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Alenta Tablet

Alendronic acid 10mg, 70mg (equivalent to Alendronate Sodium)

COMPOSITION:

ALENTA 10mg tablet:

Each tablet contains:

1 Active ingredient: Alendronate Sodium BP equivalent to 10mg Alendronic acid.

1 Excipients: Lactose, Croscarmellose Sodium, Magnesium Stearate, Avicel
PH-102, Ferric Oxide Yellow.

ALENTA 70mg tablet:

Each tablet contains:

1 Active ingredient: Alendronate Sodium BP equivalent to 70mg Alendronic acid.

1 Excipients: Lactose, Croscarmellose Sodium, Magnesium Stearate, Avicel
PH-102, Ferric Oxide Yellow.

CLINICAL PHARMACODYNAMICS

At the cellular level, Alendronate Sodium shows preferential localization to sites of

bone resorption, specifically under osteoclasts. The osteoclasts adhere normally to the

bone surface but lack the ruffled border that isindicative of active resorption. Alendronate

Sodium does not interfere with osteoclast recruitment or attachment, but it does inhibit

osteoclast activity. While incorporated in bone matrix, Alendronate Sodium is not

pharmacologically active. Thus, Alendronate Sodium must be continuously administered

to suppress osteoclasts on newly formed resorption surfaces.

Pharmacokinetics

Absorption

Like other bisphosphonates, Alendronate Sodium is poorly absorbed following oral

administration. Absorption is decreased by food, especially by products containing

calcium or other polyvalent cations. Bioavailability is about 0.4% when administered

half an hour before food, reduced from 0.7% in the fasting state: absorption is negligible

when taken up to 2 hours after ameal.

Distribution

The mean steady-state volume of distribution, exclusive of bone, is atleast 28L in

humans. Concentrations of drug in plasma following therapeutic oral doses are too low

(less than 5ng/mL) for analytical detection. Protein binding in human plasma is

approximately 78%.

Metabolism

There is no evidence that Alendronate Sodium is metabolized in animals or humans.

Elimination

About half of the absorbed portion is excreted in the urine; the remainder is sequestered

to bone for aprolonged period. The terminal half-lifein humansis estimated to exceed

10 years, probably reflecting release of Alendronate Sodium from the skeleton.

INDICATIONS:

1 In postmenopausal women for the treatment of osteoporosis to prevent

fractures, including those of the hip and spine (vertebral compression

fractures).

In postmenopausal women who are at risk of developing osteoporosis.

For the treatment of osteoporosisin men to prevent fractures.

For the treatment and prevention of glucocorticoid-induced osteoporosisin men and

women.

For the treatment of Paget’s disease of bone in men and women.

DOSAGE AND ADMINISTRATION:

Food and drinks affect the absorption of ALENTA. Therefore, it is very important that

ALENTA must not be used with food or drinks (other than water). The tablets must

be swallowed whole, with a full glass of water and not chewed. Patients should

not lie down for 30 minutes after taking the tablet. ALENTA should not be

taken at bedtime.

Treatment of osteoporosisin postmenopausa women, the recommended dosageis:

- One ALENTA 70mg tablet once weekly or

- One ALENTA 10mg tablet once daily.

Prevention of osteoporosis in postmenopausal women, the recommended dosage is

4> ALENTA 10mg tablet (5mg) once daily.

Treatment and prevention of glucocorticoid-induced osteoporosis in men and

women, the recommended dosage is /2 ALENTA 10mg tablet (5mg) once a

day except for postmenopausal women not receiving estrogen, for whom the

recommended dosageis 1 ALENTA 10mg tablet once daily.

Paget's disease of bone in men and women, the recommended treatment regimen

is40mg once daily for six months.

CONTRAINDICATIONS:

1 Hypersensitivity to any component of this product.

1 Abnormalities of the esophagus which delay esophageal emptying such
as stricture or achalasia

1 Inability to stand or sit upright for at least 30 minutes.

1 Hypocalcemia

ADVERSE REACTIONS:

The adverse reactions experienced were usually mild and generally did not require

discontinuation of therapy. The following adverse reactions have been reported:

1 Body asaWhole:

- Common: Hypersensitivity reactions including urticaria, transient
symptoms of myalgiaand malaise.

- Rare: Angioedema, fever, symptomatic hypocalcemia

1 Gastrointestinal:

- Common: Esophagitis, esophageal erosions, esophageal ulcers.

- Rare: Esophageal stricture or perforation and oropharyngeal ulceration.
Gastric or duodenal ulcers, some severe and with complications, have also
been reported.

1oskin:

- Common: Rash (occasionally with photosensitivity), pruritis.

- Rare: Severe skin reactions, including Stevens-Johnson syndrome and toxic
epidermal necrolysis.

1 Specia Senses: Uveitis, scleritis may occur rarely.

Inform doctors if any side effect occurs during treatment with this drug.
PRECAUTIONS:

General:

Causes of osteoporosis other than estrogen deficiency, aging and glucocorticoid
use should be considered.

Hypocalcemia must be corrected before initiating therapy with Alendronate
Sodium.

Other disorders affecting mineral metabolism (such as vitamin D deficiency)
should also be treated. Patients with these conditions, serum calcium and

symptoms of hypocal cemia should be monitored during therapy.

Ensuring adequate calcium absorption and vitamin D inteke is especially important
in patients with Paget’s disease of bone and in patients receiving glucocorticoids
as small asymptomatic decreases in serum calcium and phosphate may occur with
the treatment of Alendronate Sodium.

Gastrointestinal:

Physicians should be alert to symptoms signaling a possible esophageal reaction
including dysphasia, odynophagia, retrosternal pain or new/worsening
heartburn. These patients should be instructed to discontinue Alendronate
Sodium.

Because of possible irritant effects of Alendronate Sodium on the upper
gastrointestinal mucosa and a potential for worsening of the underlying disease,
caution should be used when Alendronate Sodium is given to patients with active
upper gastrointestinal problems.

Renal insufficiency:

Alendronate Sodium is not recommended for patients with severe renal insufficiency
(creatinine clearance <35mL/min) due to lack of experience in renal failure.

Glucocorticoid-induced osteoporosis:

The risk versus benefit of Alendronate Sodium for treatment at daily dosages of
glucocorticoids less than 7.5mg of prednisone or equivalent has not been established.
Before initiating treatment, the hormonal status of both men and women should be
ascertained and appropriate replacement considered. A bone mineral density measurement
should be made at the initiation of therapy and repeated after 6 to 12 months of combined
Alendronate Sodium and glucocorticoid treatment.

Pediatric Patients:

Safety and effectiveness of Alendronate Sodium in pediatric patients have not been
established.

DRUG INTERACTIONS:

Estrogen/Hormone Replacement Therapy (HRT)

Combined use of Alendronate Sodium and HRT resulted in greater increases in bone
mass, together with greater decreases in bone turnover, than seen with either treatment
aone. The safety and tolerability profile of the combination was consistent with those
of theindividual treatments.

Calcium Supplements/Antacids

Itislikely that calcium supplements, antacids, and some oral medications will interfere
with absorption of Alendronate Sodium. Therefore, patients must wait at least one-half
hour after taking Alendronate Sodium before taking any other oral medications.
Aspirin

The incidence of upper gastrointestinal adverse events increased in patients receiving
concomitant therapy with daily doses of Alendronate Sodium greater than 10mg and
aspirin-containing products.

Nonsteroidal Anti-inflammatory Drugs (NSAIDs)

Since NSAID use is associated with gastrointestinal irritation, caution should be
used during concomitant use with Alendronate Sodium.

EFFECT ON ABILITY TO DRIVE AND USE MACHINE

Thereis no evidence to suggest that Alendronate Sodium have an effect on a patient's
ability to drive or operate machinery. However, individual response may vary and certain
adverse reactions that have been reported with Alendronate Sodium may affect some
patients' ability to drive or operate machinery.

USE IN PREGNANT AND LACTATING WOMEN

1 There are no studies in pregnant women. Alendronate Sodium should be used
during pregnancy only if the potential benefit justifies the potential risk to the
mother and fetus.

It is not known whether Alendronate Sodium is excreted in human milk.

Because many drugs are excreted in human milk, caution should be exercised
when Alendronate Sodium is administered to nursing women.

OVERDOSAGE

No specific information is available on the treatment of overdosage with Alendronate
Sodium. Hypocal cemia, hypophosphatemia, and upper gastrointestinal adverse events,
such as upset stomach, heartburn, esophagitis, gastritis, or ulcer, may result from oral

overdosage. Milk or antacids should be given to bind Alendronate Sodium. Due to the
risk of esophageal irritation, vomiting should not be induced and the patient should
remain fully upright.

STORAGE CONDITIONS: Store at temperature below 30°C. Protect from sunlight
and moisture.

SHELF-LIFE: 36 months from the manufacturing date.

HOW SUPPLI

1 ALENTA lOmg tablet: 1 blister x 10 tablets/Box.

1 ALENTA 70mg tablet: 1 blister x 4 tablets/Box.

SPECIFICATION: Manufacturer.

WARNING:

1 Read carefully the leaflet before use.

1 For further information, please contact your doctor.

1 Thisdrugisdispensed on prescription only.

1 Keep out of reach of children.

Manufactured by:
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R( Thudc ké toa

vien nén Alenta

Alendronic acid 10mg,70mg (dudi dang Natri Alendronate)

THANH PHAN: Mbi vién ¢6 chira:
Vién nén Alenta 10mg :
Hoat chit: Natri Alendronate tuong duong 10mg Alendronic acid.
Td dug actose, Croscarmellose natri, Magnesium Stearate, Avicel PH-102, mau
vang oxit sht.
Vién nén Alenta 70mg :
Hoat chit: Natri Alendronate tuong duong 70mg Alendronic acid.
Td dwoc: Lactose, Croscarmellose natri, Magnesium Stearate, Avicel PH-102, mau
vang oxit sit.
DUQC LUC HQC
O mtre d¢ té bao, Alendronate cho 1héy tac dung khu tra 1én céc vi tri hép thy cua
xuong, dic biét ngay bén dudi cac huy cbt bao. Cac huy cbt bao gén vao bé mit ciia
xuong nhung thuong lai thiéu cac nép go ghé diéu do biéu thi cho hoat tinh huy cbt
bao. Alendronate khong can thi¢p vao viéc thu hut hodc sy bam dinh cta cac huy
bt bao, nhung no e ché hoat tinh ciia cac huy cdt bao. Khi xdm nhap vao khoi
xuong, alendronate chua c6 tdc dung dugce ly. Vi vdy, Alendronate phai duoc st
dung lién tuc dé e ché cac huy cdt bao tai nhimg bé mat dp thu méi duge hinh
thanh.
DUQC PONG HQC
Hip thu: Gidng nhu cic thudc nhém bisphonate, alendronate dugc hip thu mot
lugng nho sau khi ubng. Hap thu giam boi thie an, dic biét cac thire an ¢6 chira
canxi hoic céc ion da hoa tri khac. Sinh kha dung khoang 0,4% khi ding thudc nira
gior trude khi an, giam tir 0,7% trong bita an nhanh, hép thu khong dang ké khi ding
thudc 2 gio sau bira an.
Phin phéi; Thé tich phan phdi & trang thai 6n dinh, ké ca & xuong, c6 it nhit 28L
& nguoi. Nong do thube trong huyét truong khi ding bang duong udng 1a qué thép
(thap hon 5ng/mL). Thudc két hop khoang 78% protein huyét tuong.
Chuyén hoa: Khong c6 bing chiimg la Alendronate duoc chuyen hoa ¢ nguoi.
Thai trir: Khoang % luong hap thu dugc bai tiét qua nude tiéu. Phan con lai dugc
tich luy lau dai trong xuong. O ngudi thoi gian ban thai cta thude udc tinh trén 10
nam, c6 I& phan anh su giai phong cua Alendronate tir xuong
CHI DINH:
- Pitutr loang xwong dé€ phong ngira niit gdy xuong, bao gbm xuong viing khép
hdng va cot song (nut do nén dbt song) ¢ phu nit sau man kinh.
-0 phu nit sau man kinh c6 nguy co dan dén lodng xuong.
- Diéu trj lodng xuong ¢ nam gidi dé ngan nglra nut gay xuong.
- Didu trj va ngan ngira lodng xuong do glucocorticoid & nam va nir.
- Diéu trj bénh Paget xuong ¢ nam va nir.
LIEU DUNG VA CACH SU DUNG:
Thic an va thirc uéng anh huéng den su hdp thu ciia Alenta. Vi vay, khong ding
Alenta chung véi thire an va thire udng (ngoai trir nuéc). Phai uong hét vién thude
v6i mot ly nuée ddy, khong dugce nhai. Bénh nhan khong nén di nim trong vong 30
phit sau khi ding thude. Khong nén ding Alenta vao gior nga.
- Diéutri lodng xuong ¢ phu nir sau man kinh, lidu khuyén dung:
. Mbi tudn mét vién Alenta 70 mg hodc
. M&i ngay mot vién Alenta 10 mg.
Phong ngira loang xuong ¢ phu nir sau méan kinh, lidu khuyén dung 1a % vién
Alenta 10mg (Smg) x 1 lan/ngay.
Piéu tri va phong ngira loang xuong do glucocorticoid & nam va nir, liéu khuyén
ding 1a % vién Alenta 10mg (5Smg) x 1 lan/ngay, ngoai trir phu nit sau man kinh
khong ding estrogen thi ding 1 vién Alenta 10mg x 1 lan/ngay.
- Bénh Paget xuong ¢ nam va nit: ché do diéu tri khuyén dung 1a 40mg x 1 lan/
ngdy trong 6 thang.
CHONG CHI PINH:
- Qua min véi bit ky thanh phan nao cta thube.
- Chc bat thuong trén thue quan gay kéo dai thoi gian 1am rong thue quan nhu hep,
khong dan hdi thue quan.
- Khong c6 kha nang dang hodc ngdi thing it nhat 30 phut.
- Ha canxi huyét.
TAC DUNG PHU:
Céc tac dung phu da dugc ghi nhén thuong nhe va nhin chung khong doi hoi phai
ngung diéu trj. Cac phan tmg phu sau da dugc bao céo:
- Toan than:
. Thuong gap: cac phan img qua min bao gdm ndi mé day, cac triéu chimg dau
co va kho chiu nhe.
. [t khi gdp: phu mach, sét, trigu chimg ha canxi huyét.
- Trén tiéu héa:
- Thuong gap: viém thuc quan, loét, x6i mon thuc quan.
. tkhi gap: hep, do thuc quan, loét miéng-thyc quan. Loét da day-td trang, vai
truong hop nang véi cac dién bién phirc tap ciing da dugc bao cao:
- Trénda:
. Thuong gap: phat ban (doi khi cam véi dnh sang), ngira.
. Hiém gap: phan img da ning bao gdm hoi chimg Steven — Johnson va hoai tir
doc biéu bi.
- Trén cdc gide quan: viém mang bd dao, viém ciing mac mat rét it khi xay ra.
Théong bdo cho bdc si nhitng tic dung phu khi diing thuéc.
THAN TRONG:
Thin trong chung:
- Cén phai xem xét nhitng nguyén nhan gy lodng xuong khic ngoai nguyén nhan
thiéu hut estrogen, tudi téc va viéc sir dung glucocorticoid.

- Phai diéu chinh tinh trang ha canxi huyét truée khi khoi dau diéu tri voi Natri
Alendronate.

- Nhimg rdi loan khac anh hudng dén viéc chuyén hod khang chat (nhu thiéu hut
vitamin D) cfing nén dugc diéu tri. D6i voi nhimg bénh nhan nay, can dugc theo
dai nong do canxi huyét thanh cung nhu nhitng tri¢u chimg ha canxi huyét.

- Viéc dam bao day du lugng canxi dugce hdp thu va lugng vitamin D dua vao co
thé ddc biét rat quan trong ddi voi nhimg bénh nhan bi bénh Paget xuong va
nhiing bénh nhan dang st dung glucocorticoid vi sy giam nhe canxi va
phosphate huyét thanh ma khong c6 tri¢u chimg kém theo c6 thé xay ra khi diu
tri v&i Natri Alendronate.

Thdn trong trén tiéu hod:

- Bic sidiéu tri nén canh gidc nhimg tri¢u chimg nhan biét c6 thé xay ra phan tng
trén thuc quan bao gdm loan phdi hop tir, chimg nuét dau, dau phia sau xuong
uc, ¢ nong moi phat hay nang thém. Nhitng bénh nhan nay nén ngung dung
Natri Alendronate.

- Boi vi Natri Alendronate c6 tac dung gy kich tmg trén mang nhay da day-rugt
va ¢6 thé 1am ning thém nhimg bénh lién quan dén dudng tiéu hoa do do can
than trong khi st dung Natri Alendronate cho nhimg bénh nhan bi nhitng 16i
loan duong tiéu hoa trén c6 tién trién.

Bénh nhén suy thin:
Khong sir dung Natri Alendronate cho nhitng bénh nhén bi suy than ning (to¢ do
thanh thai creatinine dudi 35ml/phut) do chua c6 nhidu kinh nghiém trong viéc st
dung thude déi vai tinh trang suy than.
Loang xwong do glucocorticoide:
Nguy co so vdi loi ich cia vige st dung Natri Alendronate dé diéu tri cho nhiing
bénh nhén st dung glucocorticoide dudi 7,5mg Prednisone hay twong duong chua
duge cong bd. Trude khi bit dau diéu tri, cin phai xéc dinh mirc do kich thich to
cta ca nam 1an nit va nén xem xét dén mot liéu phap thay thé thich hop. Nén tién
hanh dénh gia mat do khoang chét trong xwong trude khi sir dung ligu phap phédi
hop Natri Alendronate véi glucocorticoid va ldp lai sau d6 6-12 thang.

Bénh nhi:

Mitre dd an toan va hi¢u qua cta Natri Alendronate trén bénh nhi chua dugc cong

bo.

TUONG TAC THUOC:

Estrogen/Li¢u phdp thay thé kich thich t6:

Phéi hop st dyng Natri Alendronate va liéu php thay thé kich thich t6 s& lam ting

khéi xuong, dong thoi 1am giam toc do chuyén hoa xwong nhiéu hon so véi sir dung

riéng 1¢ cac thude nay D0 an toan va tinh dung nap cta sw phéi hop thude tuong tw
nhu khi str dung riéng lé.

Bé sung canxi/Cdc thuéce khdng acid:

Céc thude khang acid va bd sung canxi ciing nhu mt s6 thude ding dudng udng

khéc c6 thé can tro sy hdp thu Natri Alendronate. Vi vy, ngudi bénh phai cho it

nhét nira gio sau khi ung Natri Alendronat méi dung bét ky thude nao khac.

Aspirin:

Mire d6 xdy ra céc tdc dung phy trén dudng tiéu héa tang Ién & nhung bénh nhén s

dung phéi hop Natri Alendronate & lidu 16n hon 10mg/ngdy véi nhitng san phim c6

chira Aspirin.

Thudc khding viém khéng steroid (NSAID): )

Boi vi nhitng thudc khang viém khong steroid lién quan dén nhirng kich tmg da

day-rudt, do d6 cin than trong khi phdi hop sir dung véi Natri Alendronate.

SUDUNG CHO PHU NU CO THAI VA CHO CON BU

Chua c6 nghién ciru trén phy nit mang thai. Chi nén dung NAtri Alendronat trong

thai ky néu loi ich diéu trj cao hon nguy co 6 thé cho me va thai nhi.

Chua dugc biét Natri Alendronate ¢4 bai tiét vao sita me hay khong. Boi vi rat

nhiéu thudc c6 thé bai tiét vao sita me do d6 cin than trong khi str dung Natri

Alendronate cho phu nir dang cho con bu.

QUA LIEU

Khong c6 thong tin dic biét vé dleu tri qué lidu. Udng qua lidu c6 thé gay giam calci

huyet giam phosphate huyét, xuét hién cac tac dung ngoai ¥ & duong tiéu héa trén

nhu rdi loan tiéu hoa, ¢ néng, viém thuc quan, viém hogc loét da day. Cén cho uéng
sita hodic thude khang acid dé két hop voi alendronate. Do nguy co kich (g thuc
quan, khong dugc gdy non va nguoi bénh can 6 tu thé hoan toan thing dimg.

BAO QUAN: Bio quan ¢ nhi dudi 30 C, tranh 4nh sang mat troi va do am.

HAN DUNG: 36 thang ké tir ngay san xuat.

TRINH BAY:

. Vién nén Alenta 10mg: 1 vi x 10 vién/Hop.

. Vién nén Alenta 70mg: 1 vi x 4 vién/Hop.

TIEU CHUAN: NHA SAN XUAT

LOI KHUYEN:

- Doc ky huong dan sir dung trueée khi dimg.

- Néu cdn thém thong tin, xin héi y kién bdc sT.

- Thude nay chi dimg theo sw ké don ciia thdy thudc.

- Dé xatam tay tré em.
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