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Keep out of reach of children
Read insert paper carefully before using

E.HL PHIL INTER PHARMA

contraindications: See inserl paper.

O Storage: In a hermetic container,
below 30°C, protect from Hght.
o

O Package: 5 biisters x 10 soft capsules
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Rx Thubc bdn theo don
Dé xa tim tay tré em
Dpc ky hudng din sie dung trude khi ditng
Néu cin thém théng tin, xin héi y kién bdc st

BDK: .o
THANH PHAN: M3i vién nang mém chira:
Hogt chdt:  CalGitriol .....coeevvvvnvesenesneennns 0,25 pg e
CalCRIBEE -0 vviosemisiimmsrines 425 mg “ A
MABHEE OXPd o...ooiiesvoncasnsviimns 40 mg !
T R ST, 20 mg

Ta dugc: Medium chain Triglycerid (MCT), dau lecithin, du co, diu dau nanh hydrogen héa
mot phén, sap ong tring, con 96%, butylat hydroxy toluen, butylat hydroxy anisol, gelatin,
glycerin ddm dac, D-sorbitol 70%, ethyl vanillin, titan dioxyd, mau dé s6 40, mau vang so 5,
nude tinh khiét.

DANG BAO CHE: Vién nang mém
DUQC LUC HQC

Calcitriol, mét trong nhimg chit chuyén héa c6 hoat tinh cta vitamin D, thong thudng dugc
tao thanh & than tir mdt tién chét 1a 25-hydroxycholecalciferol (25-HCC). Binh thuong, luong
chit nay lam ting sy hép thu calci va phosphate va déng vai trd quan trong trong khoéng héa
xuong. O ngudi suy than min, viée tao calcitriol kém goép phin t6i su bit thuong chuyén héa
khoang chét.

Calci 12 mét khodng chit dugc tim thdy trong thuc phdm tw nhién. Calci cin thiét cho nhidu
chire nang binh thuong cua co thé, dac biét la su tao xuwong va duy tri céc chirc ndng nguyén
ven cuia than kinh, co, h@ thong xuong va tinh thim ctia mang té bao, mao mach.

Magnem la khoang chit rit quan trong, tham gla vao hang trdim phan (g enzyme trong co
thé. Magnesi déng vai trd quan trong trong viéc bd sung calcium do 1a chét trung gian chuyén
héa vitamin D thanh dang ¢6 hoat tinh.

Ké&m ciing déng vai trd quan trong trong viéc hip thu calci ciia co thé. Hon nita, kém gitp céi
thién hé théng mién dich.

DUQC DONG HQC

Calcitriol

Hip thu

Calcitriol hap thu nhanh & rugt. Nong d¢ dinh trong huyét tuong & don lidu 0,25 — 0,75 meg
calcitriol dat dugc trong khoang 2-4 gio & nguoi khoe manh,

Phdn b6

Trong mau, & ndng do sinh ly, calcitriol hiu hét gén két véi DBP (Vitamin D binding
protein), ngoai ra ciing ¢6 1 it gin két véi lipoprotein va albumin. Khi ndng do calcitriol trong
mau cao, DBP tré nén bao hoa, va ting gin két véi lipoprotein va albumin.

Chuyén héa

Calcitriol bi bat hoat & ca than va rudt, & dang cac chit chuyén héa trung gian.

Thai trie

Trong huyét thanh, thoi gian ban thai cta calcitriol khoang 5 — 17 gié & bénh nhan binh
thudng nhung c6 thé kéo dai khoang 18 — 44 gio & bénh nhan bi suy thdn man ning. Tuy
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nhién, tac dung dugc ly cua calcitriol don liéu kéo dai it nhdt 4 ngay. Calcitriol dwoc dao thai
vao mét va di vao chu trinh gan rudt.

Calci lactat

Calcium duoc hip thu chi yéu tir rudt non bing cach van chuyén chu dong va khuéch tan thu
dong. Khoang 1/3 lugng calcium duge hip thu & dudng tiéu héa mic di diéu nay c6 thé thay
dbi tly thudc vao ché do 4n va tinh trang rudt non; su hip thu ciing ting trong tinh trang thiéu
calcium va trong giai doan ting truéng chiéu cao & tré hoic giai doan thai ky va cho con bu.
1,25- Dihydroxycholecalciferol (calcitriol), chat chuyén héa cta vitamin D, lam ting su hp
thu chu djng.

Calcium thira chii yéu dugc bai tiét qua than. Calcium khéng hip thu dugc thai trir qua phén.
M&dt lwong nhéd bi mat trong md héi, da, toc va méng. Calcium qua duge nhau va phan bd vao
sira me. O~
Magnesium oxyd va K&m oxyd hip thu qua duong tiéu hoa. ) p /

CHI PINH

REXCAL duge chi dinh trong trurdng hop c6 lién quan dén su rdi loan chuyén hoa calci gip &
bénh nhan c6é bénh thdn man tinh, con ding diéu tri loan dudng xuong do than, giam calci -
huyét lién quan t&i suy c4n gidp trang, codi xwong phu thude vitamin D va loding xuong.

LIEU LUQNG VA CACH DUNG
1-2 vién/ngay tuy theo nhu cau ctua bénh nhan.

CHONG CHI PINH ‘ ‘

Khong dugc diung REXCAL cho bénh nhan tang calci-huyét hodc c6 bing chimg vé doc tinh
ctia vitamin D.

Chéng chi dinh cho bénh nhin qua man cam véi thude (hodc cac thube cling nhém) hodc cac
thanh phan cua thudc.

THAN TRONG

Tang calci huyét tu phat.

Tré nhoé phai duge theo d61 k¥ cua thiy thude.

Bénh mach vanh, suy yéu chirc ning than va xo cing dong mach, dic biét & ngudi gia.
Thiéu ning tuyén cén giap.

TUONG TAC THUOC ,

- Cholestyramine: Cholestyramine lam giam sy hap thu qua rudt cua cac vitamin tan trong
lipid, nhu vay c6 thé can tro sy hip thu cia REXCAL qua rudt.

- Phenyltoin/ Phenobarbital: Phéi hop véi phenyltoin (hodc vdi Phenobarbital) khong ¢6 anh
hudng téi céc nong do cua calcitriol trong huyét tuong, nhung c6 thé 1am giam ndng do cua
25(OH)D3 néi sinh trong huyét twong do lam ting chuyen héa. Vi mic calcitriol trong mau
bi giam, nén can ding REXCAL cao hon khi phdi hop véi phenyltom hodc phenobarbital.

- Céc thiazid: Céc thiazid thuc day su tang calci- -huyét do lam giam dao thai calci qua nudc
tiéu. Mot sb truomg hop cho thdy phdi hop céc thiazid véi REXCAL sé& gy tang calci-
huyét. Vi vay, phai than trong khi phdi hop 2 loai thudc nay.

- Khong nén ding ddng thdi REXCAL véi céc glycosid trg tim vi ddc tinh cua glycosid trg
tim ting do tang calci huyét, din dén loan nhip tim.

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU ,
- Cac nghién ciru vé doc tinh trén dong vat khong cho cac két qua thuyét phuc, khéng co
nhirng nghién ctru c6 kiém soat twong d6i & nguoi vé tac dung cuia calcitriol c6 ngudn goc
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ngoai sinh trén thai ky va su phat trién cua bao thai. Do do, chi sir dung calcitriol khi loi ich
diéu tri cao hon nhiéu so véi nguy co c6 thé xay ra cho bao thai.
- Calcitriol ¢6 ngudn gbc ngoai sinh dugc bai tiét qua sita me. Ngudi me dang cho con bu
ubng calcitriol phai theo doi ndng dd calcium huyét thanh cia me va tré.
ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC M
Khéng anh huéng g
TAC DUNG KHONG MONG MUON
Nhimg tic dung ¢ hai cia REXCAL tuong tu nhu nhimg phan mg gap khi ding qua liéu
vitamin D. Nhiing déu hnq:u va tneu chirng hodc dén sém hodic dén mudn cua ngd ddc vitamin
D di kém tang calci huyét bao gbm:
- Pén sém: Om yéu, nhirc dau, budn ngu, budn ndén, nén, khd miéng, tio bon, dau co, dau
xuong, vi kim loai, chan an, dau viing bung, dau da day.
- Pén muén: Tiéu nhiéu, khét nhidu, chan in, sut can, dai dém, viém két mac (calci héa), viém
tuy, so anh sang, chay nudc miii, ngua, sot, glam duc ning, ting ndng 49 BUN méau, albumin-
niéu, tang cholesterol-mau, tang SGOT (AST) va SGPT (ALT), calm héa lac chd, nhiém calci
thén, ting huyet ap, loan nhlp tim, loan dudng, rdi loan glac quan, mat nuéc, lanh dam, ngimg
16m, nhiém khuén duong tiét niéu va hiém gip bénh tim than 15 rang.
Théng bdo cho bdc si cdc tdc dung khong mong muén gdp phii khi sir dung thuéc.
SUDUNG QUA LIEU '
Qua licu REXCAL c6 thé gdy ting calci-huyét va ¢6 khi bj ting calci-niéu. Vi vdy moi khi
diéu chinh lidu lugng trong diéu tri sém theo dinh ky véi céc khoang cach déu din, cin xét
nghiém ndng do calci trong huyét thanh.
Dung qua liéu k&m c6 thé dan t6i cac triéu chimg qué lidu nhu budn nén, nén nghiém trong,
mét nude/ hidu dong va thiéu mau nguyén bao sit (thir phat do k&m lam mét ddng).
Diéu tri: Ngimg thudc, ngimg bd sung calci, duy tri khéu phén an c6 it calci, udng nhiéu nudc
hoc truyén dich.

BAO QUAN: Trong hop kin, & nhiét do duéi 30°C, tranh anh séng.

HAN DUNG: 36 thang ké tir ngay san xuét.
* Khong diing thuéc qud thoi han sir dung.

QUY CACH PONG GOI: 5 vi x 10 vién nang mém/hop.

= Sén xuit bdi:
: CONG TY TNHH PHIL INTER PHARMA
S0 25, dudng s6 8, KCN Viét Nam-Singapore, Thuian An, Binh Duong.
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Rx Prescription drug
Keep out of reach of children
Read the package insert carefully before using
For any more information, please consult your physician
REXCAL
Visa No.: .........
COMPOSITION: Each soft capsule contains:
Active ingredidients: Calcitriol .o..oovvivivivininiiinnnnn 0,25 g
Calcium lactate.........cccveueennnn... 425 mg
Magnesium oxide ...................... .40 mg
Zinc oXide ....oveviiiaiiiiiieee 20 mg

Inactive ingredients: Medium chain Triglycerid (MCT), lecithin oil, palm oil, partially
hydrogenated soybean oil, white beeswax, alcohol 96%, butylate hydroxy toluen, butylate
hydroxy anisol, gelatin, concentrated glycerin, D-sorbitol 70%, ethyl vanillin, titanium
dioxide, red No. 40, yellow No. 5, purified water.

DOSAGE FORM: Soft capsule

PHARMACODYNAMICS

Calcitriol, one of the active metabolites of vitamin D, is normally formed in the kidneys from
its precursor, 25-hydroxycholecalciferol (25-HCC). In physiological amounts it augments the
intestinal absorption of calcium and phosphate and plays a significant role in the regulation of
bone mineralisation. The defective production of calcitriol in chronic renal failure contributes
to the abnormalities of mineral metabolism found in that disorder.

Calcium is a mineral in the natural food. Calcium is vital for many normal functions of the
body, especially for osteogenesis and maintaining proper functions of nervous system,
muscle, bone and the permeability of cell membrane and capillary.

Magnesium is an extremely important mineral. It is involved in hundreds of enzymatic
reactions in the body. Magnesium is important in a calcium supplement because it mediates
the conversion of Vitamin D into a usable form.

Zinc is also important for the uptake of calcium by the body. In addition, it plays a critical
role in support of the immune system.

PHARMACOKINETICS

Calcitriol

Absorption

Calcitriol is rapidly absorbed from the intestine. Peak serum concentrations following a single
oral dose of 0.25-0.75 mcg Calcitriol were found within 2-4 hours in healthy subjects.
Distribution

During transport in the blood at physiological concentrations, calcitriol is mostly bound to a
specific vitamin D binding protein (DBP), but also, to a lesser degree, to lipoproteins and
albumin. At higher blood calcitriol concentrations, DBP appears to become saturated, and
increased binding to lipoproteins and albumin occurs.

Metabolism

Calcitriol is inactivated in both the kidney and the intestine, through the formation of a
number of intermediates.

Elimination

The reported elimination half-life of calcitriol in serum is between 5 and 17 hours in normal
subjects, but may extend to between 18 and 44 hours in patients with severe chronic renal
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failure. However, the pharmacological effect of a single dose of calcitriol lasts at least 4 days.
Calcitriol is excreted in the bile and is subject to enterohepatic circulation.

Calci lactat

Calcium is absorbed mainly from the small intestine by active transport and passive diffusion.
About one third of ingested calcium is absorbed although this can vary depending upon
dietary factors and the state of the small intestine; also absorption is increased in calcium
deficiency and during periods of high physiological requirement such as during childhood or
pregnancy and lactation. 1,25-Dihydroxycholecalciferol (calcitriol), a metabolite of vitamin
D, enhances the active phase of absorption.

Excess calcium is predominantly excreted in the urine. Unabsorbed calcium is eliminated in
the faeces. Minor amounts are lost in the sweat, skin, hair, and nails. Calcium crosses the
placenta and is distributed into breast milk.

Magnesium oxide and Zinc oxide are absorbed mainly from the gastrointestinal.

INDICATIONS

REXCAL has been used pharmacologically in cases of calcium metabolism disorder seen in
patients with chronic renal failure, and to treat renal osteodystrophy, hypocalcemia associated
with hypoparathyroidism, vitamin D — dependency rickets, and osteoporosis.

DOSAGE AND ADMINISTRATION
1 - 2 capsules a day as per the requirement of the patients.

CONTRAINDICATIONS

REXCAL should not be given to patients with hypercalcemia or evidence of vitamin D
toxicity. Use of REXCAL in patients with known hypertensitivity to REXCAL (or drugs of
the same class) or any of the inactive ingredients is contraindicated.

PRECAUTIONS

Idiopathic hypercalcaemia.

Pediatric doses must be individually monitored under close medical supervision.
Coronary disease, renal function impairment and arteriosclerosis, especially in the elderly.
Hypoparathyroidism.

DRUG INTERACTION

- Cholestyramine: Cholestyramine has been reported to reduce intestinal absorption of
fatsoluble vitamins; as such it may impair intestinal absorption of REXCAL.

- Phenyltoin/ Phenobarbital: The coadministration of phenytoin or phenobarbital will not
affect plasma concentrations of calcitriol, but may reduce endogenous plasma levels of
25(OH)D3 by accelerating metabolism. Since blood level calcitriol will be reduced, higher
doses of REXCAL may be necessary if these drugs are administered simultaneously.

- Céc thiazid: Thiazides are known to induce hypercalcemia by the reduction of calcium
excretion in urine. Some reports have shown that the concomitant administration of
thiazides with REXCAL causes hypercalcemia. Therefore, precaution should be taken when
coadministration necessary.

- Should not concurrently use REXCAL and cardiac glycosides because the toxic effects of
the cardiac glycosides are enhanced by hypercalcemia and that may result in cardiac
arrhythmias.

PREGNANCY AND LACTATION

- Studies of reproductive toxicology in animals have not yielded unequivecal findings, and
no controlled studies on the effect of exogenous calcitriol on pregnancy and foetal
development have been performed in human subjects. Consequently, calcitriol should be
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given only when the potential benefit has been weighed against the possible hazard to the
; foetus.
- It should be assumed that exogenous calcitriol passes into breast milk. Mothers may
breastfeed while taking calcitriol, provided that the serum calcium levels of the mother and
infant are monitored.

EFFECT ON THE ABILITY TO DRIVE VEHICLES AND OPERATE MACHINES
No effect.

ADVERSE REACTIONS

Adverse effects of REXCAL are in general similar to those encountered with excessive
vitamin D uptake. Early and late signs and symptoms of vitamin D intoxication associated
with hypercalcaemia include:

- Early: Weakness, headache, somnolence, nausea, vomiting, dry mouth, constipation, muscle
pain, bone pain, metallic taste, and anorexia, abdominal pain or stomachache.

- Late: Polyuria, polydipsia, anorexia, weight loss, nocturia, conjunctivitis (calcific),
pancreatitis, photophobia, rhinorrhea, pruritus, hyperthermia, decreased libido, elevated BUN,
albuminuria, hypercholesterolemia, elevated SGOT (AST) and SGPT (ALT), ectopic
calcification, nephrocalcinosis, hypertension, cardiac arrhythmias, dystrophy, sensory
disturbances. dehydration, apathy, arrested growth, urinary tract infections, and rarely,
overtpsychosis.

Inform your doctor or pharmacist in case of any adverse reactions related to drug use.

OVERDOSE AND TREATMENT OF INTOXICATION

Excessive dosage of REXCAL may include hypercalcemia and in some instances
hypercalciuria. Therefore, early in the treatment during dosage adjustment, serum calcium
should be determined periodically at regular intervals.

Excessive intake of zinc may lead to overdosage symptoms like nausea, serve vomiting,
dehydration/restlessness and sideroblastic anaemia (secondary due to zinc induced copper
depletion)

Treatment: Withdrawal of both the drug and calcium supplements, maintenance of low-
calcium diet, administration of oral or IV fluids.

STORAGE: In a hermetic container, below 30°C, protect from light.

SHELF-LIFE: 36 from the manufacturing date.
* Do not use if the drug is out of date.

PACKAGE: 5 blisters x 10 soft capsules/box.

Manufactured by:
PHIL INTER PHARMA CO., LTD.
No. 25, street No. 8, Vietnam-Singapore Industrial Park, Thuan An, Binh Duong.
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