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INDICATIONS, CONTRAINDICATIONS, DOSAGE, SPECIFICATION : USP 38

ADMINISTRATION, PRECAUTIONS, SIDE EFFECTS B

AND OTHER INFORMATION : See enclosed leaflet ;m":c‘é{mm 1.8.C0. (SaWipharm J.5.0)
STORAGE : Keep in a dry place, do not Lot No. Z.01-02-03a, Tan Thuan IZ located in EPZ,
store above 30°C. Protect from light. Tan Thuan Dong Ward, Dist. 7, Ho Chi Minh City
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TO HUONG DAN SU DUNG THUOC
Vién nén bao phim GRATRONSET 2

Thuéc ban theo don
Dé xa tam tay ciia tré em
Doc k§ hwdng din si dung trwde khi ding
Thong bdo ngay cho bdc si hodc diwrgc si nhitng tic dung khong mong muén gdp phai khi sit dung thubc

A. HUONG DAN SU DUNG THUOC CHO
NGUOI BENH
THANH PHAN, HAM LUQNG CUA THUOC
- Granisetron hydroclorid twong duwong
BTANISETON:... .0 o i i i 2 mg

(Natri starch glycolat, celulose vi tinh thé 102, lactose
monohydrat, hypromelose 6cps, magnesi stearat, silic
dioxyd keo, polyethylen glycol 6000, talc, titan dioxyd)
MO TA SAN PHAM ;

Vién nén tron, bao phim mau trang, hai mit khum, mot mat
c6 vach ngang, mgt mat tron, canh va thanh vién lanh lan.
QUY CACH PONG GOLI: Hop 3 vi x 10 vién.

THUOC DUNG CHO BENH Gi:

Thubc chi diing cho ngudi lén.

- Phong nén va budn nén do diéu tri ung thur bing hoa tri.

- Phong nén va budn noén do xa tri.

NEN DUNG THUOC NAY NHU THE NAO VA LIEU
LUQNG:

Cach ding:

Ding dudng ubng.

Thudc phai drgc dung ding theo huéng dan ciia bac si.
Liéu lwong:

Liéu d4u tién cia GRATRONSET 2 nén dugc ding trong
vong 1 gid trréc khi bt dAu hoa tri hay xa tri.

Liéu dung: 1 vién GRATRONSET 2, 1 1in/ngay, cho dén
mdt tudn sau khi héa trj hay xa tri.

KHI NAO KHONG NEN DUNG THUOC NAY:
- Nguoi bénh qua min véi granisetron hodc céc thanh phén
khéc cta thudc. .
- Nguoi bénh qué min véi thudc d6i khang thy thé 5-HT;
khéc (dolasetron, ondansetron)
- Ngudi bénh c6 héi chimg QT kéo dai bim sinh.
TAC DUNG KHONG MONG MUON (ADR)
Cén thong bao v6i bac sT ngay lap tirc khi c6 céc triéu
chimg cua phan {mg di img nhu: sung moi va mi¢ng, sung
mit, ¢é hong; kh6 nudt hay kho thé.
Céc tac dung khong mong mudn khéc bao gom:
Phé bién, ADR > 1/10
R&i loan tiéu héa: Téo bén.
Hé than kinh: Pau dau
Thuong gap, ADR > 1/100
Toan thén: Sot.
Tim mach: Téng huyét 4p

Gan: Tang thoéng qua AST va ALT
Hé than kinh: Kich dong, lo 4u, kich thich than kinh trung

uong, chéng mit, mét ngu, ngu ga
Giéc quan dic biét: Ri loan vi gidc

It gdp, 1/1000 < ADR < 1/100
Tim mach: kéo dai khoang QT
Qua min: Phin img qua man (vi du nhu s6c phan vé, khé
thd, ha huyét 4p, nbi mé day).
Hé than kinh: Hoi chimg Serotonin;

* Da: Phat ban da

Hiém gdp, ADR < 1/1000
Tim mach: Ha huyét 4p, loan nhip tim, nhijp chm xoang,
rung nhi, nghén tam that va nhi that, lac thit bao gdm nhip
tim nhanh khéng bén vimg, bit thuong dién tim do
(electrocardlogram ECG), dau thét nguc, ngit.
Hé thén kinh: Hoi chimg ngoai thép
Céc tac dung khong mong mubn phd bién gin lién véi hoa
tri: glam bach cau, giam sy théem an, thiéu mau, rung téc,
giam tidu cau.

NEN TRANH DUNG NHUNG THUOC HOAC THUC
PHAM Gi KHI PANG SU DUNG THUOC NAY

Cén thdng bio ngay cho béc si néu dang sir dung nhirng
thudc sau day:

- Thubc ding @& trj loan nhip tim, nhitng thubc d6i khang
thu thé 5-HT; khac nhu dolasetron hay ondansetron.

- Phenobarbital (m6t loai thudc tri dong kinh)

- Ketoconazol (thubc khang ndm)

- Erythromycin (thuc khang sinh)

- Thudc tc ché tai hip thu chon loc serotonin (selective
serotonin reuptake inhibitors: SSRI) dung d¢é diéu tri trim
cam hay lo ling bao gbém: fluoxetin, paroxetin, sertralin,
fluvoxamin, citalopram, escitalopram.

- Thubc trc ché tai hdp thu serotonin va noradrenalin
(serotonin noradrenaline reuptake inhibitors: SNRI) dung
dé diéu tri trAim cam hay lo lang bao gdm: venlafaxin,
duloxetin

CAN LAM Gi KHI MQT LAN QUEN KHONG DUNG
THUOC

Néu quén khéng dung thuoc cin thong béo cho bac si.
Tuyét d6i khong dugc udng gip doi liéu.

CAN BAO QUAN THUOC NAY NHU THE NAO

Noi khd, nhiét 46 khong qua 30°C, tranh dnh sang.

DAU HIEU VA TRIEU CHUNG KHI DUNG THUOC
QUA LIEU

Triéu chimg cia qua liéu bao gdm nhitng con dau dAu nhe.
CAN PHAI LAM Gi KHI DUNG THUOC QUA LIEU
KHUYEN CAO

Trong trudng hop qué lxeu ngudi bénh cin dén gip ngay
béc s hodic cac co s& y té gin nhét.
NHUNG PIEU CAN THAN
THUOC NAY :
Cin thong bdo ngay véi bdc si hay dwgc si trudc khi
ditng GRATRONSET 2, ddc biét la khi:

- C6 céc vAn d khi di ngoai vi thudc c6 thé gay tic rudt.

TRONG KHI DI‘JN?
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- C6 méc cac bénh vé tim, dang diéu tri ung thu bing cic
thubc c6 thé gy ton thuong tim; hay c6 cac bat thuong vé
ndng dd cac chat dién giai trong mau (nhu kali, natri hay
calci).
- Pang ding céc thudc dbi khang thu thé 5-HT; khac nhu
doalsetron, ondansetron.
- C6 cdc vin d v& di truyén hiém gip nhu khong dung nap
galactose, khong dung nap fructose do thiéu hut enzym
Lapp-lactase, réi loan hdp thu glucose-galactose thi khong
nén sir dung thudc nay, vi c6 thé gip cac triéu chimg khong
dung nap nhu: chuéng bung, diy hoi, budn nén va doi khi
non, tiéu chay.
Hpi chirng Serotonin:
Hoi chirng Serotonin tuy hiém khi xay ra nhung de doa rat
16n dén tinh mang ngudi bénh. Bao gdm céc tridu chimg
nhu: kich dong, 1d 1dn, nhip tim nhanh, co giat co hoic
ctmg khép, sbt, mét y thirc hoic hon mé.
H¢i chimg nay xdy thuomg xay ra khi phdi hop v6i céc
thube khang serotonin khac, nhung ciing c6 thé xay ra khi
str dung thudc don 1¢. Vi véy, cin thong béo véi bac sT tat
ca cac thube dang sir dung.
Tdc dpng cita thubc khi ldi xe va v@n hanh mdy méc
Khoéng c6 dir liéu vé tic dung ciia granisetron tren kha
ning l4i xe, tuy nhién di c6 bdo cdo thudng xuyén vé budn
ngu, dau dﬁu ... trong céc nghién ctru 1am sang, do d6 phai
than trong khi 1ai xe, van hanh médy hodc nhitng cong viéc
cén tinh téo.
Phuy nir cé thai va cho con bii
- Khong nén ding GRATRONSET 2 khi dang mang thai,
¢6 ké hoach mang thai hay cho con bu.
- Cin thong bdo vdi bac si néu mang thai, dang cho con bu
hay c6 ké hoach mang thai truéc khi ding thudc nay.
KHI NAO CAN THAM VAN BAC SI, DUQC Si
Ngudi bénh sir dung thuc khac khi dang diéu tri voi
GRATRONSET 2.
Phu nit mang thai hoic ¢6 ké hoach mang thai.
Phu ni¥ cho con bu.
Néu cin thém thong tin

xin hoi y kién bdc st hodc dugc si.
HAN DUNG CUA THUOC:
36 thang ké tir ngay san xuét
SAN XUAT TAIL:

TRACH NHILM TRON VEN

CTY CO PHAN DUGC PHAM SAVI

(Salhpharm J.S. C)

L6 Z.01-02-03a Khu ¢dng nghiép trong Khu ché xudt Tan
Thuén, phuong Tan Thuidn Pong, quan 7, thanh phd Hb
Chi Minh.

Dién thoai: (84.8) 37700142-143-144

Fax: (84.8) 37700145

NGAY XEM XET SUA DPOI, CAP NHAT LAI NOI
DUNG HUONG DAN SU DUNG THUOC:

B. HUONG DAN SU DUNG THUOC CHO CAN
BOYTE

DUQC LUC HQC

Granisetron 1 chit ddi khang chon loc thu thé 5-HT; (thu
thé serotonin nhém 3), c¢é tac dung chéng nén. Thude c6
tac dung ca & ngoai vi, trén day than kinh phé vi va ca &
trung tdm, trong viing thu thé héa hoc.

Nghién ciru hop chét gin phéng xa cho thdy cac lién két
clia granisetron c6 4i luc khong dang ké ddi véi céac loai
thu thé khéc nhu 5-HT (5-hydroxytriptamin), alpha 1 va
alpha 2, cac thu thé beta adrenergic, histamin H,,
picrotoxin, benzodiazepin, opioid va dopamin D,. Héa tri
va xa tri ¢6 thé gy giai phéng serotonin (5-HT) 6 rudt non
va gy phan xa nén bing cach hoat héa day thin kinh phé
vi thong qua thy thé 5- -HT;. Granisetron trc ché thu thé nay
din t6i trc ché sy khoi ddu phan xa non. Tuong tw nhu véy,
kich hoat day than kinh phé vi cling ¢6 thé gy giai phéng
5-HT trong viing kich thich thu thé héa hoc & san ndo that
IV va gay ndn qua co ché trung tdm nén phan xa nay ciing
bi granisetron trc ché do tac dung irc ché thy thé & san ndo
that IV. Cac co ché chéng budn nén va nén sau phau thudt
chua dugc biét r3, nhung c6 & cling theo co ché chéng non
va budn nén do nhidm ddc té bao.

O ngudi khoe manh, granisetron khong gy ra nhitng thay
d6i 16n trén nhip tim, huyét 4p hoic dién tdm do
(Electrocardiogram: ECG). Granisetron khong anh huéng
dén ndng do prolactin hodc aldosteron. Liéu tiém
granisetron cho thdy khong c6 anh huéng dén nhu dong
rudt & ngudi binh thuong khi nhén liéu duy nhit 1én dén
200 mcg/kg. Tuy nhién, lidu udng duy nhit va da lidu cua
granisetron lam giam nhu dong ruét & nguc‘ri binh thuodng.
DU'QC PONG HQC

Hip thu: Granisetron hydroclorid dugc hép thu nhanh va
hoan toan, dat ndng d¢ dinh trong huyét twong khoang 2
gitr sau khi ubng. Viéc danh gia chinh x4c sinh kha dung
duong udng ciing nhu anh hudng cuia thirc 4n trén sinh kha
dung dudng ubng rit phtc tap do su thay dbi 16n cta cac
thong so dugc dong hoc trong cling mot ddi tuong va gitta
céc ddi tuong v6i nhau. Tuy nhién, bing nhiéu phwong
phép khéc nhau, sinh kha dung dugc uéce tinh 1a 60%.

Phin bé: Granisetron hydroc]orld c6 thé tich phén b
khoang 3 lit/kg; 65% gan két véi protein huyet tuong;
granisetron ty do phan bd & huyét trong va céc té bao hong
cau.

Chuyén hoéa: Granisetron hydroclorid chu yéu duoc
chuyén héa & gan, bing cac phan img N-demethyl héa va
oxy héa vong thom, sau d6 la cdc phan ung lién hop. Cac
nghién ctru trén dong vat cho thdy mot sé chat chuyen héa
cua gramsetron hydroclorid ciing c6 hoat tinh d6i khang
thu thé 5-HT3 Tuy nhién, & ngudi cac chit chuyén héa c6
mit v6i ndng d6 rit thip va dugc xem nhu khong c6 déng
gop vao tac dung duoc ly.

Thai trir: Nira doi thai trir trung binh cta granisetron
hydroclorid 1a 9 gid. Nodng d6 granisetron hydroclorid
trong huyet tuong khoéng cé tuong quan rd rang véi hiéu
qua chéng nén. Lei ich 14m sang c6 thé dat dwoc ngay ca
khi khong thdy su c6 mit clia granisetron hydroclorid trong
huyét twong.

Granisetron hydroclorid dugc bai tiét khoang 12% dudi
dang khong d6i qua nuéc tidu-trong 48 gid, trong khi sb
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con lai duoc bai tiét dudi dang cac chit chuyén héa bao
-gdm 47% trong nudr tiéu va 34% trong phan.

Dugce dong hoc cua nhitng truong hop ddc biét

- Nguoi cao tudi:Dugc ddng hoc cua thudc twong tw nhu &
ngudi tré tudi.

- Suy thgn: Céc chi s6 dugc dong hoc gibng nhu nguoi
binh thudng.

- Suy gan: O nhimg ngudi bénh suy giam chic ning gan
do ung thu gan, d§ thanh thai ciia granisetron giam khoang
Y2 50 v6i ngudi binh thudng. Tuy nhién, khong can phai
higu chinh liéu.

CHI PINH PIEU TR]

Thudc chi ding cho ngudi 16m

- Phong ndn va budn nén do diéu trj ung thw bing héa tri.
- Phong nén va budn nén do xa tri.

LIEU LUQNG VA CACH DUNG

Cach diung:

Dung dudng uéng, uéng nguyén vién, khong bé vién.

Liéu luong :

Ngudi 16m:

2mg, 1 1dn/ngay; cho dén mot tuin sau héa trj hay xa tri.
Lidu dau tién cia GRATRONSET 2 nén duoc dung trong
vong 1 gidr trudc khi bit du héa trj hay xa tri.

C6 thé diing phdi hop véi dexamethason duong uéng véi
lidu dexamethason 1én dén 20 mg, 1 lan/ngay.

Céc bénh nhén dic biét

- Tré em: An toan va hi€u qua cua granisetron chua dugc
thiét 1ap & tré em.

- Ngudi cao tudi: khong c6 canh bao nao lién quan dén
viéc ding thuc & ngudi cao tudi.

- Ngudi bénh suy than: khong c6 canh béo nao lién quan
dén viéc ding thudc & ngudi bénh suy than.

- Bénh nhan suy gan: chua c6 bing chimg chimg minh c6
sur gia tang cac tic dung khéng mong muén & nhimg ngudi
bénh suy giam chirc ning gan. Khong cin hiéu chinh lidu
dbi v6i nhém bénh nhan nay, tuy nhién can thin trong.
CHONG CHI PINH

- Ngudi bénh qué mén véi granisetron hogic cac thanh phéan
khac ctia thudc.

- Ngudi bénh qua man véi thudc d6i khang thu thé 5-HT;
khéc.

- Nguoi bénh c6 hoi chimg QT kéo dai bam sinh.

CANH BAO VA THAN TRONG KHI SU DUNG

Cic tinh trang cin thin trong khi diing thubc

- Hji chimg Serotonin

Hoi chimg Serotonin (bao gbém: kich dong, la 14n, nhip tim
nhanh, co giét co hodc ctimg khép, sbt, mét y thirc hogic hén
me) xay ra khi serotonin duogc tich lily & mirc cao trong co
thé. Pidu nay thuong xay ra khi phdi hop véi cac thudc
khang serotonin khac, nhung ciing c6 thé xay ra khi sir
dung thubc don lé. Viéc chidn doan sém hoi chimg
serotonm la rét quan trong vi diéu nay c6 thé dan téi tir
vong néu khéng duoc diéu tri.

Nén chi dinh granisetron v6i muc dich du phong, khong
dung véi muc dich diéu tri, vi thuéc nay chi dung dé phong
nén va budn nén chir khong dung chira non.

- Do granisetron c6 thé 1am ‘giam nhu dong ru¢t nén bénh
nhén cé d4u hiéu tic rudt cip tinh can dugc theo ddi y té
sau khi sir dung granisetron.

- Tuong tr nhu thudc ddi khang 5-HT; khac, trudng hop
lam thay i ECG bao gém kéo dai khoang QT da dugc
bdo cédo v6i granisetron. Nhitng thay d6i ECG do
granisetron 1a nho, thuong khong cd y nghia 1am sang va
dac biét, khong c6 bing chimg cia chimg loan nhip tim
(proarrhythmia). Tuy nhién, ¢ nhitng bénh nhan loan nhip
tim hozc réi loan dan truyén tim, diéu nay c6 thé din dén
hau qua 1im sang. Vi viy, cin thdn trong & nhimg bénh
nhén c6 bénh tim di kém, héa trj liéu dong thoi véi thude
gdy doc tim va/hodc ¢6 bat thudong vé chit dién giai.
- Dj img chéo gita céc thudc d6i khang 5-HT; da dugc bao
cdo.
- Do sur hién dién cua lactose trong ché phim, ngudi bénh
c6 van @& vé di truyén hiém gdp nhu khéng dung nap
galactose, khong dung nap fructose do thiéu hut enzym
Lapp-lactase, roi loan hap thu glucose-galactose c6 thé gdp
céc triéu chimg vé khéng dung nap lactose. Do d6 khong
nén ké don thudc nay.
- Tuong tu nhu thudc dbi khang 5-HT; khéc, trudng hop
xay ra hoi chimg Serotonin (bao gdm ca trang thai tim than
thay ddi, rdi loan chuc nang ty tri va nhimg bat thuong
than kinh co) da dwoc bao cdo sau khi sit dung gramsetron
ddng thoi voi céc thube serotonergic khac. Neu phai dxeu
tri granisetron dong thoi voi thude serotonergic khac, cin
c6 gidm sat y té thich hop cho ngudi bénh.
- Khong cin phai than trong dic biét cho ngudi cao tudi
hogc bénh nhén suy thén, suy gan.
Cic khuyén cdo diing thudc cho phu ni c6 thai va cho
con bu
Truong hop co thai
Chua c6 kinh nghiém s dung granisetron trong thoi ky
thai nghén. Vi cdc nghién citru trén dong véat khong tién
doén dugc phan tmg cla con ngudi, thubc nay chi nén
duoc sir dung trong qua trinh mang thai khi that can thiét.
Truong hop cho con bi

* Khong c6 so li¢u vé sy bai tiét granisetron vao sita me, do

d6 chi sir dung khi loi ich cho me hon hén nhitng rii ro cho
tré bl me.

Tdc dpng ciia thuéc khl ldi xe va vd@n hanh mdy mdc
Khong c6 dir liéu vé tic dung cta granisetron trén kha
nang l4i xe, tuy nhién da c6 bao céo thudng xuyén vé budn
ngu, dau déu ... trong céc nghién ctru 14m sang, do d6 phai
than trong khi 14i xe, van hanh may hodc nhitng cong viéc
cén tinh tdo.

TUONG TAC CUA THUOC VOI CAC THUOC
KHAC VA CAC LOAI TUONG TAC KHAC

Gibng nhu cic thubc d6i khang thu thé 5-HT; khac,
granisetron ciing c6 kha nang gay kéo dai khoang QT. Do
vdy, cin thin trong khi ké don véi nhing thudc khac ciing
gdy kéo dai khoang QT hay gdy loan nhip tim.

Granisetron khong giy cam ung hoic @c ché hé men
cytochrom Pyso trong cac nghién ciru trén dong vét gdm
nhim.

O ngudi khoe manh, gramsetron dugc xem 1a an toan khi
sit dung dong thdi voi cac benzodiazepin, thudc an thén -
kinh, va thudc chéng loét thudng dugc chi dinh trong
phuong phap diéu tri chdng nén.

Ngoai ra, granisetron cho thiy khong c6 tucmg tac thubc rd
rang véi hoa tri trong diéu tri ung thu.
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Khéng c6 nghién ciru twong tic cu thé dugc thuc hién &
nhimg bénh nhan bi gdy té, nhung gramsetron da dugce sir
dung an toan véi thudc gy mé va thudc giam dau thong
thuong. Hon nita, nghién ciu in vitro trén vi thé
(microsom) cua ngu'orl da chi ra ring cic cytochrom P450
phan ho 3A4 (tham gia vao qua trinh chuyén héa mét sb
hoat chét ctia nhém thudc giam dau gy ngu chinh) khong
bi bién ddi bai granisetron.

TAC DUNG KHONG MONG MUON
Phé bién, ADR > 1/10

R6i loan tiéu héa: T4o bon.

Hé than kinh: Pau diu
Thuong gap, ADR > 1/100

Toan than: Sét.

Tim mach: Tzng huyét ap

Gan: Tang thoang qua AST va ALT

He than kinh: Kich dong, lo 4u, kich thich than kinh trung

wong, chong mit, mét ngu, ngu ga

Giéc quan dic biét: Réi loan vi gidc

It gap, 1/1000 < ADR < 1/100
Tim mach: kéo dai khoang QT
Qué min: Phin tmg qua min (vi du nhu sc phan vé&, khé
thé, ha huyét ap, nbi mé day).
Hé thén kinh: Hoi chirng Serotonin;
Da: Phéat ban da

Hiém gp, ADR < 1/1000
Tim mach: Ha huyét 4p, loan nhip tim, nhip chdm xoang,
rung nhi, nghén tim that va nhi thét, lac thit bao gdém nhip
tim nhanh khéng bén vimg, bit thuong dién tim dd
(electrocardiogram: ECG), dau thit nguc, ngt.
Hé than kinh: Héi chimg ngoai thap
Cac tac dung khong mong mudn phd bién gan lién v&i hoa
trj ligu: giam bach céu, giam su them an, thiéu mau, rung
téc, giam tiéu cau.

QUA LIEU VA CACH XU TRi

Khéng c6 thube giai doc dic hiéu cho granisetron. Trong
truong hop qua lidu, cin phai dugc didu tri triéu chimg va
theo doi. Qué lidu ca vé dudong udng va dudng tiém tinh
mach di xay ra. Qué lidu 1én dén 38,5 mg granisetron trong
mét liéu tiém duy nhét da dwoc bao cdo ma khong thdy cé
triéu chirng xay ra hodc chi cé su xuit hién dau du nhe.
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