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PREZINTON® 8

Ondansetron dang base
Vién nén bao phim

Thanh phén:

M&i vién nén bao phim chira:

Ondansetron HCI dihydrat 9,97 mg twong dwong véi Ondansetron dang
base 8 mg

Té duwgre: Cellulose vi tinh thé 101, LHPC LH-11, natri benzoat, magnesi
stearat, tinh bdt tién gelatin héa, colloidal silica khan, opadry Il mau tréng,
FD & C yellow 5 aluminum lake, nwéc tinh khiét.

Dugc Iy hoc:

Dwgre e hoc:

Ondansetron la mét chit d6i khang canh tranh chon lpc véi thy thé 5-HT3
serotonin, dugc dung dé phong ngira budn ndn va ndn gay ra do viéc didu
tri thubc kim té bao va liéu phap xa tri.

Dwec dgng hoc:

Phurong phép séc ky 16ng higu nang cao sau khi tach khéi pha ran la
phuong phap lya chon dé xac dinh néng d6 ondansetron trong huyét
tvong. Giéi han vé dd nhay cta thir nghiém nay 1a 1 ug/L.

Sau khi diing dwéng ubng, ondansetron duwgc hép thu nhanh véi thei gian
khodng 30 phut trwére khi cé thé do dugc sy hdp thu. Néng d thi da thurdng
dat dugc sau 1 -1,5 gidr, ndng d6 tbi da trong huyét twong dat dugc sau khi
dung mot liéu don 8 mg |a khoang 30 pg/L. Sau khi ding lidu 8 mg, 3
1&n/ngay trong 6 ngay da dat dugc nong G0 téi da trong huyét twong & trang
théi &n dinh la 40 ug/L. Sinh kha dung sau khi ding dwéng ubng & ngudi
tinh nguyén khée manh da dugc ghi nhan |a 59%.

Ondansetron gén két véi protein huyét twong & mic cao vira phai 1a
70-76%. Thubc dugc phan bé nhanh chéng khip co thé, véi thé tich phan
bbla163+25L.

Ondansetron duwgc thai nhanh ra khdi co thé hdu nhuw toan bd qua sy
chuyén héa, duéi 10% clia mét lidu tiém tinh mach dugc tim thiy duwdi
dang khéng déi trong nwérc tidu. Theri gian ban hily cudi trong huyét tueng
khoang 3 gio.

Chura ré mirc ondansetron di vao stra me hodc qua nhau thai.
Ondansetron dugc chuyén héa manh & gan.

Hép thu qua dwéng ubng 59%
Chuyén héa tréc khi vao tudn hoan chung cao

Théi gian ban hiy trong huyét trong 33108 gier
Thé tich phan bé 163+25L
Gén két voi protein huyét twong 70 - 76%

Chi dinh:
Phéng ngtra bubn nén va non lién quan véi ligu phap héa hoc, liéu phap xa
tri va phéu thuat.

Chéng chi dinh:
Bé&nh nhan qua m&n cam véi thubc nay.

Liéu dung va cach ding:

« Phong ngira budn nén va nén sau phiu thuat:
Liéu khéi dAu: 8 mg dwore dung 1 giér tredre khi gy mé, sau dé dang 2 liéu
vién nén 8 mg cach nhau 8 gid.

« Phong nglra budn nén va nén lién quan véi liéu phap héa hoc:
Nguwoi lon:

- Liéu phap héa hoc gay nén manh, vi du cisplatin. Khéi dau cé thé ding
PREZINTON® durdi dang mt liéu tiém tinh mach cham hogc truyén tinh
mach 8 mg trong 15 phut ngay trudre khi ding liéu phap héa hoc, sau dé
truyén tinh mach lién tuc 1 mg/gié cho dén 24 gi¢» hoac thém 2 liéu 8 mg
tiém tinh mach cham hodc truyén tinh mach trong 15 phit cach nhau 4
gitr. Sau dé co thé tiép tyuc didu trj bang dwéng ubng 8 mg méi 12 gidr
cho dén 5 ngay.

- Liéu phép héa hgc it gay ndn, vi dy cyclophosphamide. PREZINTON®
c6 thé dugce ding dudi dang mot lidu tiém tinh mach cham hodic truyén
tinh mach 8 mg trong 15 phut ngay treéc khi dung liéu phap héa hoc,
sau d6 dung dwérng ubng 8 mg, 2 IAn/ngay dudi 5 ngay.

Tiém tinh mach 5 mg/m? dién tich co thé (0,15 mg/kg) trong 15 phat ngay
trwéc khi ding lidu phap héa hoc, sau d6 dung dudng ubng 4 mg cach
nhau 12 giér dwéi 5 ngay.

« Bénh nhan cao tudi:
Ondansetron duwgc dung nap tot & bénh nhan trén 65 tudi ma khéng can
didu chinh liéu dung, sb 1an dung va cach dung.

« Bénh nhan suy chirc ndng gan:
Tbng lidu hang ngay khéng nén vugt qua 8 mg.

Canh bao va than trong:
Xem myc Phy nir co6 thai va cho con bd.

Phuy nir cé thai va cho con bu:

Khéng nén diing trong khi cé thai, dac biét 14 trong ba thang dAu thai ky, trir
khi lgi ich co6 thé cé dbi véi bénh nhan dugc cho la cao hon bét clr nguy co
nao cb thé xdy ra dbi vé&i thai nhi.

Phu otk cho con ba:
Khdng nén ding trong khi cho con b trir khi Igi ich cé thé co dbi véi bénh
nhan duoce cho 1a cao hon bét cir nguy co nao co thé xay ra ddi vai tré dang
con bu.

Dbi véi ba me dang cho con bl dwgc khuyén céo nén nglrng cho con ba.

Tac dung phu:

« Nhirc dAu, tiéu chdy va tao bén.

« Cam gidc dd birng hodc néng & dau va vang thugng vi.

« Trong triéng hep hiém da c6 béo céo vé ting aminotransferase khéng
triéu chirng.

Théng béo cho bac si nhirng tac dung khéng mong mubn gép phai khi

s(r dung thube.

Twong tac thube:

Chua c6 bang chirng |a ondansetron gay ra hodc trc ché su chuyén héa
cla céac thubc khac thuéng duge dung cung véi né. Céc nghién clru
chuyén biét da cho thdy |a ondansetron khéng twong tac véi rugu,
temazepam, furosemide, tramadol va propofol.

Ondansetron dwgc chuyén héa béi nhidu enzyme cla cytochrome gan
P-450: CYP3A4, CYP2D6 va CYP1A2. Do c6 rét nhiéu enzyme chuyén hda
cd kha néng chuyén héa ondansetron, sy (rc ché enzyme hodc hoat ddng
clia mt enzyme bj gidm (vi dy sy khiém khuyét di truydn vé CYP2D6)
thurang dwgc bl trir bdi cac enzyme khac va din dén it thay ddi hodc
khong thay ddi v& do thanh thai ondansetron toan b hodc nhu clu vé ligu
ding.

Cimetidine, Allopurinol

Céc chét (rc ché manh isozyme CYP1A2, CYP2D6, CYP2E1 va CYP3A4
nhu cimetidine va allopurinol c6 thé lam thay déi sy chuyén héa va do
thanh thai clia thudc, ddn dén ndng dé ondansetron huyét thanh tang.
Phenytoin, Barbiturate, Carbamazepine va Rifampicin

Céac chét cdm (ng manh CYP1A2, CYP2D6, CYP2E1 va CYP3A4
(phenytoin, barbiturate, carbamazepine va rifampicin) c6 thé 1am thay ddi
do thanh thai ondansetron va lam giam ndng do ondansetron trong huyét
thanh.

Tramadol

D lidu tir cac nghién ciru nhd cho thdy Ia ondansetron c6 thé lam giam tac
dyng giam dau cla tramadol.

Tac dong dén kha nang lai xe va sir dung may méc:
Khéng.

Qua lidu:

Hién nay chua biét rd v& qua lidu véi ondansetron, tuy nhién cé mot sb it
bénh nhan da ding qué lidu. Céc bidu hién 6 dwoc bdo céo bao gbm réi
loan thj gidc, tdo bén néing, ha huyét &4p va con mach-thAn kinh phé vj véi
bloc nh thét dé |l thodng qua. Trong tat ca trudrng hop, céc biéu hién nay
da dwoc gidi quyét hoan toan. Chua cé thubc gidi doc dic hiéu déi voi
ondansetron, vi vy trong moi trwéng hep nghi ngér qué liéu, can tién hanh
bién phap thich hop Ia diéu trj triéu ching va didu trj hé tro.

Quy cach déng goi:
Hop 1 vi x 10 vién nén bao phim.

Han dimng: 36 thang k& tir ngay san xuét.

Bao quan
BAO QUAN & NHIET 0O DUO1 30°C, TRANH ANH SANG.

Khéng diing thubc qua han sir dung da ghi trén bao bi.

THUOC NAY CHI DUNG THEO DON CUA BAC SI.

PE THUOC XA TAM TAY CUA TRE EM.

POC KY HPONG DAN SUF DUNG TRUO'C KHI DUNG. NEU CAN THEM
THONG TIN, XIN HOI Y KIEN BAC SI.

San xuét béi:

PT. Dexa Medica

JI. Jend. Bambang Utoyo No.138
Palembang-Indonesia
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PREZINTON®8

Ondansetron base
Film-coated caplet

Composition:

Each film-coated caplet contains:

Ondansetron HCI dihydrate 9.97 mg equivalent to Ondansetron base 8 mg
Exicipients: Microcrystalline cellulose 101; LHPC LH-11; sodium benzoate;
magnesium stearate; pregelatinized starch; colloidal silica anhydrous; Opadry
Il white; FD&C yellow 5 aluminum lake; purified water.

Pharmacology:

Pharmacodynamics:

Ondansetron is a selective and competitive 5-HT3 serotonin receptor-
antagonist used to prevent nausea and vomiting, caused by treatments using
cytostatic and radiotherapy.

Pharmacokinetics:

High performance liquid chromatography after solid phase extraction is the
method of choice for determining the plasma concentration of ondansetron.
The limit of sensitivity of the assay is 1 ng/l.

Following oral administration ondansetron is rapidly absorbed, with a lag of
approximately 30 minutes before absorption is measureable. Maximum
concentration is usually achieved after 1-1.5 hours, a maximum plasma
concentration of approximately 30 ug/l being achieved after single dose of
8 mg. After dosing at 8 mg three times daily for 6 days, a steady-state
maximum concentration of 40 pg/l was achieved. Oral bioavailability in healthy
volunteers has been reported as 59%.

Ondansetron is moderately highly bound to plasma proteins, 70-76%. It is
r?;d'y distributed throughout the body, with volume of distribution of
163+ 251.

Ondansetron is rapidly cleared from the body, almost entirely by metabolism,
with less than 10% of an intravenous dose being recovered unchanged in
the urine. The terminal plasma half-life is approximately 3 hours.

The extent to which ondansetron is excreted in breast milk or crosses the
placenta is not known,

Ondansetron is extensively metabolized in the liver.

Oral absorption 59%

Presystemic metabolism High

Plasma haif-fife— 2= = e 3.3£08h o
Volume of distribution 163+ 251

Plasma protein binding 70 - 76%

Indications:

Prevention of nausea and vomiting associated with chemotherapy,
radiotherapy, and surgery.

Contraindications:
Patients known to have hypersensitivity to the drug.

Dosage and administration:
* Prevention of postoperative nausea and vomiting:

Initial dose: 8 mg administered 1 hour prior to anesthetization, followed by

2 doses of 8 mg caplet with time interval of 8 hours.

* Prevention of nausea and vomiting associated with chemotherapy:

Adults:

- Highly emethogenic chemotherapy, e.g. cisplatin. Initially PREZINTON®
may be given as a slow IV injection or 15 minutes infusion of 8 mg
immediately before chemotherapy followed by continuous IV infusion of
1 mg/hour for up to 24 hours or by further 2 doses of 8 mg by slowly IV
injection or 15 minutes infusion 4 hours apart. Either regimen is then
followed by 8 mg 12 hourly for up to 5 days.

- Less emethogenic chemotherapy, e.g. cyclophosphamide. PREZINTON®
may be given as a slow IV injection or 15 minutes infusion of 8 mg
immediately before chemotherapy, followed by 8 mg per oral, 2 times
daily for less than 5 days.

Children over 4 years:

5 mg/m* body area (0.15 mg/kg) IV for 15 minutes immediately prior to

chemotherapy, followed by 4 mg per oral every 12 hours for less than

5 days.

* Elderly patients:
Ondansetron is well tolerated in patients over 65 years without dosage
adjustment, frequency and method of administration.

* Patients with impaired hepatic function:
Total daily dose should not exceed 8 mg.

Warnings and precautions:
See the Pregnancy and lactation section.

Pregnancy and lactation:

Pregnancy

It should not be used during pregnancy, especially during the first trimester;
unless the expected benefit to the patients is thought to outweigh any possible
risk to the fetus.

Lactation

It should not be used during lactation; unless the expected benefit to the
patients is thought to outweigh any possible risk to the nursing infants.

For the nursing mother it is recommended to stop lactation.

Side effects:

» Headache, diarrhea, constipation.

= A sensation of flushing or warmth in the head and epigastrium.

= There have been rare reports of asymptomatic increases of aminotransferase.
Inform your doctor of undesirable effects occurring during the use of
drug.

Drug interactions:

There is no evidence that ondansetron either induces or inhibits the metabolism
of other drugs commeonly co-administered with it. Specific studies have shown
that ondansetron does not interact with alcohol, temazepam, furosemide,
tramadol, and propofol.

Ondansetron is metabolized by multiple hepatic cytochrome P-450 enzymes:
CYP3A4, CYP2D6, and CYP1A2. Due to the multiplicity of metabolic enzymes
capable of metabolizing ondansetron, enzyme inhibition or reduced activity
of one enzyme (e.g. CYP2D6 genetic deficiency) is normally compensated
by other enzymes and should result in little or no significant change in overall
ondansetron clearance or dose requirement.

Cimetidine, Allopurinol

Potent inhibitors of isozyme CYP1A2, CYP2D6, CYP2E1, and CYP3A4,
such cimetidine and allopurinol may alter the metabolism and clearance of
the drug, resulting an elevated serum level of ondansetron.

Phenytoin, Barbiturates, Carbamazepine, and Rifampicin

Potent inducers of CYP1A2, CYP2D6, CYP2E1, and CYP3A4 (i.e. phenytoin,
barbiturates, carbamazepine, and rifampicin), can alter clearance of
ondansetron and decrease its serum level.

Tramadol

Data from small studies indicate that ondansetron may reduce the analgesic
effect of tramadol.

Effect on ability to drive and operate machines:
None.

Little is known at present about overdosage with ondansetron, however, a

limited number of patients received overdoses. Manifestations that have
been reported include visual disturbances, severe constipation, hypotension,
and a vasovagal episode with transient second degree AV block. In all
instances, the events resolved completely. There is no specific antidote for
ondansetron, therefore in all cases of suspected overdose, symptomatic and
supportive therapy should be given as appropriate.

Packaging size:
Box of 1 strip x 10 film-coated caplets.

Shelf-life: 36 months from manufacturing date.

Storage:
STORE AT TEMPERATURE BELOW 30°C, PROTECT FROM LIGHT.

Do not use after the expiry date stated on the package.

THIS DRUG IS USED UPON DOCTOR'S PRESCRIPTION ONLY.

KEEP OUT OF REACH OF CHILDREN.

READ CAREFULLY THE INSTRUCTIONS BEFORE USE. CONSULT YOUR
DOCTOR FOR FURTHER INFORMATION.

Manufactured by:

PT. Dexa Medica

JI. Jend. Bambang Utoyo No. 138
Palembang-Indonesia
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