be discontinued as
appropriate. Rivaroxaban has a half-life of approximately 5 to 13 hours.

should be individualized according to the severity and location of the hemorrhage.
Appropriate symptomatic treatment could be used as needed, such as mechanical
compression (e.g. for severe epistaxis), surgical hemostasis with bleeding control

&l fluid and support, blood products (packed red
cells or fresh frozen plasma, ing on anemia or y) or
platelets. If bleeding cannot be controlled by the above measures, Re-dosing of
recombinant Factor Vila shall be and titrated dep \g on impi of
bleeding.

STORAGE

Donot store above 30°C

Protect from sunlight and moisture.

i P y

HOWSUPPLIED

Verinoxa (Ri Tablets10mg inpackof10's,and 30's.

Verinoxa (Ri\ ) Tablets: 1 \packof 7s,10'sand 14's.

Verinoxa (Ri ) Tablet: inp 7s,10'sand 14's
A Y.

KEEP ALL

Contains Lactose But Gluten Free
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- ) o Manufactured by:
NEXT Pharmaceutical Products (Pvt.) Ltd.
P

HARMACEUTICAL Plotno. 44-A&B, Sunder Industrial Estate Lahore-Pakistan
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