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COMPOSITION:
Roxudo Tablet 20 mg:

Eachfilm coated tablet contains:
Roxadustat . .20mg.

Product Specs.: Innovator

Roxudo Tablet 50mg:
Each film coated tablet contains:
Roxadustat ... .50mg.

Product Specs.: Innovator

Roxudo Tablet 70mg:
Each film coated tablet contains:
Roxadustat........... ..70mg.

Product Specs.: Innovator

Roxudo Tablet 100mg:
Eachfilm coated tablet contains:
Roxadustat... .100mg.

week Iffurther dose reduction i needed, the dose frequency may be further reduced to once weekly. dose: After

eTable2).

totarget Hb levels between 10 to 12 g/dL, the Hb levels should

is required for CKD patients who start dialysi treatment rules (see

Table2) should be followed.

t with indt inhibitors: When initiating or discontinuing concomitant treatment with strong inhibitors (e.g. gemfibrozil) or inducers (e.g. rifampicin) of CYP2C8, or
.g. fUGTIA: th
Maximum recommended dose: Patients not on dialysis do not exceed a Roxadustat dose of 3 mg/kg body weight or 300 mg three times per week, whichever is lower. Patients on dialysis do not exceed a
doseof i islower.
Misseddose: fa dose s misse, and theret than 1 day until the next scheduled d If one day or heduled dose, the

METHOD OF ADMINISTRATION:
Rnxaduslal film-coated lablels are to be taken orally with or wllhnul food. Tablets are to be swallowed whale and not chewad broken or crushed The tablets should be taken at least 1 hour after

other I iron, alu

um.

CCONTRAINDICATIONS:

. itivi i peanut, soya orto any of
@ Third trimester of pregnancy
® Breast-feeding

'WARNINGS AND PRECAUTIONS:
Cardiovascular and mortality risk Overall, the cardiovascular and mortality risk for treatment with has b i b 1o th

and mortality risk for ESA therapy

events (T t from treatment
pre-existing risk factors for TVE, including obesity and prior history of TVES (e.g. deep vein thrombosis [0VT] and pulmonary embalism [PE]. Patients with signs and symptoms of TVES should be promptly

Seizures p history of fits), epilepsy or I conditi h ascentral
) epLep:
The most ly tractinfections. igns and faninfection should be promptly treated
accordingto standard of care.
Sepsis: Sepsis was one of the most cof f sepsis (e.g. ani pread the body

o fororgan o ‘ :
Secondary hypothyroidism: Cases of secondary hypothyroidism have been reported. These reactions were reversible upon Roxadustat withdrawal. Monitoring of thyroid function is recommended as
clinically indicated.

Inadequate response totherapy: Inadedquate response to therapy with Roxadustat should promt a search fo causativefactors. Nutrent deficencies should be corrected; ntrcurrent nfections,occult

blood loss, hemolysis, severe aluminum toxicity, undertying orb response. A should b as
Product Specs.: Innovator partof Iftypical the patient Inthe ab:
for. hould not therapy.
CLINICAL i i-anemi ions, other
ATC code: BO3XAO5 DRUG INTERACTIONS:
Mechanism of action: - Phosphate binders and other products containir cations: C¢ of with phosphate binders sevelamer carbonate or calcium acetate in healthy subjects decreased
(HIF-PHI). levels of HIF,a that genes AUC by 67% and 46% and C,,,, by 66% and 52%, respectively. Roxadustat may form a chelate with multivalent cations such as in phosphate binders o other products 8 containing calcium, iron,
involved in erythropoiesis. Activation of the HIF pathway is important in the adaptative response to hypoxia to increase red blood cell production. Through the reversible inhibition of HIF-PH, aluminum. should be takenat least 1 hour ateradminisiration of phosphate bindersor other medicial prod containing multi cations. This restriction
stimulates a coordinated erythropoietic response that includes the increase of plasma endogenous erythropoietin (EPO)levels, regulation ofiron transparter proteins and reduction of hepeidin (aniron (- does not apply
regulatorprc Modifiers of CYP2C8 or UGT1A9 activity: Roxadustat is a substrate of CYP2C8 and UGT1A9. Co- of (CYP2C8 and OATP1B1inhibitor) or probenecid (UGT and
Pharmacokinetics: ) OATI/OATS inhibitor) in healthy subjects increased Roxadustat AUC by 2.3-fold and C,, by 1.4-fold. Monitor Hb levels when i treatment i i
plasma exposure (area under the plasma drug overtime curve [AUC] mum plas (C.ulis do ! ! d other CYP2C8 orother UGT1A9. Adjust the dose of rules (see Table i
range. Ina three times per week dy with | do OATP1B1 or inhibitor of BCRP and OATP1B1. i leinthei i i tatin:
not char{ge over time. . ) ) ) ini f 200 mg of in in healthy subj the AUC and C,,, of sif in 1.8-and 1.9-fold, and the AUC and C,.,, of simvastatin acid (the active
Absorption: Maximum plasma concentrations (C,.) are usually achieved at 2 hours post dose in the fasted state. Administration of Roxadustat with food decreased C,,,, by 25% but did not alter AUCas | metabolite of in) 1.9- and 2.8-fold, ively. The ions of and in acid also increased when simvastatin was administered 2 hours before or 4 or 10 hours after
Therefore, ithor without food. of 200 mg of with increased the AUC and C,,, of rosuvastatin 2.9- and 4.5-old, Co-admini of 200 mg of with
Distribution: Roxadustat is highly bound to human plasma proteins (approximately 99%), predominantly to albumin. The blood-to-plasma ratio of Roxadustatis 0.6. The apparent volume of istribution at atorvastain increased the AUC and C.. of in 2.0- and 1.3-fold. ons are also expected with other statins. When ; with consider this i
steadystateis 24L. ) ) ‘monitor for forthe need of
The ffective half-ife (t%) of is 15 hours in patients with CKD. The apparent total body clearance (CL/F) of Roxadustat is 1.1 L/h in patients with CKD not on i i tudied

dialysis and 1.4 L/h in patients with CKD on dialysis. and its are not removed by Specific No clinically relevant differences in the
d 1age (>18), sex, race, . dueto CKD. USEIN SPECIFIC POPULATIONS:
Z D KD patients, no marked parameter values were observed when wa 2hours before or 1 hour after Plegnancy. Roxadustat should not be initiated in women planning on becoming pregnant, during pregnancy or wh i i i is di d during pregnancy. In such cases, altemative
Dial . if There the use of in pregnant women. Studies in animals have sh toxicity. the third
Patients Following a single dose of 100 mg AUC was 23% higher and mean C,., was 16% lower ith moderate hep: (€hild- | yrimesterof pregnancy andis
PughClass B) un |r*. i ctions. (Child-Pugh Cl A e h ':1 If pregnancy occurs while Roxadustat is being administered, treatment should be dlsconnnued and alternative treatment started, if appropriate. Women of childbearing potential must use highly effective
( avenot
y subj - atleast one weekaf
Breast-feeding: It is unknown whether Roxadustat/metabolites are excreted in human milk. Avalable animal data have shown excretion of in milk hence it is during breast-
INDICATIONS AND USAGE: feeding.
e indicated for S ’ ) - . o fing. , o
j ofthe starti isrequired i patients.
DOSAGE AND ADMINISTRATION: i i of i ith mil icimpairment (Child-Pugh class A). Cautioni i 10
The appropriate dose of Roxadustat must be taken orally three times per week and not on consecutive days. The dose should be individualized to achieve and maintain target Hb levels of 10 to 12 g/dL as \ts with moderate hepatic impai The starting dose is to be half or to the dose level that is closest to half the starti initiati in patients with moderate hepatic
i i pyitaciini ingful i i i i ! : foruseinpatientawi ove e N ; ” o i
For patients initiati i not previously ESAth ing d is70mg
P inpati ighi 100kgand 100 mg three times per The most frequent (=10%) ad\ 13.9%), vascular access thrombosis (12.8%), diarrhea (11.8%), peripheral oedema (11.7%), 10.9%)
i i treated with an ESA however, f dialysis pati ESAtreatmentis onlyto be considered | andnausea (10.2%). The most frequent (>1 is (3.4%) ia (2.5%) ion (1 ;

when there is a valid clinical reason (see sections 4.4 and 5.1). Conversion of non-dialysis patients otherwise stable on ESA treatment has not been investigated. A decision to treat these patients with
o o deration for the indivi N

DOSE RECOMMENDATIONS:
i de the 4 ks befi Table1).
The fit ESA.
Table1. i i
Methoxy polyethylene
in alfa i Epoetini glycol-epoetin beta Roxadustat dose
dose or i or i

(micrograms/week) dose (1U/week) dose (micrograms/monthly) | per week)

Less than 25 Less than 5000 Less than 80 70

25 to Less than 40 5000 up to 8000 80 up to and inlcuding 120 100

- More than 8000 up to More than 120 up to
40uptoandinlcuding80 | it 6ing 16000 | and including 200 150
More than 80 More than 16000 More than 200 200
ESA:Erythvopoiesis stimulating agent

Dose i dose rangesfrom 20 mg t0 400 mg thee imes pe week (see section maximum recommended dose). Hb levls should be moritored
exerytwoweeks untilthedesired Hblevel o 1010 12/dL is achieved and tabilized and every 4 weeks thereater,or canb downfrom

hi i Whe

tif
the dose of Roxadustat, consider the current Hb level and the recent rate of change in Hb level over the past 4 weeks and follow the dose adjustment steps according to the dose adjustment algon(hm
describedinTable2.

g g g g g g g g g 'g or
Tablet2. Dose adjustment rules
Change in Hb over the | Current Hb level (g/dL):
previous 4 Weeks' Lower than 10.5 10.5t011.9 12010129 13.0 or higher
Change in value of ; ; :
No change Reduce dose by one step | Reduce dose by one step | Withhold dosing, monitor

more than+1.0 g/dL Hb level and resume
Change in value between dosing when Hb is less
ot 10gL Increase dose by one step | No change Reduce dose by onesstep | o2 %0 T B B

; that s reduced by two
Change in value of less
s by Increase dose by one step | Increase dose by one step | No change steqs

The dose of roxadustat should not be adjusted more frequently than once every 4 weeks, except if Hb increases by more than 2 g/dL at any time within a 4-week period, in which case the dose should be
reduced byone stepimmediately.

X b ious Hbvalue d Ks ago).

u additionsl dose reduction s equired for  patient aiready on the lowest dose (20 m three imes per week), do ot reduce the 20 mg dose by breaking the tablet, bt educe the dose frequency to twice per

'y embolism. Not known: Dermatitis Exfoliative Generalized, Secondary

Other common side effects include Constipation, vomiting, headache, insomnia. Us include:
hypothyroidism.
OVERDOSAGE:
d levate Hb levels above th 10-12 ¢/dL), which should b ged with discontinuation or ionof dosage( ion 4.2) and careful

INSTRUCTIONS:
-Store below 30°C.

~Protect from heat, sunlight & moisture.
~Keep out of the reach of children.

B i itioner only.
PRESENTATION:

Roxudo Tablet 20mg Packof1x12tablets.

Roxudo Tablet 50mg Packof2x6tablets.

Roxudo Tablet 70mg Packof2x6tablets.

Roxudo Tablet 100mg Packof2x 6tablets.
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FORFURTHER INFORMATIONS PLEASE CONTACT:

GcCC

Manufactured by:
CCL Pharmaceuticals (Pvt) Ltd.

62 Industrial Estate, Kot Lakhpat, Lahore, Pakistan. 3867-A




