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DXM-ROSUVASTATIN

Film Coated Tablet 10 mg or 20 mg

A Dexaiitit

Compositions:
DXM-ROSUVASTATIN FILM COATED TABLET 10 MG
Each film coated tablet contains

Rosuvastatin calcium equivalent to Rosuvastatin 10 mg

DXM-ROSUVASTATIN FILM COATED TABLET 20 MG
Each film coated tablet contains
Rosuvastatin calcium equivalent to Rosuvastatin 20 mg

Product Descriptions:

DXM-ROSUVASTATIN FILM COATED TABLET 10 MG

White, round, and shallow-biconvex tablet with diameter 7 mm. Marked ‘DEXA’
on side |, unmarked on side Il

DKM ROSUVASTATIN FILM COATED TABLET 20 MG
ite, round, and shallow-biconvex tablet with diameter 9 mm. Marked 'DEXA'
nn slde 1, unmarked on side ||

Pharmacolo|
Pharmacotherapeutic group: HMG-CaA reductase inhibitars
ATC code: C10A ADT

Mechanism of action
Rosuvastatin is a selective, polent, and competitive inhibitor of HMG-CoA

prepubertal patients o patients younger than 10 years of age. Doses of
rosuvastatin greater than 20 mg have not been studied in the pediaric population
In chidren and adolescents wih homozygous famiial nypemhulesnemlema
sxperience s limited to eight patients (aged 8 years
I & pharmacolonclc study. 15 patients (9 boys and 4 gm) o 17 years of age
with heterozygous FH received single and multiple oral doses of rosuvastatin
Both Cras and AUC of rosuvastatin were similar to values observed in adult
subjects administered the same doses.

f HMG-CoA reductase inhibitors, including rosuvastatin, involves
OATBIET LI Urznsporier proteins. In patients i SLCO1ET (OATP1E1)
andlor ABCG2 (BCRF) genetic polymorphisms there is a risk of increased
iasuvasialn exposure. Indidual polymorphisms of SLCCHEH 821CC and
ABCGZ c.421AA are

exposure (AUC) compared to e LR T ot ABCies e e
genotypes. This specific genatyping is not established in clinical practice, but for
patients who are known to have these types of palymorphisms, a lower daily dase

of resuvastatin is recommended,
Bace

inetic studies show 24 median AUC in
Asian subjects compared with Caucasians. A population pharmacokinetic
analysis revealed no diinically relevant differences in pharmacokinetics among
Caucasian, Hispanic, and Bisck or Afro-Caribbean groups.

Mild to moderate IEHE\ impairment (CrCl 230 mi/minute/1.73 m ?) had nnlﬂﬂuenc:f

The majority (80%) of palients reated with rosuvastatin 10 mg achieved their
NCEP ATP IIl treatment target for LDL-C levels; fewer patients (68%) achisved
target on the 5 mg dose. The difference between rosuvastatin 5 mg and 10 mg
was greatest for high risk suh]ecls (0% versus §1%, Tespectively). Le. for
patients who have a lower LDL-C

Lipid levels should be monitored perlodlcally and, if necessary, the dose of
DXN-Rosuvastatin agjusted based on target [pid levels recommended by
guidelines.

Table 1. Canadian Recommendation for Target Lipid Values Based on Level
of Risk

DXht i with certain medicinal products
that may increase e plasma concentration of rosuvastatin due to interaction:
with these transporter proteins (e.g., ciclosporin and certain protease inhibitors
including combinations of ritonavir with atazanavir, lopinavir, and/or tioranenvi),
Whenever possible, altermative medications should be considered, and if
necessary, consider temporarily discontinuing DXM-Rosuvastatin therapy. In
situations where  coadministration hese medicinal products  with
DXW-Rosuvastatin is unavoidable, the benefit and the risk of concurrent
freaiment and DX-Rosuvasiatin dosing adjusiments should be carcfully

& of not be
avoided, the dose of DXM F!uswas(ﬁlw’l should not Exoeed 5 mg once dal\y (see
Warnings and Precautions and Interactions with Other Medicaments)

Route of Administration:
Oral.

“DXM-Rosuvastatin is contraindicated In patiants with hypsrsensiiiy 1o any
of this product.

- XM Rosuvastatin i contraindicated in patients with acive liver dissass
including unexplained, persistent elevations of serum transaminases and any
serum transaminase elevation exceeding 3 times the upper limit of normal
(ULN).

on plasma concentration of rosuvastatin, However, plasm:
rosivastalin increased 1o a clinically significant extent fabout a-foid) In patients
with severe renal impaiment (CrCl <30 miminute/1.73 m?) not receiving
' pared with healthy individuals (CrCl >80 miiminute!1.73 me),

reductase, the rate-limiting enzyme' that converts 3-hydroxy-3.
coenzyme A lo mevalonate, a precursor for chalesterol.
Triglycerides (TG) and cholesterol In the liver are incorporated, with
apolipoprotein B (ApoB). into very low density lipoprotein (VLDL) and released
into the plasma for delivery to peripheral tissues. VLDL particles are TG-rich
Cholesterol-rich low density lipoprotein (LDL) is formed from VLDL and is cleared
primarily through the high affinity LDL receptor in the liver.

Rosuvastatin produces its lipid-modifying effects in two ways; it increases the
number of hepatic LDL receptors on the cell-surface, enhancing Uptake and
catabolism of LDL and t nhis the hepalu: synthesis of VLDL, thereby reducing
the tatal number of VLDL a

High density Ilpnpwism B0 i DontalnsAaoA -l is involvad, amongst ather
things, in_tran cholesterol from tissues back to the liver (reverse
cho eskerol rangpo g

The invalvement of LDL-C in atherogenesis has been well documented,
Epidemilogical studies have estabished that high LOL.C. TG, low HDLC and
ApoA-l sease

Indications:

DXM-Rosuvastatin is indicated as an adjunct to diet, at least equivalent fo the

Adult Tremmenl Panel Il (ATP 1 TLC diet), for the reduction of elevated fotal
ApoB, the tofal HDL. ratio

and Inglyoendee and for increasing HDL-C, in hyperiipidemic and dyslipidemic
m“dguons when response to diel and exercise alone has been inadeguate
inclu
- Prevention of cardiovascular events. In adult patients with an increased risk of
atherosclerotic cardiovascular disease based on the presence of
!:ardluvas:ul!l disease risk markers such as an elevated hsCRP level, age,
hyperter HOL-C, smoking, or a family history of premature coronary

& been linked to a higher risk o
s e e e boranis o mortality and CV v ot of lowering
LDLC and TG or raising HDL-C. More recent data hes finked the benefical
effects of HMG-CoA reductase inhibitors to lowering of non-HDL (ie. all
Circulating cholestsrol not n HDL) and ApoB or reducing the AROB/ARGAH ratio

Pharmacokinetics:

Absorption
In clinical pharmacology studies in man, peak plasma concentrations of
rosuvastatin were reached 3 to 5 hours following oral dosing. Both peak
et aton (Ces) and araa under the Fiasma concani aton e clrve (KUC)
increased n gpproxmale proporton 1o mzs;;ﬁamun dose. The absolule

A h food d d the rate of drug absorption by
205 e esetsad by Gl nare wak ne efect on the extent o absorption o2
assessed by AUC.

asma concentrations of rosuvastatin do not differ following evening or morning
drug administration.
Significant LOLC reductons are seen when rosuvastatin is given with or wihout
food, and regardless of the time of day of drug acminisration

Mean un\ume of distrution at sisecly-state of rosuvastatin s spproximately 134
liters. Rosuvastatin is to plasma proteins, mostly albumin. This
binding i reversisie and Indspendent of piasma concentrations
Metabolism

nsively 10% of a

n
rodtabeley dess o veamvercd o8- mobole. The. 1 majormetabolite_is
N-desmethyl rosuvastatin, which is formed principally by cytochrome P450 2C9,
and in vitro studies have demonstrated that N-desmelnyl rosuvastatin_ has
approximately one-sixth to one-half the HMG-CoA reductase inhibitory activity of
rosuvastatin, Overall. greater than 90% of active plasma HMG-CoA reductase
inhitory ecivty s accounted for by rosuvasiatin.

retion
rounwmg oral administration, rosuvastatin and its metabolite are primariy
excreted in the feces (90%). The elimination half-ife (t:) of rosuvastatin is
approximately 19 hours. After an intra jose, approximately 28% of total
body clearance was via the renal route and 72% by the hepatic route,

Special populations

“Start medication and lifestyle changes concomitantly if values are above target
values

**Start medication if target values are not achieved after 3 months of lifestyle
modification
***Start medication if target values are not achieved after 6 months of lifestyle
modification

The following reductians in total cholesterol, LDL-C, TG, total-C/HDL and
increases in HDL-C have been observed in a dose-response study, and may
serve as a guide fo treatment of patients with mid to moderate
hypercholesterolemia:

Table 2. Dose-Response in Patients with Mild to Moderate
Hypercholesterolemia (Mean Percent change from Baseline)

is i during . while
and in women of childbearing potential not using appropriate contraceptive

Level of risk (definition) LEreg! vatues Tl‘lzli.?’ L
Very high
n‘g?yaal fisk CAD 20%-30%) <30 =50 <20
I pear sk of GAD 10%-20%) 40 60 | =20 .
{10-year risk of CAD <10%) <60 <r.0 =0 measures

- DXM-Rosuvastatin is contraindicated in patients with myopathy.
- DXM-Rosuvastatin is contraindicated in patients receiving

ciclasparin.

Warnings and Precautions:

Renal Effeci

Proteinuria, delemd by dipstick testing and mastly tubular in origin, has been
observed in patients lreawd with higher doses of rosuvastatin, in par'lcular 40
mg, where it was fransient or
shown to be predictive of auie or progressive renal disease. An avscosment of
renal function should be considered during routine follow-up of patients treated
with & dose of 40 mg

Renal impairment

Rosuvastatin exposure is not influenced by mild to moderate renal impaiment
{CrCl 230 mi/minute/1.73 m?). Exposure to rosuvastatin is increased to a dlnlcally
significant extent in patients with severe renal impairment (CrCl
miiminute/1.73 m¢) who are noll) receiving hemodialysis and ;!ose ad]uslmenl is

Gemfibrozil increases the risk of myopathy when given concomitantly with some

HMG-CoA reduclase inhibitors. Therefore, the combinalion of rosuvastatin and
is not The benefit of further ahterations in lipid levels
by the combined use of rosuvastalin with fibrates or niacin should be carefully
weighed against the potential risks of such combinations.
myalgia, myggathy, and rarely, thabdamyclysis
have been reported in rosuvastatintreated patients with all dose:

heart dusaase DXM-Rosuvastatin is indicated to reduce total mortality and the DXM-Rosuvastatin| Total-Cl
tisk of major cardiovascular events (cardiovascular death, strake, M, unstable dose (mgiday) | M | Total-C | LOL-C | TG | HDL-C | pp g’ | ApoB
angina, or arterial revascularization) lacebo a3 13T 3 = = required (see
-D is indicated =5 an adjunct o dit for the trestment of e Skeletal muscle effects
panents with primary (type Il 5 17| 33 | 45 [35] 13 1 38
- Primary hyperchalesteralemia (type lla_in udlng he«emzygnus familial 0 71 38 B2 |0l 18 r} 2
hypercholesterolemia and severe non- familial
- Combined (rmxed) dirslpluem\a (type lIb). 20 7| -40 55 |23 8 44 46
- famili [ 40 18] 46 | 63 | 28] 10 51 54
cither sk or s an adjunct to diet and iner ipi lowering Teatment such a5 Effects on skeletal muscle e.q.,
apher Dosage in patients with renal insufficiency

- BXN-Rosuvastatin is indicated as aduncive therapy to diet 1o siow the

progression of alherosclerosis in adult palients as part of a treatment strategly
fower okal and LDLC o largerl

- Foatn patients 10 vilh heletazygous famiel
hypercholesteralemia (HeFH} Adjunct o c o vebucetotail
ApoB levels in adolescent boys and girs. who are at lesst g )'ear
postmenarche, 10-17 years of age with heterozygous familial
hypercholesterolemia if after an adequate trial of diet therapy the following
findings are present: LDL-C >190 mgidl or >160 mg/dl and there is a positive
family history of premature cardiovascular disease (CVD) or two or more other
CVD risk factors.

Recommended Dose:
Patients should be placed on a standard cholesterol-lowering diet at least
equivalent to the Adult Treatment Panel Il (ATP IIl TLC diet) before receiving
DXM-Rosuvastatin, and should continue on this diet during treatment vith
DXM-Rosuvastatin_ If appropriate, a program of weight control and physical
exercise should be implemented.
Prior 1o initating therapy with DXM-Rosuvastati, secondary causes for
n plasma lipid 50 be

o ueual oss rangs applias in patients with mild 1o modarate renal impaimmant

Far palients wih severe renal mpairment (CIC1 <30 miiminule/1.73 me) nol en
ing of DXM- should be started at 5 mg once daily

and should not exceed 10 mg ance caly see Phamacakinetics).

Dosage In patients with hepatlc ins

There was no increase in systemic expasure to rosuvastatin in patients with

Child-Pugh scores of 7 or below. However, increased systemic expasure has

been abserved in patients with Child-Pugh scores of 8 and 9, In these patients an

assesement of enal Rincllon should be considered. There s no experience in

partcular with dases 20 g, Very rare cases of habdomyelysis have ean
reported with the use of ezelimibe in combination with HMG-CoA reductase
infisiors. A pharmacocynamic meraction cannot s excludsd (ses Interacions
r Medicaments) and caution should be exercised with their combined

bl Vg it S LGl b inhibitors, the reporting rate far
i with in use is higher at

the 40 mg dose.
tine ki

Grenline kinsse (CK) shoud nt be messured following strenuous exercies o n

patients with Child-Pugh ibave 9. DXM-R tatin is
tients with active liver disease
the elderl)

in
Of the 10,275 patients in clinical studies with rosuvastatin, 3,158 (31%) were 65
years and older, and BB (6.8%) wers 75 years and older, The overal frequency
d types of in patients above and
below 85 years of age. The effcacy of rosuyasiatn in the geristic populstion
(285 years of age) was comparable to the efficacy observed in the non-elderly.
Pediatric patlents (10 to 17 years of age)

ofa rease which may confound
interpretation of the s 1 CR vel are significantly elevated at bassiine
(>5 x ULN} a confirmatory lest should be carmed out within 57 days. If the repeat
test confirms & baseline CK >5 x ULN, treatment should not be started

OXl-Rosuvastzin, a8 with mher HIG-CoA reductase inhibiors, should be
presaribe on_in patients with predisposing factors for
mynpmhytrhahdomyo\ysls Suth taore melute:

- renal impairment

In pediatnic patients (10 to 17 years of age) wi familial

performed After initiation or Upon titration of DXM-Rosuvastatin, lipid levels
should be analyzed within 2—4 weeks and the dosage adjusted accardingly.

The usual recommended starting dose of DXM-Rosuvastatin is 10 mg once daily
Hawever, initiation of therapy with 5 mg once dally should be considered for
spedial patient populations or patients requiring less aggressive LDL-C reductions.
The chaice of starting dose should take into account the individual patient's
chalesteral level and future cardiovascular risk as well as the potential risk for
advarse reactions, DXM-Rosuvastatin may be taken in the morning or svening,
with or without food. The majority of patients are controlled ot the 10 ) mg dose.
Hawever, if necessary, d et ner
d4aweek infervel. The maximum response -s usualiv achieved within 24

durmu chronic therapy. Increasing me dnse ta 40 mg shnu\d he

Ageand sex )

There was no clinically relevant effect of age or sex on the of

rosuvastatin.

Pediatric use

The safety and effectiveness of osuastatin in patients 10 L2 17 years of age with
familal controlled clinical

trial of 12 weeks duranon foliowed by 40 weeks of npen-labe\ sxpusule Patients
treated with 5 , and 20 mg daily rosuvastatin had an adverse experience
prafile generally it thet of patiants irested with plaebo. Athough o il
adverse reactions identifie jult population have been observed i clinical
trials of children and aﬂu\escemzlahems the same warnings and precautions for
adults should be children and here was no
detectable effect of rosuvastatin on growth, weight, BMI (body mass index), or
sexual maturation in pediatric patients (10 to 17 years of age). Adolescent females
should be counseled on appropriat tive methods while an rosuvestatin
therapy. Rosuvastatin has not been studied in controlled dlinical trials invoiving

in} pamnu\ar 'those with familial hypercholesterlemis), e e el ackiove thet
treatment goal on 20 mg and should only be initiated under specialist supervision
jsee Wamings and Precautions). 'The physican who elects o use

lemia, the usual dose rangs of Dt Ras v T3
mg/day: the maximum recommended dose is 20 mg/day (doses greater than 20
mg have not been studied in this patient population). Doses should be
individualized_according to the recommended goal of therapy. Adjustments
should be made at intervals of 4 waeks or more

Use in children below

- personal or family history of hereditary muscular disorders

- previous history of muscular toxicity with another HMG-CoA reductase inhibitor
of fibrate

- alcohol abuse

- age >70 years

- siuallons where an increass in plasma lsvels may occur

of fibrates

0 yoars
The safety and effectveness In cidren have not been | In children

and with
limited o sight patients (aged & y!ars iy ahouej

Dosage on Asian patients

Initiation of DXM-Rosuvastatin_therapy with 5 mg once daily should be
considered for Asian patients. The polential for increased systemic exposures
refative to Caucasians s relevant when considering escalation of dose in cases
where hypercholesterolemia s not adequately controlled at doses of 5, 10, or 20
mg once daly (see Wamings and Precautions and Pharmacokinetics)

Spectic types o ger\etlr. polymorphisms are known that can lead to increased

DXM-Rosuvastatin at a dose higher than 20 mg shoukd reevaluate the
long-term  riskienefit of DXM-Rosuvastatin for the individual patlem
DXM-Rosuvastatin should be prescribed with caution in palients with predisposing
factors for myopathyirhabdomyolysis (see Warnings and Precautions).
The dosage of DXM-Rosuvastatin should be individualized according lo baseline
LDLG. total-GHDLG raio, andior TG levels, the recommended taraet fpid
values (see Recommendations for the Management and Treatment of
nysnpldmia [Canada) summarized below In Table 1) andlor the Third Repor
e U.S. National Cholesteral Education Program [NCEP Adult Treatment
£ 1I] and the patient response.

exposure (see For patients who are knawn ta
have such spedific types of polymorphisms, a lower dally dose of
DXM-RusuvasOatln is recommende
Dosage in patients with predisposing factors to myopathy
The recommended starting dose is § mg in patients with predisposing factors to
myopathy (see Wamnings and Precautions).
Concomitant therapy

Rosuvasiatin s & ssbelrate of various transporter profeins (.g., OATP1B1 and
BCRP). The risk of myopathy (including rhabdomyolysis) is increased when

n such patients tha risk of irsaimat should be considered in relation to possible
benefit and clinical monitoring CK levels are
elevated at baseiine (5 x ULN) reatment should not be started
Whilst on treatment
Pallenie_should be asked to report inexplicable muscle pain, weakness, or
cramps immedistly, paricularly If associated with malaise or fever. CK levels
should be meast ese patients. Therapy should be discontinued if CK
levels ara markedly elevated (>4 % ULN)or, f musclar symptoms are severa and
cause daily discomfort (even if CK levels are <5 x ULN). If symptoms resolve and
CK levels return to normal, then consideration should be given to reintroducing
DXM-Rosuvastatin or an alternative HMG-CoA reductase inhibitor at the lowest
dose with close monitaring. Routine of CK levels in
patients is not warranted.
There have been very rare reports of an immune-mediated necrotizing myopathy
(IMNM) during or after treatment with some statins. including rosuvastatin. IMNM
is clinically characterized

- persistent proximal muscle weakness and elevated serum creatine kinase,

which persist despite discontinuation of statin treatment;

- muscle biopsy showing necrotizing myopathy without significant inflammation;
- improvement with immunosuppressive agents.
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In few cases, statins have been reported to induce de novo or aggravate
preexisting myasthenia gravis or ocular myasthenia. DXM-Rosuvastatin should
be discontinued in case of aggravation of symptoms. Recurrences when the
me or a different statin was (re-) administered have been reported
In clinical trials, there wi increased skeletal muscle effects in the
small number of patients dosed with rosuvastatin and concomitant therapy
However, an increase in the incidence of myasitis and myapathy has been seen
in patients receiving other HMG-CoA reductase mhibitors together with fibric acid
juding nicotinic acid, azole antifungals,
prunease inhibitors, and macrolide antibiotics. Gemfibrozi increases the risk of
pathy when given concomitantly with some HMG-CoA reductase inhibitors
Theteior. tha sombination of DXI-Rosuvaslatn and gemfibrozil is_not
recommended. The benefit of further alterations in lipid levels by the combined
use_of DXM-Rosuvastatin with fibrates or niacin should be carefully weighed
against the potential risks of such combinatio
DXA-Rosuvastalin should ol be used in any_ patient wilh an aculs, serious
condition suggestive of myopathy. o it of renal

pharmacodynamic interaction may occur. Gemfibrozil, fenofibrate, other fibrates,
and I loyering doses [~ or equl o 1 giday) of niacin (cotinic acid) ncrease
the risk of myopathy when given concomitantly HMG-CoA reductase
nibitors proatly because they can produce myopalhy when given alone.
These patients should also start with the 5 mg dose.

Ezetimibe
Concomilant use of 10 mg rosuuastatin and 10 mg ezetimibe resulled in a

u%anav.r 500 mgiritonavit 200 M0 |10 mg single dose |1 4-fold 1

400 mg BID Mt available 14-fold 1
200 mg OD, 5 days |10 ma single doss [*14-fold T
Ezetimibe 10 mg OD, 14 days 19 g OO 120l 1

Decrease in AUC of

1.2-fold increase in AUC of

(sen Tabla 3). A phamiacodynamic interaction, in 1armns of adverte sffacts
between rosuvastatin and ezelimibe cannot be ruied out
ntacid

The with an antacid suspension containing
aluminium and magnesium hydroxide resulted in a decrease in rosuvastatin
plasma cancentration of approximately 50%. This effect was mitigated when the

antacid was s after rosuvastatin, The dlinical relevance of this
interaction has not been slud\ed.
Fusidic Acid

failure secondary to rhabdomya\ysls (e.g., sepsis, hypmensmn ‘major surgery,

trauma, severe metabolic, endocrine and electrolyte disorders, or uncontrolled

seizures).

Liver effects

As with ather HMG-CoA reductase inhibitors, DXM-Rosuvastatin should be used
caution in patients who consume excessive guantities of alcohol and/or have

= histary of liver disease. It is recommended that liver function tests be carried out

prior to, and 3 months following, the initiation of treatment. DXM-Rosuvastatin

should be discontinued or the dose reduced if the level of serum transaminases

is greater than 3 times the upper limit of normal. The reporting rate for senous

hepatic events (consisting mainly of increased hepatic transaminases) in

postmarketing use is higher at the 40 mg dose.

in pamems with secondary

Interaction studies with rosuvastatin and fusidic acid have not been conducted.

As with other stalins, muscle related events. including rhabdomyolysis, have

been reported in postmarketing experience with rosuvastatin and fusidic acid

given conurrenty. Patients should be_ closely monitored and  temporary
ment may

Concomitant use of rosuvastatin and erythromycin resulted in a 20% decrease in
AUCpy and @ 30% decrease in Cw of rosuvastatin. This interaction may be
caused by the increase in gut motility caused by erythromycin.

Results from in vitro and Jn vivo studies show that rosuvastatin is neither an
inhibitor nor an inducer of cylochrome P450 isoenzymes. In addition,

p caused b
nepl ynrame. he undarying discase shoui be irzated prir o mmamng
Iherapy with DXM-Rosuvastatin

Brmacokinetic stuies shanw an ncrease in exposura in Asian compared with
Caucasians (see
Protease inhibitors
Increased systemic exposure lo rosuvastalin has been observed in patients
receiving rosuvastatin concomitantly with various protease inhibitors in
combination with ritonavir. Consideration should be given both Lo the benefit of
fipkd lowering by use of DXM Rosuvasiath in HIV patients receiving protease

poor subsirate for these isosrizymes. Therefors, crug
interactions_resulting P450 mediated not
expecisd. No clinically reievant inisractions. have hean ohearved batusen
rosuvastatin and either fluccnazale (an inhibitor of CYP2CS and CYP3A4) or
ketoconazole (an inhibitor of CYP2AG and CYP3A4)

requiring (see Table 3)
When itis necessary o coadminister resuvaalalm ‘with other medicinal products
own o increase exposure to rosuvastalin, doses of rosuvastatin should be
adjusted. It is recommended that prescribers eonsull the relevant product
ation when cansidering administration of such products together with

inhibitors and the potential for increased

when initiating and up titrating DXM-Rosuvastatin doses in pabems treated with

protease inhibitors. The concomitant use with certain protease inhibitors is not

recommended unless the dose of DXM-Rosuvastatin is adjusted (see
ose and with Other

Lactase intolerance

Patients with rare hereditary problems of galactose intalerance, the Lapp lactase

deficiency, or glucose-galactose malabsorption should nat take this medicine.

Interstitial lung disease

Exceptional cases of intersitial lung disease have been reported with some

statins, especially with long term inerapy. Preseniing features can include

dyspnea, nonproductive cough, and deterioration in general health (fatigue,

weight loss., and fever). If it is suspected a patient has developed interstitial lung

disease, statin therapy should be discontinued

Diabetes mellitus

Some evidence suggests that statins as a c\ass raise blood glucose and in some

palients. at high risk of future diabetes, m: luce a level of hyperglycemia

where formal diabetes care is appropriate. Thls riek. howsver. i outweighed by

the reduction in vascular risk with stalins and therefore should not be a reason for

stopping statin treatment. Patients at risk (fasting glucose 5.6 to 6.9 mmoll, B

230 kg/m?, raised Iriglycerides, hyperiension) should be manitored both clinically

and biochemically according to national guidelines.

Pediatric palients (10 to 17 yeas

The evaluation of linear growth (height), weight, BMI (body mass index), and

secondary characteristics of sexual maluration by Tanner staging in pediatric

patients taking rosuvastatin is limited to a one-year period

Effects on ability to drive and use machines:

Pharmaou\n'g! testing revealed no evidence of a sedative effect of rosuvastatin
From the safely profile, rosuvastatin is not expected to adversely affect the ability
to drive or use machines.

Interactions with Other Medicaments:
Effect of coadministered medicinal products on rosuvastatin

Rosuvastatin Change in
dose regimen _|ros: Auc*

QID, 7 days 80 single dose ZD%

Interacting drug dose regimen

Envthrom: m
Baicalin 50 mg TID, 14 days.
“Data given as x-fold change represent a simple ratio between

Hepatobiliary disorders
- Rare: increased hepatic transaminases.
rare- jaundice, hepatitis
Skin and subcutancous tissue disorders
on: pruritus, rash, urticaria.

- Not known: Stevens-Johnson syndrome, drug reaction with eosinophilia and

systemic symptoms (DRESS).
Musculoskelotal and connective tissue disorders
- Common: myal
- Rare: myopalhy (m:mnmg myositis), thabdomyolysis.
- Very rare: arthralgia

- Nof known: immune-mediated necrotizing myopathy.
Renal and urinary disorders

and rosuvastatin alone. Data given as % change represent % diffarence relative
1o rosuvastatin alone.
Increase is indicated as *", decrease as |

“*Several interaction studies have been performed at different rosuvastatin
dosages, the table shows the most significant ratio.

AUC= area under curve; OD= once daily, BID= twice daily; TID= three times
daily. QID=four times daily.

The following medicinal praduct/combinations did not have a significant effect on
the AUC ratio of rosuvastatin at coadministration:
Aleglitazar 0.3 mg 7 days dosing; fenofibrate 67 mg 7 days TID dosing;
fluconazole 200 mg 11 days OD dosing: fasamprenavir 700 mgiritonavir 100 mg
8 days BID dosing, ketocanazole 200 mg 7 days BID dosing; nfampin 450 mg
days OD dosing; silymarin 140 mg 5 days. TID dosing.

Other medications
Concurrent use of fibrates may cause severe myositis and myoglobinuria
Effect of rosuvastatin on coadministered medicinal products

‘As with other HMG-CoA reductase inhibitors, the initiation of treatment or dosage
up-titration of rosuvastatin in patients treated concomitantly with vitamin K
antagonists (e.g., warfarin or another coumarin anticoagulant) may result in an
increase in Intemational Normalized Ratio (INR). Disconfinuation or
down-litration of rosuvastatin may resull in a decrease in INR. In such siuations,
appropriae monioring o INR s desirable

i contra
Cnncnmuam use S oe dvasiatn andan ol cnnlrampwe resulted in an increase

Ifthe medicinal product is observed ta increase
2-fold or higher, the starting dose of rosuvastatin should pilpeai mg once
daily.

The maximum dally dose of rasuvastatin shoukd be adjusted 80 that the expected
rosuvastatin exposure would not likely exceed that of a 40 mg daily dose of
rosuvastatin taken without interacting medicinal products, for example a 5 mg
dose of rosuvastatin with ciclosporin (7.1-fold increase in exposure), 2 10 mg
dose of rosuvastatin with ritonaviriatazanavir (3.1-fold increase). and a 20 mg
dose of rosuvastatin with gemfcrozi (1.6-fold ncrease)

If medicinal product is ease rosuvastalin AUC less than 2-fold,
the siarting dasa nesd nof b dacreasad but caution sholid be taken f increasing
the rosuvastatin dose above 20 mg.

Eroteasa inhibitors

Cuadmln uatlon of rosuvastatin with certain protease inhibitors or combination
of protease inhibitors may increase the rosuvastatin exposure, (AUC) up to 7-fold

(ste Table 1), Dose adsieiments are neeced depand ig on the lavel of flsct on

rosuvastatin exposure.

Table 3. Effect of Coadministered Medicinal Products on Rosuvastatin
Exposure (AUC; in order of decreasing magnitude)

2-fold or greater than 2-fold increase in AUC of

and norgestrel AUC of 26% and 34%, respectively. These
incrented plaema levels shoukd be conelqered when selecting cral contraceptive
doses, There are no pharmacokinetic data available in patients taking concomitant
rosuvastatin and HRT and therefore a similar effect cannot be excluded, However,
the combination has besn extensively used in women and was well tolerated,

No clinically relevant interaction with digoxin is expected

Interaction studies have only been performed in adults. The extent of interactions
in the pediatric population is not known

Pregnancy and Lactation:

Ve
Reproductive system and breast disorders
‘ary rars: gynecomastia
General disorders and administration site conditions
- Common: asthenia.

- Not known: edema.
As with other HMG-CoA reductase inhibitars, the incidence of adverse drug
reactions tends o be dose dependent.

Renal effects
Protsinuria, detected by dipstick testing and mostly tubular in origin, has bsen
observed in palients treated with rosuvastatin, Shifts in urine protein from none or

& 10 ++ OT more were seen in <1% of patients at some time during treatment
with 10 and 20 mg. and in approximately 3% of patients reated with 40 mg. A
minor increass n £hif flom nane or trace to + was obssrved with the 20 mg dose

In most cases, eously on conlinued
therapy. No causal betwaen and acute of
renal diseas

e
Hematuria has been observed in patients treated with rosuvastatin and the
occurrence is low.

Skeletal muscie effects

Effects on skeletal muscle eg. myalgia, myopathy (lncludm% myositis) and,
rarely, rhabdomyalysis with and without acute renal failure have been reported in
rosuvastatin treated patients with all doses and in particular with doses >20 mg

A dose-related increase m CK levels has been cbserved in patients talima
rosuvastatin; the majority of cases were mild, asymptomatic and transient. If Cl
levels are elevated (5 x ULN), treatment should be discontinued (sse Warnings
and Precautions).

Liver effects
As wih ofher HMG-CoA reduciase inhkiors, 8 dose-rsisied incresse in
fransaminases has been observed in a small number of patients taking
rosuvastatin: ihe majorty of cases wer mid, asymptomatic, and transient

The following adverse svents have Liesn reported with some statins
- Sexual dysfun

- Exceptional Taas of inerstital lung disease, espamany with long term therapy
- Tendon disorders, sometimes complicated by ruj

The reporting rates for habdomyolysis, serious renal events and serious hepatic
events mainly of increased hepatic transaminases) is higher at the 40

The safety during pregr
nox bean babikhed

omen of childbearing potential should use appropriate contraceptive
measures

y and whilst 1g has

Adverse Effects:
There have been rare postmarketing reporls of cognitive impairment (e.g.,
memory loss, forgetfulness, amnesia, memory impairment, confusion)
i staln use. These cognitve [ssues have been reported far ai

Interacting drug dose regimen E:::‘gﬂﬂ,’r“ Change I:uc

400 mg/100 g1 100 mg) + vmapmw 10 mg single dose |7.39-fold 1
100 mg) once daily for 1

CebeaTs g B b 205 w107 0D
BID. & months 10 days 7 1Hfold 1
D 600 mg BID, 5 days |5 ma single dose |5.27009 |
R 160 mg OD, 14 days |5 mg single cose _|3.8-old |

10 mg single dose |3.14old {

10 mg single dose |2.8-fold |
10 mg single dose |2.69-fold |

Atazanavir 300 mg/itonavir 100 mg
0D, 8 days

Sintegeve T50 Mg 007 days
[Velpatasvir 100 mg OD

Rosuvastatin s @ subsirle forcertain transperter proting including the hepatc
uptake transporter OATP1B1 and efux B

e staon of esusastan wilh medianal products that are hbior of hess
transporter proteins may result in increased rosuvastatin plasma concentrations
and an increased risk of myopathy.

o
Ciclasgonn inereased rosuyastatin exposure and may resullin incregsed risi of
pathy (sse Table 3). Thersfore, in patiens taking ciclosporin, the dose of
Tobuvastatin shouid ol Sxceed 5 mg o
Protease inhibitors
Although the exact mechanism of interaction is unknawn, cancomitant protease
inhibitor use may slmng\y increase rosuvastatn exposire (see Table 3)
vastati product of two
pmtease ibors (300 g atazanawie100. m?enlar\amr] in healthy indlviduals
was esaccisled wih an epproxinately hres-dold and sever-fcc incresse in
use of rosuvastatin and
some pruteass o wmbmatmns ‘may be considered afer carehul
of based on the expested increase

in rosuvastatin exposure
-l

Concamitant use of rosuvas:mm and gembrozi resuled in 8 2ol incresse in

rosuvastatin nd (see Warnings Mo

pharmacokinetic relevant intaraction it Snotmate expecied, oerer o

1, |5 mg single cose [2.50-f0ld |
Teriflunomide Mot avalable 250 |
Grazoprevir 200 50 mg OD |10 mg single dose |2.26-old |

|%§°;"n’%“g ;‘ﬂ“,'ﬂ.‘gf'b’e"'“"” 5 mgonce daily  |2.2-old 1

statins. The reports are ?enela”y nonserious and reversible upon statin
Glacorinuation, i variats Bmes 1o symptom cnset (1 day to years) and
symptom resolution (median 3 weeks).
Increases in HbAlc and fasting blaod glucose have been reported with statins
The risk of hyperglycemia, however, is outweighed by the reduction in vascular
risk with stating
The adverse reactions seen with rosuvastatin are generally mild and transient.
The following list presents the adverse reaction profile for rosuvastatin, Adverse
reations listed below are classified according to frequency and system organ
class (SOC)
The frequencies of adverse reactions are ranked according to the following:
common (21100 to <1/10); uncommon (21/1,000 to <1/100); rare (21/10.000 to
<1/1,000); very rare (<1/10,000); not known (cannot be estmated).
Biood and lymphatic system disorders

- Rare: thrombocytopenia.
Immune system disorders
- Rare: hypersensitivity reactions including angioedema.
Endocrine disorders
- Common: diabetes melltus (frequency will depend on the presence or absence

of risk fan:tors famng blood glucose 256 mmold, BMI >30 kg/m? raised

20 mg OD, 7 days [2.1-fold 1
10 mg single dose [2.1-fold 1

Iéclu'glr‘a}ng:ou mg/ritenavir 100 mg

Capmatinib 400 mg BID

ry of hypertension)
Payehiatric disorders

- Not known: depression

Nervous disard

Clopidaarel 32‘10"!‘55‘““‘“9‘ follawed 1o mg single cose |2-fold 1
10! 20 mg single dose [2.0-fold |
10mg slngle dose [1.9-40ld |
ingle dose |1.9-fold
rosvasiatin
Rosuvastatin Change in

E

twice di
Fahuxnslal 120 mg oD
BID,

Interacting drug dose regimen

- Common headache, dizziness.
- Very rare: polyneuropathy, memory loss
- Nof known; slesp disturbances (including insomnia and nightmares), peripheral
neuropathy, myasthenia gra
disorder:

- Nat kmown: ocular myasthenia
thoracic, and med’lasrmll disorders

dose regimen Auc*
10 mg single dose |1.6-fold |

10 mg 0D, 7 days |1.54old {

a5 75 mg OD, 5 days
Darunavir 600 mgirftonavir 100 mg
BID. 7 days

iratory,
- Nt known cough. dysi
dis

Wﬂeﬂ
- Comman: constipation, nausea, abdominal pain
- Rare: pancreatitis
- Not known: diarthea.

Pediatrc patients 10 to 17 years of a
In-a 12 waek controled sty 1 boys and postmenarchal gids, the sale
taleraity profle of osuvastatn §to 20 mg caily was generally sl to that of

Iacel
Flowever, elevations in serum creatine phosphokinase (CK) >10 x ULN were
observed more frequently in rosuvastatin compared with placebo-treated
children. Four of 130 (3%) children freated with rosuvastatin (2 treated with 10 mg
and 2 treated with 20 mg) had increased CK >10 x ULN, compared to 0 of 46
children an placebo.

Overdose and Treatment:
There is no specific treatment in the event of overdose. In the event of overdose,
the patient should be treated symptomatically and supportive measures instituted
as required. Hemodialysis is unlikely to be of benef

Presentations and Registration Numbers:
DXM-ROSUVASTATIN FILM COATED TABLET 10 MG:
Box, 3 strips x 10 film coated tablets; MAL25036157AZ
DXM-ROSUVASTATIN FILM COATED TABLET 20 MG:
Box, 3 strips x 10 film coated tablets; MAL25036158AZ

‘ON MEDICAL PRESCRIPTION ONLY.

STORE AT TEMPERATURES BELOW 30°C.
STORE IN THE ORIGINAL PACKAGE.

KEEP MEDICINES OUT OF REACH OF CHILDREN.
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