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Lanthanum Carbonate Chewable Tablets
FOSBAIT®
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Innovation in support of life

Description

Lanthanum carbonate 500 mg and 250 mg tablets are white to off white uncoated rectangular shaped tablets debossed with FOSBAIT ° on one side and 500/250 on other side.
Composition

FOSBAIT-500

Each uncoated chewable tablet contains:

Lanthanum carbonate equivalentto
Elemental lanthanum................500 mg

FOSBAIT-250

Each uncoated chewable tablet contains:

Lanthanum carbonate equivalent to

Elemental lanthanum. 250mg

Dosage Form/s

Chewable tablet

Indications

FOSBAIT ”is indicated for the treatment of hyperphosphatemia n patient with end stage renal disease who requires dialysis treatment.
Dose and Method of Administration

The tablets mast o6 ahowed and not hole. To aid with chewing the tablets may be crushed.
Adults,Including eldrly (> 5 years)
taken with orimmediately after food, with the daily dose divided between meals. Patients should adhere to recommended diets in order to control
phosphate and fud inake Camthanam Carmonats & presented as a chewable tablet therefore avoiding the need to take additional fluid. Serum phosphate levels should be
monitored and y 2-3 weeks until levelis reached, with regular monitoring thereafter.
Control of serum phosphate level has been demonsirated at ‘Goses starting from 750 mg per day. The maximum dose studied in clinical trals, in a limited number of patients, is
g. Patient; rapy: usually atdoses of 1500 3000 mg lanthanum per day.
Pediatric population
The safety and efficacy of Lanthanum Carbonate in children and below the age of 18 years has not by

Hepatic impairment

The effect of hepatic impairment on Lanthanum Carbonate pharmacokinetics has not been assessed. Due to its mechanism of action and the lack of iver metabolism doses in
hepatic hould not be modified, but be

Usein speclal populations

Pre na

te data from the use of Lanthanum carbonate in pregnant women. Lanthanum carbonate is not foruse during

Sreasl feed/n
Itis unknown whelher lanthanum is excreted in human breast milk. The excretion of \amhanum in milk has not been studied in animals. Caution should be used in taking a decision

whether feeding orto therapy withL p I benefit of breast feeding tothe child
andthe botantia benentof Lanthanum carbonats therapy 1o he Rursing mother

ity

There is no fertility data available on lanthanum carbonate in humans. In rat toxicology studies, lanthanum carbonate had no adverse effects on fertility.

Contraindications

o Hypersensitivity.

e Hypophosphatemia

Warnings and special Precautions

Tissue deposition of Lanthanum has been shown with Lanthanum Carbonate in animal studies. In 105 bone biop: treated with L arbonate, some for up
0 4.5 years, rising levels of lanthanum were noted over time. No clinical data are available on deposition of lanthanum in other human tissues. The use of Lanthanum Carbonate in

clinical studies beyond 2 years is currently limited. However, treatment of subjects with Lanthanum Carbonate for up to 6 years has not demonstrated a change in the benefit/risk

profile.

Patients with acute peptic ulcer, ulcerative colitis, Crohn's disease or bowel obstruction were not included in clinical studies with Lanthanum Carbonate. Lanthanum Carbonate
should be used in these patients following careful assessment of benefit and risk. Lanthanum Carbonate is known to cause constipation and therefore caution should be exercised

in patients | i (e.g. i bdi | surgery, peritoniti

i iency may Lanth: b does not contain calci i be monitored at regular time

intervals for this patient population and appropriate supplements given.

Lanthanum is not metabolized by liver enzymes but itis most likely excreted in the bile. Conditions resulting in a marked reduction of bile flow may be

slower elimination of lanthanum, which may result in higher plasma levels and increased tissue deposition of lanthanum As the liver is the principal organ of elimination of

absorbed liver mnwuutesls

Safety ffi f Lanth: have not b I in children and usein childrenand

Lanthanum C; b ia devels

Abdominal x-rays of patients taking Lanthanum Carb have a radi

Patients with nottake thi di

Drug interactions

Lanlhanum bonate hydrate may gastricpH. Itis that which are known to interact with antacids, should not be taken within 2 hours of dosing

typical ofan t

g

n heallhy subjects, jon and ineti affected by inistration of citrate.

Sorumlovels offat.solublé vilamine A, b, E and K, wore not afoctod by Lanthanum Carbonaia adminisration i cinical studies.

Human volunteer studies have shown that co-administration of Lanthanum Carbonate with digoxin, warfarin or metoprolol does not produce clinically-relevant changes in the

pharmacokinetic profiles of these drugs.
In simulated gastric juice, lanthanum carbonate hydrate did not form insoluble complexes with warfarin, digoxin, . phenytoin, or enalapril, alow
potentialto affect the absorption of these drugs.
However, has i ically possible and ifth areto by in itis thatthey are
notto be taken within 2 hours of dosing with Lanthanum Carbonate.

he ral in was by i 50% when taken with Lanthanum Carbonate in a single dose study in healthy volunteers. It is

thatoralloxacin least 2hours before or 4 hours ater Lanthanum Carbonate.
including Lanth arbonate) have been shown to reduce th thyroid hormone therapy should not

botakenwilhin Zhours of doging wilh TSH levels mpanerns receiving both medicinal products.

Lanthanum carbonate hydrate is not a substrate for cytochrome P450 and does not slgnlﬁcanﬂy inhibit the activities of the major human cytochrome P450 isoenzymes, CYP1A2,
CYP2D6, CYP3A4, CYP2C9 or CYP2C19invitro.

Undesirable effects

The most commonly reported adverse drug reactions, with the exception of headache and allergic skin reactions are gastrointestinal in nature; these are minimized by taking
Lanthanum Carbonate with food and generally abated with time with continued dosing. The following convention was used for frequency of adverse drug reactions: Very common
(21/10); Common (21/100 to < 1/10); Uncommon (2 1/1,000 to < 1/100); Rare (21/10,000 to < 1/1,000); Very rare (< 1/10,000), not known (cannot be estimated from the available
data).

Infections and Infestations

Uncommon Gastroenteritis, laryngitis

Blood and lymphatic system disorders

L on

Endocrine disorders

L on

Metabolism and nutrition disorders

Common Hypocalcaemia

Uncommon i ia, ia, anorexia, appelite increased
Nervous system disorders

Very Common Headache

Uncommon Dizziness, taste alteration
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Ear and Labyrinth disorders

Uncommon Vertigo

Gastrointestinal disorders

Very Common Abdominal pain, diarrhoea, nausea, vomiting
Common Consti dyspepsia, flatulence
Uncommon lleus, subileus, intestinal obstruction, irritable bowel syndrome, oesophagitis, stomatitis, loose stools, indigestion,
gastrointestinal disorder (not otherwise specified), dry mouth, tooth disorder, eructation
Rare Intestinal perforation
Skin and subcutaneous tissue disorders
Uncommon Alopecia, sweating increased
and ive tissue disord
Uncommon Arthralgia, myalgia, osteoporosis
General disorders and administration site conditions
Uncommon Asthenia, chest pain, fatigue, malaise, peripheral oedema, pain, thirst
Investigations
Uncommon Blood aluminium increased, increase in GGT, increases in hepatic transaminases, alkaline phosphatase

increased, weight decrease

Post marketing experience: During post-approval use of Lanthanum carbonate, cases of allergic skin reactions (including skin rashes, urticaria and pruritus) have been reported
which show a close temporal relationship to lanthanum carbonate therapy. In clinical trials, allergic skin reactions were seen in both Lanthanum carbonate and placebo/active

Althoughthere havebeenanumberol tional T rted, none of these react i inthis patient population.
Transient QT ch d butthese were not associated with an f ts.

Overdos

No case of overdose has been reported. The highest daily dose of i to health during Phase | studi 4718mg given for 3 days. The adverse

events seen were mild to moderate andincluded nausea and headache.
P

Pharmacodynamics F'rcpemes,

: Drugs for \TC code: VO3AE03
The activity offanihanum carbonate hydrate as a phosphate binder s dependent on the high afinity o lanthanum fons, which are released from the carbonate salt n the acid
h, for dietary isformed which ecluces
Atotal of 1130 pationts wi failure treated with mai i tudiedin o phase Il and two phase I oden Pores studlesubro placebo

p
controlled (1 fixed dose and 2 titrated dose designs) and one included calcium rbonaie a0 an scive comparator. During these studies, 1016 patients received lanthanum
carbonate, 267 received calcium carbonate and 176 received placebo.

Two placebo-controlied. randomized studies envalled patiens o dialysis after @ washaut from previous phosphate binders. Afte iration of lanthanum carbonae (o achieve 2
serum phosphate level between 1.3 and 1.8mmol y (doses up <1.8mmollL in a second study (doses up to 3000mg/day). patients were randomized
to bonate or placebo as mail omment Aor e ek bo-controlled phase, the serum rose between 0.5 and
0.6mmollL in the placebo group, in both studies, relative to patients who remained on onhancm sarbonats therapy. There were 61% patients on lanthanum carbonate who
maintained their response, compared to 23% on placebo.

The acti tudy that serum duced to target levels of 1.8mmol/l at the end of the 5 week titration period, in 51% of the lanthanum
group compared with 57% of the calcium carbonate group. At week 25 the percentage of randomized patients showing controlled serum phosphate levels was similar in the two
treatment groups, 29% on lanthanum and 30% on calcium carbonate (using a missing=failure approach). Mean serum phosphate levels were reduced by a similar amount in both
treatment groups.

Further long-term extension studies have demonstrated maintenance of phosphate reduction for some patients following continued administration of at least 2 years of lanthanum
carbonate:

Hypocalcaemia was reported in 0.4% of patients with Lanthanum Carbonate compared with 20.2% on calcium-based binders in comparative studies. Serum PTH concentrations
may fluctuate depending on a patient's serum calcium, phosphate and vitamin D status. Lanthanum Carbonate has not been shown to have any direct ef fects on serum PTH
concentrations.

In the long-term bone studies a trend towards increasing bone lanthanum concentrations with time in the control population was observed from the averaged data, the median
rising 3-fold from a baseline of 53 glkg at 24 months. In patients treated with lanthanum carbonate, the bone lanthanum concentration increased during the first 12 months of
lanthanum carbonate treatment up to a median of 1328yig/kg (range 122-5513uglkg). Median and range concentrations at 18 and 24 months were similar to 12 months. The
median at 54 months was 4246yig/kg (range 1673-9792ug/kg).

Paired bone biopsies (at baseline and at one or two years) in patients randomized o either Lanthanum Carbonate or calcium carbonate in one study and patients randornized to
eitherL ive therapy d study, showed in group:

Pediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with in Lanthanum Carbonate one or more subsets of the paediatric population in
treatmentof hyperphosphatemia.

Pharmacokinetic properties

Asbinding between anihanum and dietary phosphorus occurs nthe lumen of the stomach and upper small ntestne, the therapeutic efctiveness of anthanum carbonate s not

onlevels of
Lanthanum is present in the of carbonate hydrate-treated chronic renal failure patients during Phase Il clinical
Uialsrevesled concenirations of <0.05100.90 ngimL i plasma, and <0 ootes 011913 inbone biopey samples.

Absorptio

Canthanum carbonate hydrate has low aq lubility (<0.01 mg/mL at pH 7.5) and is minimally absorbed g oral administration. Absol ] ilability is estimated

tobe <0.002% in humans
Inheslihy subjects, lasma AU and Cmex nareased as a funciion of dose. butin a ess than proportonal manner, after single oraldoses of 250 to 1000 manthanum, consistent
with dissolution-limited absorption. The apparent plas life in healthy

J
I renl dialysis patients dosed for 10 days with 1000 mg laninanum 3 imes daily, the mean (& sd) peak plasma concentration was 1.06 (+ 1.04) ng/mL, and mean AUC last was
31.1(+40.5) ng.h/mL. Regular blood level monitoring in 1707 renal dialysis drate for upto 2 plasma
concentrations over this time period.

Distribution

Lanthanum does not accumulate in plasma in patients or in animals after repeated oral administration of lanthanum carbonate hydrate. The small fraction of orally administered
lanthanum absorbed is extensively bound to plasma proteins (>99.7%) and in animal studies, was widely distributed to systemic tissues, predominantly bone, liver and the

tract, including the lymph nodes. In long-term animal studies, lanthanum concentrations in several tissues, including the gastrointestinal tract, bone
and iver ncroased over ime (o lovels several ordrs of magritude Sbove those in plasma. An apparont stoady-siate level of ttained in some tissues, e.g. the liver
whereas levels in gastrointestinal tract increased with duration of treatment. Changes in tissue lanthanum levels after withdrawal of treatment varied between tissues. Arelatively
high proportion of lanthanum was retained in tissues for longer than 6 months after cessation of dosing (median % retained in bone <100% (rat) and <87% (dog). and in the liver
<6% (rat) and <82 % (dog). No adverse effects were associated with the tissue deposition of lanthanum seen in long-term animal studies with high oral doses of lanthanum
carbonate (see 5.3) (See Secfion 5.1 for information regarding changes inlanthanum concenrations in bone biopsies taken from renal dialysis patients after one year of reatment
with
Metabolism
Lanthanum is not metabolized.
Studies i chroni renal alure patients with hepatic impaiment have ot been conducted. In pafients with co-exising hepatic disorders a the time of enty nto Phase Il linial
studies, there was no evidence of increased plasma exposure to lanthanum or worsening hepatic function after treatment periods upto 2 year
Elimination
Lanthanum is excreted mainly in the faces with only around 0.000031% of an oral dose excreted via the urine in healthy subjects (renal clearance approximately 1mLimin,
representing <2% of total plasma clearance).

to animals, is excreted mainly in the faces (74% of the dose), both via the bile and direct transfer across the gut wall. Renal excretion

was aminor route.

Incompatiblities: Notknown

Shelf-life: Do nof t pil . printed iner label.

Packaging nformation

FOSBAIT* 500/250 supplied asa chewable tabletin botl of 305

Storage and handling

Storeatatemperature below25°c protectfrom lightand moisture.
ightly opening.

For more information and further detail contact:
Panacea Biotec Ltd.
B-1 Extn/A-27, Mohan Co-op. IndI. Estate,
Matura Road, New Delhi — 110044, India.
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