DE xa tim tay tré em.

Boc ky hudng dan st dung trude khi ding.

Thude ndy chi ding theo don thug'c.

THANH PHAN CONG THUC THUDC

Thanh phdn hoat chat: Trimebutin maleat ... 100 mg

Thanh ghdn 14 duge: Lactose monohydrat, tinh bt mi, acid tartaric,
povidon K30, natri starch glycolat, colloidal silicon dioxyd, magnesi
stearat.

DANG BAO CHE: Vign nén.

ié ta san pham: Vién nén tron, mau tring hodc tring nga, mat mit c6
hinh tam gidc ndi, mot mt ¢o hinh tron ndi, canh va thanh vién lanh fn.
CHi DINH: Trimebutin dugc chi dinh:

Diéu tr va gidm céc trigu ching lién quan dén hoi chiing rudt kich thich
(dai trang co thit).

Trong trudng hop list rugt sau phiu thuat dé ddy nhanh khai phuc nhu
dong dudng rudt sau phau thuat bung.

CACH DUNG, LIEU DUNG

Ligu khuy&n cdo danh cho ngubi I6n 1 600 mg mi ngay chia lam nhidu
1an.

Hoic theo phan 1idu sau: 2 vign 100 mg, 3 [n/ ngay trudc bia n.

Hoic theo chl ddn clia Thay thudc.

CHONG CHI BINH: Min cam v6i trimebutin va bat ¢ thanh phdn ndo clia
thudc.

Khéng c6 chdng chi dinh nao khac dd dugc xéc dinh tai thdi diém nay.
CANH BAO VA THAN TRONG KHI DUNG THUGC

Tré em: Khdng khuyén khich sif dung cho trd em dui 12 tui.

Lién quan d&n ta duge

Tinh bt mi ¢6 trong thudc nay chi chiia ham lugng gluten rat thap va it ¢6
kha ndng c6 hai n&u bénh nhan ¢6 bénh Celiac. N&u bi di (ing vai lda mi,
bé&nh nhan khdng nén dung thubc nay.

Lactose monohydrat: khéng nén slt dung & b&nh nhéan c6 vin dé vé dung
nap galactose, thigu hut men lactase hodc bi ri loan hap thu glucose -
galactose.

sU DUNG THUGC CHO PHU NU ¢0 THAI VA CHO CON BO

Mic du cac nghién ciu vé quai thai cho thdy khong c6 bdt ky tic dung
khéng mong muéhn nio lién quan dén thudc 46} vai qua trinh va ket qué
mang thai & dong vat thi nghigm theo ¢4 dubng udng va dudng tiém, vigc
sif dung trimebutin & phu nif ¢6 thai khong duge khuy&n céo.

AnH HUGNG COA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY
moc

Thén trong khi sif dung trimebutin cho ngudi |41 xe va van hanh mdy méc.
TUGNG TAC, TUGNG KY c0A THUGC

Céc nghién cdu trén dong vat da chi ra ring trimebutin maleat 1am ting
thai gian didu tri bing cura do d-tubocurarin., Khong o tuong tac thudc
nao khac duge quan sat thay trong qud trinh thii nghiém 1am sing hodc
béo cdo khéac.

TAC DUNG KHONG MONG MUDN cUA THUGC

Trong céc nghién ciiu 1am sang, 7% bénh nhan dugc didu tri bing
trimebutin maleat ¢6 céc tac dung khdng mong mun tir nhe dén trung
binh. Khong ¢6 tac dung khong mong mudn xay ra & hon 1,8% bénh
nhan v mot s trong 56 nay ¢ thé lign quan d&n tinh trang clia bénh
nhan han I3 thudc.

Cac tac dung ngoai y thubing dugc bdo cdo nhu sau:

Tigu hoa: Khd miéng, ¢ vi hdi, tidu chay, khd tigy, dau vitng thugng vi,
budn noin va tao bén dudc bao co trong tng s6 3,1% bénh nhan.

Thén kinh trung wong: Budn ngll, mét mdi, chéng mat, cdm giac néng/
tanh va nhic ddu duge bao céo 1 3,3%.

Phan dng di i¥ng: Phét ban 8 0,4% s6 bénh nhin.

Cac tac dung khdc: Cac van d& vé kinh nguyét, sung dau vi, lo ting, bf
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tiuva diéc nhe bao cdo it gap.

Thong bdo cho bac sT nhiing tac dung khdng mong mudn gap phai khi sl
dyng thugc.

QUA LIEU VA CACH XU TRI

D& x{ trf trubng hop nghi ngd qua liu, hdy lién hé ngay vdi cosd y t& gan
nht.

Cho d&n nay, khdng ¢6 bao cdo vé qua liéu. Tuy nhign, néu xay ra qua figu
sau khi udng trimebutin maleat thi nén rita da day. Diéu tri nén dude thuc
hign theo cdc triéu chiing quan sét dugc.

DAC TiNH DUGC LUC HOC

Nhom duge y: ThuSc diu chinh nhu ddng duding tidu héa dudi.

M3 ATC: AO3AAD5.

D@t ligu lam sang dd khiing dinh tac dung diéu hoa clia trimebutin maleat
trén dudng tiu hda dudi. DI liBu nay dua trén cdc ban ghi dién cd ruft hodc
xac dinh thai gian van chuyén phan & nhling bénh nhan bj ligt rugt sau
phau thudt hodic & nhiing banh nhan b hgi chiing rudt kich thich (IBS).
Ngoai ra, nhiing tdc dung diéu hda ndy cling d3 duge xac nhin bdi hoat tinh
van dong sigmoid & nhing b&nh nhén co hoat tinh gidm hodc tang
sigmoid.

DAC TiNH DUGC BONG HOG

Cac nghign cfu vé chuyén hoa & chubt, chd va ngudi cho thdy C14-
trimebutin maleat hodc dang base ty do dugc hdp thu nhanh chang sau khi
udng. Néng do phong xa dinh trong huy8t tuong dugc quan sat thay trong
vong mot git & ngudi va chudt va trong vdng 2 - 4 gid § chd.

Hoat d phdng xa huy8t tudng & ngudi chi ra mot md hinh dong hoc vdi cac
ngan trung tam va ngoai vi va thai gian ban thai phan bd trung binh 12 0,66
gid.

Céc nghién cliu vé sy phan bd trén md cho thdy ndng do cao clia thudc
dugc danh ddu phéng xa trong da day va thanh rudt clia chudt cBng va
trong cac cd quan chinh chia qué trinh chuyén hda va bai tigt § chudt nhét.
Vigc chuyén qua nhau thai ma khong c6 tic dung gdy quai thai da dugc
quan sét thdy & chudt. Lién k&t vai protein it hon 5% in vivo (huy8t tuong
chubt) va in vitro (albumin huy&t thanh b).

Nuéic tigu 1a con dudng thai trif chinh & t4t & cac lodi trong khi mot ty 18
nhé (5 d&n 12%) phong xa dugc phat hign trong phan. Thai gian ban thai
trong huy8t tuong cla trimebutin ngan, nhung thdi gian bdn thii clia hoat
(6 phéng xa khoang 10 d&n 12 gid & ngudi va chuot. § chudt, tudn hoan
gan rudt cling dd dugc chiing minh.

Sy chuyén héa rong rdi clia hgp chat me dugc chi dinh i it hon 2,4% hoat
d6ng phéng xa nudc tiéu duge im thdy dudi dang thusc khong thay ddi &
t4t c4 cdc lodi. Gan clia chudt va ché dudng nhu 13 ndi thily phan chinh clia
este va cling ¢o kha nang chuyén hoa "ldn dau'.

Céc chat chuyén héa chinh trong nudc tidu 3 tat ¢4 céc loai 1 2-amino (1)
hodc 2-methylamino (1) hodc 2-dimethylamino-2-phenylbutan-1-ol (llf).
Ba chdt chuyén héa nay cong véi mono-N-desmethy! trimebutin (V) cling
dugc fim thy trong huy8t tuong; thanh phan chinh 1a 111 § chut va ché va
1V & ngutsi. Lién hgp sulfat va/ hodc acid glucurenic cling dugc ching minh
14 déng mdt vai trd quan trong trong chuyén héa.

QUY CACH BONG GOI: Hop 2 vIx 10 vién. Hop 10 vix 10 vién.

HAN DUNG: 36 thang ké tlf ngay san xust.

DIEU KIENTBI’\O QUAN: Noi khd, nhigt do khéng qua 30°C, tranh dnh séng.
TIEU CHUAN: TCGS.

Cd s& san xudt:

Moi théc més v8 sén ohdm,

CONG TY ¢6 PHAN DUGC HAU GIANG - Chi nhanh nha mdy duge phdm DHG tai Hau Giang (©0292.3899000

L6 B2 - B3, Khu cdng nghiép Tan Phi Thanh - giai doan 1, x Tan Ph Thanh, huygn Chau Thanh A, tinh Hau Giang, Viét Nam

DT: (0293) 3953454 o Fax: (0293) 3953555

E-mail: dhgpharma@dhgpharma.com.vn

www.dhgpharma.com.vn




Keep out of reach of children.

Read the directions carefully before use.

For prescription only.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredient: Trimebutine maleate ... 100 mg

Excipients

Lactose monohydrate, wheat starch, tartaric acid, povidone K30, sodium
starch glycolate, colloidal silicon dioxide, magnesium stearats.
PHARMACEUTICAL FORM: Tablet.

Product description: A white to off-white, round tablet engraved a triangle
on one sids, a circle on the other side, undamaged edges.

THERAPEUTIC INDICATIONS

Trimebutine is indicated:

For the treatment and relief of symptoms associated with the irritable
bowel syndreme (spastic colorn).

In postoperative paralytic ileus in order to accelerate the resumption of the
intestinal transit foltowing abdominal surgery.

POSOLOGY AND METHOD OF ADMINISTRATION

The adult recommended dose is up to 600 mg daily in divided doses.

It may be administered as two 100 mg tablets three times daily before
meals.

Or as directed by the physician.

CONTRAINDICATIONS

Trimebutine is contraindicated in patients with known hypersensitivity to
trimebutine or any of the excipients of this medicine.

No other contraindications have been identified at this time.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Children: Not recommended for use in children under 12 years of age.
Excipients

Wheat starch in this medicine contains only very low levels of gluten and is
very unlikely to cause problems if you have coeliac disease. If you have
wheat allergy, you should not take this medicine.

Lactose monchydrate: Patients with problems of galactose intolerance,
lactase deficiency or glucose-galactose malabsorption should not take this
medicine.

USE IN PREGNANCY AND LACTATION

Although teratologica! studies have not shown any drug related adverse
effects on the course and outcome of pregnancy in laboratory animals by
both oral and parenteral routes, the use of {rimebutine in pregnant women
is not recommended.

EFFEGTS ON ABILITY TO DRIVE AND USE MACHINES

Trimebutine should be used with caution in drivers and machine users.
INTERACTIONS

Animal studies have shown that trimebutine maleate increases the duration
of d-tubocurarine-induced curarization. No other drug interactions have
been observed during clinical trials or otherwise reported.

UNDESIRABLE EFFECTS

In clinical studies, adverse effects of mild to moderate nature occurred in
7% of the patients treated with trimebutine maleate. No single side effect
occurred in more than 1.8% of the patients and some of these might have
been related to the patient's condition rather than the medication.

The commonly reported adverse effects are as follows:

Gastrointestinal disorders: Dry mouth, foul taste, diarrhea, dyspepsia,
epigastric pain, nausea and constipation were reported in total of 3.1% of
the patient population.

CNS: Drowsiness, fatigue, dizziness, hot/cold sensations and headaches
were reported in 3.3%.

Allergic reactions: Rash in 0.4% of the patients.

Miscellaneous effects: Menstrual problems, painful enlargement of
breast, anxiety, urine retention and slight deafness were also infrequently
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reported.
Please inform your doctor of all undesirable effects upon drug administration.
OVERDOSE
For management of a suspected drug overdose, contact your regional poison
control centre immediately.
No evidence of overdosage has been reported to date. However, if
overdosage should occur following oral administration of trimebutine
maleate, gastric lavage is recommended. Treatment should be made
according to the symptoms observed.
PHARMACODYNAMIC PROPERTIES
Pharmacotherapeutic group: Agent regulating lower gastrointestinal motility.
ATC code: AO3AAD5.
Clinical data have confirmed the regulating effects of trimebutine maleate on
lower gastrointestinal tract. This data is based on intestinal
electromyographic recordings or by stool transit time determinations in
patients with postoperative paralytic ileus or in patients suffering from
irritabte bowel syndrome (IBS).
In addition, these regulating effects were also confirmed by sigmoid motor
activity in patients with hypo- or hypersigmoid activity
PHARMACOKINETIC PROPERTIES
Metabolic studies in rat, dog and man showed the C14-trimebutine maleate
or its free base is rapidly absorbed after oral administration. Peak plasma
concentrations of radioactivity were observed within one hour in man and rat
and within 2 to 4 hours in the dog.
Plasma radipactivity in man indicated a kinetic modet with central and
peripheral compartments and a mean distribution half-life of 0.66 hour.
Tissue distribution studies showed high concentration of the radiolabelled
drug in the stomach and the intestinal walls of rat and in the major organs of
metabolism and excretion in mice.
Placental transfer without teratogenic effect was observed in the rat
Protein-binding was less than 5% in vivo (rat plasma) and /n vitro (bovine
serum albumin).
Urine was the main route of elimination in all species while a small
percentage (5 to 12%) of radioactivity was detected in the faeces. The
plasma half-life of trimebutine was short, but the elimination half-life of
radioactivity was approximately 10 to 12 hours in man and rat. In the rat, an
entero-hepatic circulation was also demonstrated.
Extensive metabolism of the parent compound was indicated since less than
2.4% of the urinary radioactivity was found as unchanged drug in all species.
The livers of rat and dog appeared o be the major site of hydrolysis of the
ester and also capable of a "first pass" metabolism.
The main urinary metabolites in all species were 2-amino (1) or 2-
methylamino (1) or 2-dimethylamino-2-phenylbutan-1-ol (IH). These three
metabolites plus mono-N-desmethyl trimebutine (V) were also shown in
plasma; the major component was [l in rat and dog and IV in man. Sulphate
and/for glucuronic acid conjugation was also shown to play an important role
in metabolism.
PRESENTATION: Box of 2 blisters x 10 tablets.

Box of 10 blisters x 10 tablets.
SHELF-LIFE: 36 months from the manufacturing date.
STORAGE CONDITIONS
Store in dry places, not exceeding 30°C, protect from light.
SPECIFICATIONS: Manufacturer's.

Manufacturer:

Any questions about the product,
DHG PHARMACEUTICAL JOINT-STOCK COMPANY - DHG Pharmaceutical plant branch in Hau Giang @) +84.297.3699000
Lot B2 - B3, Tan Phu Thanh industrial zone - phase 1, Tan Phu Tharh commune, Chau Thanh A district, Hau Giang province, Vietnam E-mail: dhgpharma@dhgpharma.com.vn
Tek: (+84.293) 3953454 e Fax: (+84.293) 3953555 www.dhgpharma.com.vn
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