Kremil-S®

CHEWABLE TABLET
Stomachache treatment
Gastric pain/ Heartburn, sour belching/ Flatulence

e KEEP OUT OF REACH OF CHILDREN
e READ THE PACKAGE INSERT CAREFULLY BEFORE USE

COMPOSITION

Each chewable tablet contains:

Aluminium hydroXide ........ccouuiiiiiiiiiiii e 178 mg
Magnesium hydroxide ... .233 mg
SIMELNICONE ... 30 mg

Excipients: Aspartame, Tutti-Frutti Flavour, Colloidal Silicon Dioxide, Calcium Silicate,
Crosscarmellose Sodium, D&C Red 30, Magnesium Stearate.

DOSAGE FORM

Chewable tablet

Blister-packed: Flat, round, bevel-edged tablet, bisected on one side and plain on the other
side, pink with yellow to dark yellow flavour specks.

INDICATIONS
For the symptomatic relief of dyspepsia, heartburn, flatulence.

DOSAGE, METHOD OF ADMINISTRATION

Route of administration: Oral

Adults, including elderly: 1-2 tablets well chewed before swallowing, four times a day, taken
one hour after meals and at bedtime, or as required at the occurrence of pain with the
maximum dose of 8 tablets a day.

Children: Not recommended.

Or as prescribed by a physician.

CONTRAINDICATIONS

- Hypersensitivity to the active ingredients or to any of the excipients.
- Patients who are severely debilitated or suffering from kidney failure.
- Hypophosphataemia

WARNINGS AND PRECAUTIONS
e Aluminium hydroxide may cause constipation and magnesium salts overdose may cause

hypomotility of the bowel; large doses of this product may trigger or aggravate intestinal



obstruction and ileus in patients at higher risk such as those with renal impairment, or the
elderly.

e Aluminium hydroxide is not well absorbed from the gastrointestinal tract, and systemic effects
are therefore rare in patients with normal renal function. However, excessive doses or long-
term use, or even normal doses in patients with low-phosphorus diets, may lead to phosphate
depletion (due to aluminium-phosphate binding) accompanied by increased bone resorption
and hypercalciuria with the risk of osteomalacia. Medical advice is recommended in case of
long-term use or in patients at risk of phosphate depletion.

e In patients with renal impairment, plasma levels of both aluminium and magnesium increase.
In these patients, a long-term exposure to high doses of aluminium and magnesium salts
may lead to dementia, microcytic anemia.

e Aluminium hydroxide may be unsafe in patients with porphyria undergoing hemodialysis.

e This medicine contains aspartame excipient: aspartame is a source of phenylalanine. It may
be harmful if patients have phenylketonuria (PKU), a rare genetic disorder in which
phenylalanine builds up because the body cannot remove it properly.

PREGNANCY AND LACTATION: The safety of Kremil-S tablet in pregnancy has not been
established.

Because of the limited maternal absorption, when used as recommended, minimal amounts, if
any, of aluminium hydroxide and magnesium salt combinations are expected to be excreted
into breast milk.

Simeticone is not absorbed from the gastrointestinal tract.

No effects on the breastfed newborn/infant are anticipated since the systemic exposure of the
breast-feeding woman to aluminium hydroxide, magnesium hydroxide and simeticone is
negligible.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES: None stated.

INTERACTIONS
Kremil-S should not be taken simultaneously with other medicines as they may interfere with
their absorption if taken within 1 hour.

e Aluminium-containing antacids may prevent the proper absorption of drugs such as
tetracyclines, vitamins, ciprofloxacin, ketoconazole, hydroxychloroquine, chloroquine,
chlorpromazine, rifampicin, cefdinir, cefpodoxime, levothyroxine, rosuvastatin.

e Levothyroxine may also bind to simeticone which may delay or reduce the absorption of
levothyroxine.

e Polystyrene sulphonate: Caution is advised when used concomitantly with polystyrene
sulphonate due to the potential risk of reduced effectiveness of the resin in binding
potassium of metabolic alkalosis in patients with renal failure (reported with aluminium



hydroxide and magnesium hydroxide), and of intestinal obstruction (reported with
aluminium hydroxide).

¢ Aluminium hydroxide and citrates may result in increased aluminium levels, especially in
patients with renal impairment.

e Urine alkalinisation secondary to administration of magnesium hydroxide may modify
excretion of some drugs; thus, increased excretion of salicylates has been seen.

UNDESIRABLE EFFECTS

The following undesirable effects frequency rating is used, when applicable:

Very common (=1/10), common (=1/100 to <1/10), uncommon (=1/1,000 to <1/100), rare
(=1/10,000to <1/1,000), very rare (<1/10,000), not known (cannot be estimated from available
data).

Immune system disorders:

Frequency not known: hypersensitivity reactions, such as pruritus, urticaria, angioedema and
anaphylactic reactions.

Gastrointestinal disorders:

Uncommon: diarrhoea or constipation

Frequency not known: abdominal pain

Metabolism and nutrition disorders:

Very rare: hypermagnesemia, including observations after prolonged administration of
magnesium hydroxide to patients with renal impairment.

Frequency not known:

Hyperaluminemia

Hypophosphatemia, in prolonged use or at high doses or even normal doses of the product in
patients with low-phosphorus diets, which may result in increased bone resorption,
hypercalciuria, osteomalacia.

Please inform doctor or pharmacist immediately of adverse reactions upon drug
administration

OVERDOSE AND TREATMENT

Serious symptoms are unlikely following overdosage.

Reported symptoms of acute overdose with aluminium hydroxide and magnesium salts
combination include diarrhoea, abdominal pain, vomiting.

Large doses of this product may trigger or aggravate intestinal obstruction and ileus in patients
at risk.

Aluminium and magnesium are eliminated through urinary route; treatment of acute overdose
consists of administration of IV calcium gluconate, rehydration and forced diuresis. In case of
renal function deficiency, haemodialysis or peritoneal dialysis is necessary.

PHARMACODYNAMIC PROPERTIES

Aluminium hydroxide and magnesium hydroxide have antacid properties and are used to
neutralise gastric acid. Simethicone has anti-foaming/deflatulent activity by virtue of its ability to
change the surface tension of gas bubbles, thereby causing them to coalesce.



PHARMACOKINETIC PROPERTIES

Magnesium hydroxide reacts with hydrochloric acid in the stomach to produce magnesium
chloride. Small amounts of magnesium salts may be absorbed and excreted in the urine,
otherwise excretion via the faeces.

Aluminium hydroxide reacts with hydrochloric acid in the stomach to form aluminium chloride,
some of which is absorbed. Absorbed aluminium is eliminated in the urine. The majority of
aluminium remains in the gastrointestinal tract and forms insoluble poorly absorbed aluminium
salts including hydroxide, phosphate, carbonate and fatty acid derivatives, which are excreted
in the faeces.

There is no data availability on the pharmacokinetics of simethicone.

PRESENTATIONS

Box of 25 strips x 4 chewable tablets.
Box of 10 blisters x 10 chewable tablets.

STORAGE CONDITIONS, SHELF-LIFE

Store in a dry place at temperatures not exceeding 30°C, protect from light.
Shelf-life: 24 months from manufacturing date.

Manufactured by UNITED INTERNATIONAL PHARMA CO., LTD.
WHO-GM, GLP, GSP
No.16 VSIP II, Street No.7, Vietham-Singapore Il Industrial Park,
Binh Duong Industrial — Service — Urban Complex,
Hoa Phu Ward, Thu Dau Mot City, Binh Duong Province, Vietham
Tel: 028-39621000
®Registered trademark of United Laboratories, Inc.



Kremil-S®

VIEN NEN NHAI
Diéu tri dau da day
Nong rat da day/ @ néng, ¢ chua/ Pay hoi

HUGNG DAN SU DUNG THUOC

« DE XA TAM TAY TRE EM
« DOC KY HUGNG DAN SU DUNG TRUGC KHI DUNG

THANH PHAN

Méi vién nén nhai chua:

Aluminium hydroXide ........ccouuiiiiiiiiiiiiee e 178 mg
Magnesium hydroxide ... .233 mg
SIMELhICONE ... 30 mg

Ta dugc: Aspartame, Tutti-Frutti Flavour, Colloidal Silicon Dioxide, Calcium Silicate,
Crosscarmellose Sodium, D&C Red 30, Magnesium Stearate.

DANG BAO CHE

Vién nén nhai

Ché& pham dugc déng trong vi bAm: Vién nén phang tron, cé g& xién, mot mét c6 vach khac
déi, mot mat tron, mau héng co6 I16m dém huong liéu mau vang téi vang dam.

CHi BINH
Lam gidm cac triéu chiing nhu kho tiéu, ¢ ndng, day hoi.

LIEU DUNG, CACH DUNG

Dlng dudng uéng

Liéu dung cho ngudi I16n, k& ca& ngudi cao tudi: 1-2 vién nhai ky trudc khi nuét, 4 1an/ngay, sau
an 1 gid va truéc khi di ngl, hodc khi dau véi téng liéu khéng quéa 8 vién mot ngay.

Tré em: khong khuyén céo dung cho tré em.

Hoéc theo su ké toa cla bac si.

CHONG CHi PINH

- Qua man vdi hoat chat hoac bat ki thanh phan nao cla ta dugc.
- Bénh nhan bi suy nhugc nang hoac bi suy than.

- Giam phosphate mau

CANH BAO VA THAN TRONG KHI DUNG THUOC



e Aluminium hydroxide cé thé gay tdo bén va dung qué liéu mudi magnesium gay gidm nhu
dong rudt, dung liéu lugng I6n c6 thé gay ra hodc lam nang thém tinh trang tac rudt va liét
rudt 8 nhiing bénh nhan cé nguy co cao nhu suy than, ngudi cao tubi.

e Aluminium hydroxide dugc hap thu it ti dudng tiéu hoa, hiém gép tac dung toan than &
nhiing b&énh nhan co6 chiic nang than binh thudng. Tuy nhién, dung liéu qua cao hoac kéo
dai, hoac tham chi dung liéu binh thudng & nhiing bénh nhan co6 ché dé an it phospho, co
thé dan dén gidm phosphate mau (do aluminium gan két véi phosphate) kém ting qua
trinh hly xudng va tang calci niéu véi nguy cd bi nhuyén xudng. Can tu van bac si trong
trudng hgp dung thudc kéo dai hoac & nhiing bénh nhan cé nguy co gidm phosphate mau.

e Bé&nh nhan bi suy than, nong dé aluminium va magnesium trong mau tang. o) nhiing bénh
nhan nay, dung aluminium va muéi magnesium kéo dai véi liéu cao c6 thé dan dén sa sut
tri tué, thi€u mau hoéng cau nho.

e Dung aluminium hydroxide c6 thé khéng an toan & nhiing bénh nhan bj réi loan chuyén
héa porphyrin, dang dugc loc mau.

e Thudc ¢6 chua ta dugc aspartame: aspartame 1a ngudn chiia phenylalanine. C6 thé gay
hai néu b&nh nhan méc bénh phenylceton niéu (PKU), mdt rdi loan di truyén hi€m gép gay
tich tu phenylalanine do cd thé khong thé loai b ding cach.

sU DUNG THUOC CHO PHU NU cO THAI VA CHO CON BU

Chua c6 dir liéu vé tinh an toan cla Kremil-S dung cho phu nii mang thai.

Do sy hap thu clia ngudi mehan ché, khi diing thuéc theo liéu khuyén céo, hgp chat mudi
magnesium va aluminium hydroxide néu cé, dudc bai tiét qua siia me véi lugng t6i thiéu.
Simeticone khong dugc hap thu ti dudng tiéu hoa.

Khéng cé anh hudng déi véi tré sa sinh/tré mdi sinh bu sita me vi sy phoi nhiém cla
aluminium hydroxide, magnesium hydroxide va simeticone & phu nii cho con bu la khéng
dang ké.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC: khong c6 théng
tin lién quan.

TUONG TAC THUGC

Khong nén dung déng thdi Kremil-S vé6i cac thudc khac vi c6 thé 1am thay déi sy hap thu cla
cac thudc nay néu dung trong vong 1 gid.

Thudc khang acid chiia aluminium cé thé gay can trd sy hap thu cla céac thudc khac nhu
tetracycline, vitamin, ciprofloxacin, ketoconazole, hydroxychloroquine, chloroquine,
chlorpromazine, rifampicin, cefdinir, cefpodoxime, levothyroxine, rosuvastatin.

Levothyroxin cling c6 thé gan ké&t véi simethicone 1am cham ho&c lam gidm su h&p thu
levothyroxine.

Polystyrene sulphonate: Can than trong ding dong thdi vai polystyrene sulphonate do lam
gidm kha nang gan két resin vao kali véi nguy ¢ nhiém kiém chuyén héa & nhiing bénh nhan



suy than (dugc bao céo khi dung aluminium hydroxide va magnesium hydroxide), va tac rudt
(dugc béo céo khi dung aluminium hydroxide).

Aluminium hydroxide va citrate cé thé lam tdng néng dé aluminium, déc biét & nhiing bénh
nhéan suy than.

Sy kiém hoéa nuéc tiéu do magnesium hydroxide c6 thé l1am thay ddi sy bai tiét clia mot sé
loai thuGc, quan sat thay c6 su tang bai tiét salicylate.

TAC DUNG KHONG MONG MUON

Tan sult tac dung khéng mong mudn dugc dinh nghia nhu sau:

Rat thudng gap (= 1/10), thudng gép (= 1/100 dén <1/10), it gap (= 1/1000 dén < 1/100), hiém
gap (2 1/10.000 dé&n < 1/1000), rat hi€ém (< 1/10.000), bao céo 18 t& (khéng thé udc tinh tir dii
lidu c6 san).

Réi loan hé mién dich

B&o cdo 18 t&: phan ling qua man nhu nglia, n8i mé day, phu mach va phan (ing phan vé.
RGéi loan tiéu hoa

It gap: tieu chay hoc tdo bon

Bao cdo Ié té: dau bung

Rdi loan chuyén héa va dinh duéng

R4t hiém: tang magnesium mau, theo doi sau khi dung magnesium hydroxide kéo dai & nhiing
bénh nhan suy than.

Bdo cdo Ié té:

Tang aluminium mau.

Giam phosphate mau, dung thudc kéo dai hoac liéu cao hoac tham chi dung liéu binh thudng
& nhiing b&énh nhan cé ché& doé an it phospho, cé thé dan dén tang qua trinh hiy xuong, tang
calci niéu, nhuyén xuong.

Théng bao ngay cho bac si hoac dugc si nhiing phan ting cé hai gap phai khi st dung
thuéc.

QUA LIEU VA CACH XU TRi

Cac triéu chiing qua liéu thudng khong nghiém trong.

Triéu chiing qua liéu cép tinh do két hgp aluminium hydroxide va mudi magnesium da dugc
bao cao gom tiéu chay, dau bung, ndén mia.

Dung liéu lugng 16n c6 thé gay ra hodc lam n&ng thém tinh trang tac rudt va liét ruét & nhiing
bénh nhan cé nguy co.

Aluminium va magnesium dugc thai trt qua dudng ti€t niéu, diéu tri qua liéu cap tinh bao gém
tiém tinh mach calci gluconate, bu nuéc va dung thuéc Igi tiéu manh. Trong trudng hagp suy
chtic nang than, phuong phap loc mau hodc thdm phan phic mac la can thiét.

PAC TiNH DUGC LUC HQC

Aluminium hydroxide va magnesium hydroxide c6 d&c tinh khang acid va dugc dung dé trung
hoa acid da day. Simethicone cé tac dung chéng tao bot / chéng day hai do kha nang lam
thay d&i stic cing bé mét cac bong bdng hai, do dé lam cho chiing két hop lai véi nhau.



PAC TiNH DUGC BONG HQC

Magnesium hydroxide phan Ung véi acid hydrochloric trong da day tao thanh magnesium
chloride. Mét lugng nhd mudi magnesium cé thé dugc hdp thu va bai tiét qua nudc tiéu, con
lai bai tiét qua phan.

Aluminium hydroxide phan (ing véi acid hydrochloric trong da day tao thanh aluminium
chloride, trong d6 mot s6 dugc hdp thu. Aluminium dugc hédp thu thai trii qua nudc tiéu. Phan
I6n aluminium con lai trong dudng tiéu hoa va tao thanh mudi aluminium khéng tan hap thu
kém bao gém hydroxide, phosphate, cacbonate va cac dan xuét acid béo, dugc thai trii qua
phan.

Khong co6 di liéu vé duge dong hoc cla simethicone.

QUY CACH BONG GOl
HOp 25 vi x 4 vién nén nhai.
H6p 10 vi x 10 vién nén nhai.

PIEU KIEN BAO QUAN, HAN DUNG
B&o quan nai kho réo, nhiét do khong qua 30°C, tranh anh sang
Han dung: 24 thang ké ti ngay san xuat.

San xuat tai CONG TY TNHH UNITED INTERNATIONAL PHARMA
WHO-GMP, GLP, GSP
S6 16 VSIP II, Budng s6 7, Khu Cong Nghiép Viét Nam-Singapore I,
Khu Lién Hgp Cong Nghiép — Dich Vy — B6 Thij Binh Duong,
Phudng Hoa Phu, Thanh Phé Thi Dau M6t, Tinh Binh Duong, Viét Nam
PT: 028-39621000
®Pang ky nhan hiéu: United Laboratories, Inc.



